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Summary
Upon the completion of the High Level Pharmaceutical Forum, the European Network for Health
Technology Assessment (EUnetHTA) was identified as an appropriate candidate for developing
scientific recommendations for improvements in relative effectiveness assessment1. The remit of
Work Package 5 (WP5) of EUnetHTA is to develop methodology for relative effectiveness
assessment of pharmaceuticals based on the existing tools within EUnetHTA. The aim of this
background review is to provide an overview of the processes, the scope and the scientific
methods used for relative effectiveness assessment in current national practice, as a starting
point for the development of models and guidelines that have the best chance of
acceptance/usage across the Member States. In addition, an overview is provided of current
activities that have been identified in relation to relative effectiveness assessment of
pharmaceuticals.
Data on national approaches for relative effectiveness assessment were gathered through a
survey in 30 jurisdictions (26 European jurisdictions, Australia, Canada, the United States of
America [USA] and New Zealand).
Except for the USA, all jurisdictions included perform evaluations that include a comparative
analysis of efficacy and/or effectiveness of pharmaceutical(s) in comparison to alternative(s) to
feed national reimbursement decisions on pharmaceuticals. This assessment is referred to with a
variety of terms. In general these evaluations can be divided into (single) rapid assessments2 and
full assessments of pharmaceuticals3. Rapid assessments often have to be carried out within a
specific timeframe whereas for full assessments a pre-specified timeframe is only applicable in a
minority of jurisdictions. The methodological approaches used for rapid and full assessments do
not differ much. The main differences seem to be the number of comparators (more comparators
for a full assessment) and the timing of the assessment. The rapid assessment is often done
after market authorisation whereas for a full assessment this is often performed when the
pharmaceutical(s) is/are on the market for a number of years. Therefore, often more data are
available for a full assessment as clinical effectiveness data are more likely to be available years
after market authorisation.
In general, documents/guidelines in which the methods that are used for the comparative
analysis are described, are not very detailed. Further, the survey showed that the similarities of
the scientific methods used in the jurisdictions is greater than the difference. The jurisdictions
use multiple (similar) sources for the assessment, however there seems to be some divergence
between jurisdictions whether unpublished clinical data and/or confidential data are used. The
definition of preferred choice of comparator is similar between most jurisdictions using definitions
that are similar to ‘usual care’. In the majority of the jurisdictions the choice of the comparator(s)
for the assessment can also be a non-pharmaceutical intervention and is thus not limited to
pharmaceuticals. The type of outcomes that can be included in the analysis are also similar for
the included jurisdictions. In general, all clinically relevant outcomes are accepted for the
assessment. Often outcomes related to mortality and/or morbidity and/or quality of life are
preferred. Surrogate outcomes are in general not preferred, however they are accepted for the
assessment if they are considered clinically relevant or are validated (this often depends on the
indication/therapeutic area). There seems to be more variation in how the absence of
effectiveness data is handled in terms of qualitative or quantitative extrapolation of efficacy data.

1

For details regarding the definition of relative effectiveness assessment we refer to section 1.2.3.
(Single) rapid assessments are assessments of a new pharmaceutical at the time of introduction to the market in
comparison to one or more alternative interventions.
3
Full assessments of pharmaceuticals are assessments (non-rapid) of (all) available technolog(y)(ies) for a particular step
in a treatment pathway or a specific condition.
2
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The websites of a number of organisations were searched for activities related to relative
effectiveness assessment. Internationally, there are various agencies all over the world that are
involved in relative effectiveness or comparative effectives research/assessments. Guidelines on
methodological issues that are relevant to relative effectiveness assessment are developed or are
in development by the Agency for Health Research and Quality (AHRQ), Pharmaceutical Benefits
Advisory Committee (PBAC), European Medicines Agency (EMA) and International Society for
Pharmacoeconomics and Outcomes Research (ISPOR). In the future the Patient-Centered
Outcomes Research Institute (PCORI, USA) will probably have a relevant role in guideline
development as well.
Relative effectiveness assessments (broadly defined), amongst other criteria, are always
considered by national decision-makers where making reimbursement decisions. This indicates
that there is an element, this comparative analysis, that can be shared between jurisdictions. We
conclude based on the results of our review that there is a common ground for the development
of a shared methodology for this comparative analysis, the relative effectiveness assessment of
pharmaceuticals. The purpose of such a relative effectiveness assessment is to assess the net
therapeutic benefit of an intervention. The EUnetHTA HTA Core Model4, with a focus on the first
four domains (Health problem and current use of technology, Description and technical
characteristics of the technology, Safety and Effectivness), can be used for such a purpose.
However, some information from other domains, such as ethical, social, legal and organisational
analysis may also be included in this model. As mentioned, the evaluation of pharmaceuticals can
be divided into rapid assessments and full assessments of pharmaceuticals. Therefore WP5 will
also develop 2 models, a Rapid Model and a Full model. The scope of the Full model will be all
domains of the HTA Core Model except for the domain ‘cost and economic considerations’. The
scope of the Rapid model will also be all domains of the HTA Core Model except for the domain
‘cost and economic considerations’, however only a limited number of elements of the ethical
analysis, the organisational analysis, the social aspects and the legal aspects will be included.
Finally, our results show that there are still a number of issues to be dealt with during
development of methodology that can used in Europe. The table below provides a summary of
most relevant challenges for a common methodology on relative effectiveness assessment and
how these will be addressed in WP5.
Summary of most relevant challenges for a common methodology on relative
effectiveness assessment and how these will be addressed in WP5
Challenge
Methodology to do assessments is often not
explicitly reported

Variation between jurisdictions in terminology and
definitions
How to handle lack of effectiveness data

How to present unintended and intended effects

WP5 activity
•
Production of guidelines on important
methodological issues
•
Standardisation of reporting for assessments
through using the Rapid/Full model for relative
effectiveness assessment of pharmaceuticals
•
Production of guidelines on important
methodological issues
•
Production of guidelines on external validity
and extrapolation of efficacy results;
•
Standardisation of reporting in Rapid/Full
model
•
Inclusion of section in Rapid/Full model that

4

The EUnetHTA HTA Core Model is a guidance document/model for producing extensive multi-dimensional assessments
of health technologies that are reported in a structured format and that can be used as a foundation for local – e.g.
national or regional – health technology assessment reports.
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Variance in usual care between jurisdictions
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•

aggregates intended and unintended effects
Production of guideline on ‘Criteria for the
choice of the most appropriate comparator(s)’
as well as a guideline that provides
methodology on direct and indirect
comparisons in order to come to adjusted
interpretations for jurisdictions with different
forms of care
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1 Introduction
1.1 Background
Several Member States of the European Union (EU) have expressed an interest in joint
assessments of relative effectiveness of pharmaceuticals. The Directorates General for Health and
Consumers (DG Sanco) and General Enterprise and Industry (DG Enterprise) of the European
Commission have indicated in earlier communications that they have no intentions to develop
new central institutions. Instead, they would prefer to make use of already available reports such
as from the Working Group Relative Effectiveness of the High Level Pharmaceutical Forum and
from existing networks like European Network for Health Technology Assessment (EUnetHTA)
and the Medicines Evaluation Committee (MEDEV). Upon the completion of the High Level
Pharmaceutical Forum, the EUnetHTA network was identified as an appropriate candidate for
developing scientific recommendations for improvements in relative effectiveness assessment.
Work package 5 (WP5) on Relative Effectiveness Assessment in EUnetHTA WP5 was developed
as part of the proposal for a EUnetHTA Joint Action between 2010-2012 that was filed to DG
Sanco on May 20, 2009. The EUnetHTA Joint Action grant agreement was signed in December
2009 on behalf of 33 participating partners.
The objectives of WP5 (as defined in the EUnetHTA Grant Agreement 2010-2012) are:
• Development of health technology assessment tools and methods: Improved relative
effectiveness assessments by identifying areas where methodological guidance is needed and
by providing it, suggesting ways to integrate relative effectiveness assessment of
pharmaceuticals as a special version of the HTA Core Model;
• Application and field testing of developed tools and methods: a relative effectiveness
assessment of (a group of) pharmaceuticals in line with the core health technology
assessment development.
WP5 has no intentions to develop a complete new assessment methodology for relative
effectiveness assessment of pharmaceuticals, as the knowledge is already available. An overview
of the processes, the scope and the scientific methods currently used by Member States for
relative effectiveness assessment is necessary to set up common tools within WP5 that are based
on and similar to what is already happening in daily practice in EU jurisdictions. Therefore this
report focuses on a review of the current processes, methodologies and activities related to
relative effectiveness assessment.
In chapter 1, information is provided on the work done by the High Level Pharmaceutical Forum
(section 1.2.1) and the concept of relative effectiveness assessment (section 1.2.2 and 1.2.3).
Chapter 2 describes the results of a survey on the processes and methodologies used for relative
effectiveness assessment by health technology assessment organisations for the purpose of
national reimbursement decisions in 26 European jurisdictions5, Australia, Canada, New Zealand
and the United States of America (USA). Chapter 3 provides an overview of current activities that
have been identified in relation to relative effectiveness assessment of pharmaceuticals. The
report ends with a discussion of the implications of all the findings on WP5 (Chapter 4).

5

Austria, Belgium, Bulgaria, Czech Republic, Denmark, Estonia, Finland, France, Germany, Hungary, Ireland, Italy, Latvia,
Luxembourg, Malta, Netherlands, Norway, Poland, Portugal, Slovakia, Slovenia, Spain, Sweden, Switzerland, Turkey,
United Kingdom.
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1.2 Relative effectiveness assessment
1.2.1 High Level Pharmaceutical Forum
The High Level Pharmaceutical Forum was set up in 2005 as a three year process by VicePresident Verheugen and former Commissioner Kyprianou, in order to find relevant solutions to
public health considerations regarding pharmaceuticals, while ensuring the competitiveness of
the industry and the sustainability of the national health-care systems
(http://ec.europa.eu/pharmaforum/).
The Working Group of the High Level Pharmaceutical Forum on Relative Effectiveness aimed to
support Member States in applying relative effectiveness systems in order to allow containment
of pharmaceutical costs as well as a fair reward for innovation. The Relative Effectiveness
Working Group developed and agreed a number of documents:
• Core principles on relative effectiveness6;
• Availability of data to conduct relative effectiveness assessments7;
• Development of networking and collaboration8.
The final recommendations of the Relative Effectiveness Working Group for the Member States
are presented below9:

Recommendation 5: Implement agreed good practice principles for relative
effectiveness assessments
5.1 Member States and stakeholders - the pharmaceutical industry, social insurers, health
care professionals and patients' organisations- are encouraged to adopt the agreed working
definitions on efficacy, relative efficacy, effectiveness and relative effectiveness and to use them
in the scientific literature and reports of all kinds. The use of these common definitions will
ensure a common understanding of the work done at national level and will facilitate the
exchange of information between all parties involved.
5.2 Member States and stakeholders are encouraged to implement the agreed best practice
principles for relative effectiveness assessment and to regularly communicate and exchange
information on their adoption, where appropriate. Such implementation should also ensure
medicines receive fast access to market and appropriate reward.

Recommendation 6: Promote the exchange of information on relative effectiveness
assessments in order to improve the data availability and transferability
6.1 Member States and stakeholders are encouraged to regularly exchange information in
order to achieve the objectives set out in the conclusions, namely:
i) to consolidate the scientific evidence on relative effectiveness by collecting data, processes
and conclusions reached at national level, for purposes of comparison, where appropriate,
6

High Level Pharmaceutical Forum. Core principles on relative effectiveness. Available at URL:
http://ec.europa.eu/pharmaforum/docs/rea_principles_en.pdf (accessed December 2010).
7
High Level Pharmaceutical Forum. Availability of data to conduct relative effectiveness assessments. Available at URL:
http://ec.europa.eu/pharmaforum/effectiveness_en.htm (accessed December 2010) .
8
High Level Pharmaceutical Forum. Development of networking and collaboration. Available at URL:
http://ec.europa.eu/pharmaforum/docs/rea_networking_en.pdf (accessed December 2010).
9
High Level Pharmaceutical Forum. High Level Pharmaceutical Forum 2005-2008. Final Conclusions and
Recommendations of the High Level Pharmaceutical Forum. Available at URL
http://ec.europa.eu/pharmaforum/docs/final_conclusions_en.pdf (accessed December 2010).
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ii) to facilitate the work of the pricing and reimbursement authorities by providing them with this
consolidated scientific evidence, focusing on their priority areas and
iii) to inform health-care professionals and patients on the most effective drugs. This exchange
should also aim to identify any barriers, whether scientific, technical or legal, that prevents all
the parties involved from circulating the information easily.
6.2 In particular this exchange of scientific evidence should focus on the need to:
i) improve the understanding of the scientific evidence generated that can be used for relative
effectiveness by sharing best-practice in terms of data requirements and processes;
ii) increase the understanding among those involved in relative effectiveness assessments of the
possibilities and limitations in the generation of data that can be used for relative effectiveness
assessments during and after the granting of marketing authorisation;
iii) explore better avenues for dialogue between assessing bodies and/or decision-makers and
the marketing authorisation holder to address point i);
iv) strengthen the methodological quality and rigour of relative effectiveness assessments and
identify any scope for common approaches in certain areas of assessment, as appropriate;
v) inform health-care professionals and patients on the most effective medicines
6.3 National authorities and companies should also consider ways of having early
dialogue during product development to improve the generation of appropriate data as far as
possible.
6.4 Member States, with the involvement of the European Medicines Agency, should
continue their efforts to consider how European Public Assessment Report and the National
Public Assessment Report can further contribute to relative effectiveness assessments.
6.5 In an effort to streamline the exchange of such information and to ensure effective
EU-wide coverage of relative effectiveness assessments, Member States and the Commission
should identify how existing networks could be involved and any support that might be needed.
Member States and the Commission should also address the issue of the involvement of
stakeholders, while observing the above agreed principles.

1.2.2 Comparative effectiveness in the US
In 2009, comparative effectiveness research increased rapidly in the USA when The American
Recovery and Reinvestment Act of 2009 (referred to as “Recovery Act” hereinafter) allocated
$1.1 billion for comparative effectiveness research10. When President Obama signed the bill, the
recipients of the funds (the National Institutes of Health [NIH], Agency for Health Research and
Quality [AHRQ], and Office of the Secretary of the U.S. Department of Health and Human
Services [OS-DHHS]) issued requests for proposals to develop comparative effectiveness research
infrastructure and to conduct comparative effectiveness research studies. The Recovery Act also
mandated an Institute of Medicine (IOM) study to establish national priorities for comparative
effectiveness research. Then, early in 2010, the health reform legislation established an ongoing
national program in comparative effectiveness research: the Patient-Centered Outcomes
Research Institute (PCORI). The roles and responsibilities of the PCORI are further discussed in
chapter 3.

10

Sox HC. Comparative effectiveness research: a progress report. Ann Intern Med. 2010 Oct 5;153(7):469-72.
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In the USA the following definition is adopted by the IOM for comparative effectiveness
research11:
“Comparative effectiveness research is the generation and synthesis of evidence that compares
the benefits and harms of alternative methods to prevent, diagnose, treat, and monitor a clinical
condition or to improve the delivery of care. The purpose of comparative effectiveness research
is to assist consumers, clinicians, purchasers, and policy makers to make informed decisions that
will improve health care at both the individual and population levels.”
The key words in this definition are “generation and synthesis of evidence” (which implies both
original research and systematic reviews), “alternative methods” (which implies making
comparisons in study populations), and “to make informed decisions” (which implies a focus on
data that helps to decide between alternatives)11.

1.2.3 Relative effectiveness
The starting point for WP5 is the definition of relative effectiveness from the High Level
Pharmaceutical Forum6:
• Relative effectiveness: can be defined as the extent to which an intervention does
more good than harm compared to one or more intervention alternatives for achieving
the desired results when provided under the usual circumstances of health care practice.
Essentially this definition contains three important elements:
1. The balance between doing more good than harm;
2. The intervention should be compared to one or more intervention alternatives. Hence the
value of the intervention depends on its value relative to alternatives;
3. Results should be achieved when applied under usual circumstances of health care
practice as opposed to within a clinical trial setting.
It should be noted that this definition is not without dispute. For example, there are discussions
whether something defined as effectiveness should include benefits and harms. It is also
considered disputable whether establishing how an intervention performs under usual
circumstances of health care practice is at all feasible. Additionally, it has been indicated that the
word ‘relative’ can have a mathematical meaning referring to a ratio, for example like in a relative
risk calculation, whereas an additional clinical benefit could also be described as added life
expectancy. The latter would be expressed as a difference in months, rather than a ratio.
Although the definition may not be without debate this definition will form the basis for WP5, as
it is a consensus between many relevant stakeholders in Europe.

1.2.3.1 The efficacy/effectiveness spectrum
The following definition for relative efficacy was adopted by the High Level Pharmaceutical
Forum6:
• Relative efficacy: can be defined as the extent to which an intervention does more
good than harm, under ideal circumstances, compared to one or more alternative
interventions.
The High Level Pharmaceutical Forum investigated the data availability to conduct relative
effectiveness assessments7. It was concluded that there is no clear consensus as to whether
clinical trials yield efficacy or effectiveness information. All data on pharmaceuticals yield
11
Sox HC. Defining comparative effectiveness research: the importance of getting it right. Med Care. 2010 Jun;48(6
Suppl):S7-8.
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information that is somewhere on an efficacy/effectiveness spectrum, as illustrated in Figure 1
which is a simplified presentation of the spectrum. As a general rule, conventional clinical trials
tend more to the efficacy side of the spectrum. The term effectiveness is used differently in EU
Member States, which does not correspond with the High Level Pharmaceutical Forum definition.
While some Member States use it to describe what is actually happening in real life (which is
always theoretical to a certain extent), others stated to use it exclusively to describe clinical trials
that are as far as possible to the effectiveness side of the spectrum. According to these Member
States, this gives the best estimate of what happens in real life. There is no clear consensus on
the interpretation among EU Member States.
Figure 1. Efficacy/effectiveness spectrum.

Source: High Level Pharmaceutical Forum 20087

1.2.3.2 Confusing terminology
Many jurisdictions are becoming increasingly interested in evidence-based health care decision
making because of their desire to improve the quality and efficiency of care provided to patients.
Such activities are given various names, such as evidence-based medicine (EBM), health
technology assessment (HTA), or more recently, comparative effectiveness research (CER).
These terms are not used consistently, however, which has led to confusion in the
medical and health policy communities12.
It has been pointed out that there is an important difference between comparative effectiveness
research and evidence based medicine13. Evidence-based medicine is defined as, “The

12
Luce BR, Drummond M, Jönsson B, Neumann PJ, Schwartz JS, Siebert U, Sullivan SD. EBM, HTA, and CER: clearing the
confusion. Milbank Q. 2010 Jun;88(2):256-76.
13
Manchikanti L, Falco FJ, Boswell MV, Hirsch JA. Facts, fallacies, and politics of comparative effectiveness research: Part
2 - implications for interventional pain management. Pain Physician. 2010 Jan;13(1):E55-79. Review.
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conscientious, explicit, and judicious use of current best evidence in making decisions about the
care of individual patients”14. Manchikanti et al. (2010) have described the difference between
evidence based medicine and comparative effectiveness research as the following. Evidence
based medicine is essentially focused upon the use of the right (types and extent of) knowledge
to guide the right and good intentions and actions of medical practice, which is fundamental to
prudential clinical decision-making. In contrast, comparative effectiveness research is to assist
consumers, clinicians, purchasers, and policy-makers to make informed decisions that will
improve health care at both the individual and population levels13. However, one can also position
evidence based medicine as the methodological basis for both clinical decision making (at the
level of individual patients) and comparative effectiveness research/relative effectiveness
assessment (of the value of an intervention at the level of health care systems and/or society). It
is emphasised by Manchikanti et al. (2010) that comparative effectiveness research and evidence
based medicine share many similarities and goals and it is mentioned that they are analogous to
religion and politics – meaning different things to different people13.
Health technology assessment has been defined as: ‘the systematic evaluation of properties,
effects, and/or impacts of health care technology. It may address the direct, intended
consequences of technologies as well as their indirect, unintended consequences. Its main
purpose is to inform technology-related policymaking in health care. Health technology
assessment is conducted by interdisciplinary groups using explicit analytical frameworks drawing
from a variety of methods’15.
Luce et al. (2010) have developed a organising framework to help derive more precise
definitions12. Along one axis are three questions that evidence-based processes in health care
seek to answer about an intervention, namely, “Can it work” (i.e., efficacy), “Does it work?” (i.e.,
effectiveness), and “Is it worth it?” (i.e., economic value). Along the other axis are the three key
functions of implementing evidence-based activities, namely, “Evidence Generation,” “Evidence
Synthesis,” and “Decision Making.” The graph below illustrates the current confusion of the
various terms due to overlap in questions seeking to answer and key functions.

14
Sackett DL, Rosenberg WM, Gray JA, Haynes RB, Richardson WS. Evidence based medicine: What it is and what it isn’t.
BMJ 1996; 312:71-72.
15
International Network of Agencies for Health Technology Assessment (INAHTA). URL:
http://www.inahta.org/HTA/Glossary/#_G (Accessed 18 December 2010).
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Figure 2. Current confusion of Views of EBM, CER and HTA.

Abbreviations: CER=comparative effectiveness research; EBM=evidence based medicine; HTA=health technology
assessment
Source: Luce BR, Drummond M, Jönsson B, Neumann PJ, Schwartz JS, Siebert U, Sullivan SD. EBM, HTA, and CER:
clearing the confusion. Milbank Q. 2010 Jun;88(2):256-76.

The graph below was developed by Luce et al. (2010) to help derive more precise definitions.
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Figure 3. Redefined relationships of evidence processes

Abbreviations: CED= coverage with evidence development; CER=comparative effectiveness research; EBM=evidence
based medicine; HTA=health technology assessment; PCT=pragmatic clinical trial; RCT=randomised controlled trial;
SRE= systematic review of evidence; SRT= systematic review of trials.
Note: Solid lines indicate clear relationships, and dotted lines indicate disputed relationships. White rectangles represent
decision processes, and circles and ovals represent all other evidence activities, except for the coloured rectangles, which
are reserved for EBM, HTA, and CER.
Source: Luce BR, Drummond M, Jönsson B, Neumann PJ, Schwartz JS, Siebert U, Sullivan SD. EBM, HTA, and CER:
clearing the confusion. Milbank Q. 2010 Jun;88(2):256-76.

Based on this framework, they propose the following definitions of the three key terms12:
1. Evidence-based medicine is an evidence synthesis and decision process used to assist patients’
and/or physicians’ decisions. It considers evidence regarding the effectiveness of interventions
and patients’ values and is mainly concerned with individual patients’ decisions, but is also useful
for developing clinical guidelines as they pertain to individual patients.
2. Comparative effectiveness research includes both evidence generation and evidence synthesis.
It is concerned with the comparative assessment of interventions in routine practice settings. The
outputs of CER activities are useful for clinical guideline development, evidence-based medicine,
and the broader social and economic assessment of health technologies (i.e., health technology
assessment).
3. Health technology assessment is a method of evidence synthesis that considers evidence
regarding clinical effectiveness, safety, cost-effectiveness and, when broadly applied, includes
social, ethical, and legal aspects of the use of health technologies. The precise balance of these
inputs depends on the purpose of each individual health technology assessment. A major use of
health technology assessment is informing reimbursement and coverage decisions, in which case
HTAs should include benefit-harm assessment and economic evaluation.
Luce et al. (2010) prefer to distinguish between activities that concentrate primarily on benefits
to the patient (evidence-based medicine) and those that concentrate primarily on benefits to

Version 5B

Page 20 of 72

EUnetHTA JA WP5
Background Review
society at large (health technology assessment)12. The latter being often within budget
constraints, meaning that not everyone may get everything he or she desires. In addition, they
emphasise that although they differentiate, bind and relate evidence-based medicine, health
technology assessment and comparative effectiveness research they do not contend that they all
have a central unifying aspect.
How to position a relative effectiveness assessment within this framework? The purpose of a
relative effectiveness assessment is to inform health care professionals, patients and decision
makers about the net therapeutic benefit of an intervention compared with alternative
interventions. Therefore, we would position relative effectiveness assessment as a specific
element of a health technology assessment that focuses on the clinical implications of the
intervention, whereas the concept of health technology assessment is broader and can also
include for example social, ethical and cost aspects.

1.2.3.3 The HTA core Model and WP5
The HTA Core Model is a guidance document developed within EUnetHTA to foster a
collaborative way of assessing health technologies, aiming at promoting international use of
health technology assessment results and avoiding duplicate work16. The model is a guidance
document/model for producing extensive multi-dimensional assessments of health technologies
that are reported in a structured format and that can be used as a foundation for local – e.g.
national or regional – health technology assessment reports. The HTA Core Model consists of 9
chapters, which are called domains (Table 1)17. Each domain is divided into more specific topics,
and further into issues in the form of generic questions18. The combination of domain, topic, and
issue defines an assessment element, the basic unit in the Model. The elements are divided into
core and non-core elements based on their importance and transferability. The Model guides the
health technology assessment doers first to consider the relevance of each assessment element
for the technology. For each relevant element, the generic question is translated into a specific
question concerning the technology. A Core HTA is the compilation of the questions and answers
of relevant core elements for a specific technology, and a summary chapter.
Table 1. Domains in the HTA Core Model.

1.
2.
3.
4.
5.
6.
7.
8.
9.

Health problem and current use of technology
Description and technical characteristics of the technology
Safety
Effectiveness
Costs and economic evaluation
Ethical analysis
Organisational aspects
Social aspects
Legal aspects

16

Lampe K, Mäkelä M, Garrido MV, Anttila H, Autti-Rämö I, et al. The HTA core model: a novel method for producing and
reporting health technology assessments. Int J Technol Assess Health Care. 2009 Dec;25 Suppl 2:9-20.
17
Pasternack I, Anttila H, Mäkelä M, Ikonen T, Räsänen P, et al. Testing the HTA core model: experiences from two pilot
projects. Int J Technol Assess Health Care. 2009 Dec;25 Suppl 2:21-7..
18
A Domain within the core model can be divided in individual topics which subsequently can be divided into issues.
Example in Health Problem and Current Use of the Technology there is a topic Target condition. Within this topic target
condition there is an issue Which disease/health problem/potential health problem will the technology be used for? These
issues are called elements.
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The remit of WP5 is to develop methodology for relative effectiveness assessment of
pharmaceuticals based on the existing tools within EUnetHTA, the HTA Core model. This will
result in two models for relative effectiveness assessment of pharmaceuticals using elements of
the EUnetHTA Core Model under the umbrella of WP5, a model for rapid assessment of relative
effectiveness of pharmaceuticals (from now on referred to as the Rapid model) and a model for
a full assessment of relative effectiveness of pharmaceuticals (from now on referred to as the
Full model). Development of the models will be in close collaboration with WP4 (HTA Core
Model) of EUnetHTA. The basic methodology used for the Rapid and the Full model will be similar
but, due to for example availability and maturity of data at the time of evaluation, there will be
important differences as well. Keypoints for the development of the models are:
•

be as close as possible to the national and international guidelines;

•

be context non-specific (suitable to be shared internationally);

•

follow the principles of the HTA Core Model, although the number of domains, topics and
items may differ.

In line with the recommendation of the High Level Pharmaceutical Forum that relative
effectiveness and cost-effectiveness should be considered as two entities9:

‘The High Level Pharmaceutical Forum acknowledges the distinction between the scientific
assessment of the relative effectiveness of medicinal products and health-economic assessments
of their costs and benefits’
the domain of cost-effectiveness is excluded from the scope of WP5.
In addition, guidelines will be developed for methodological issues that will be referred to in the
Rapid model and Full model.
The aim of this background review is to provide an overview of the processes, the scope and the
scientific methods used for relative effectiveness assessment in current national practice, as a
starting point for the development of models and guidelines that have the best chance of
acceptance across the Member States.

1.2.3.4 Other definitions
The following definitions of the High Level Pharmaceutical Forum are also used as a starting point
for WP5:
•

Efficacy: is the extent to which an intervention does more good than harm under ideal
circumstances;

•

Effectiveness: is the extent to which an intervention does more good than harm when
provided under the usual circumstances of health care practice.

In addition WP5 members have added the following definitions:
•

(Single) rapid assessment of relative effectiveness of pharmaceuticals: defined
as rapid assessment of a new technology at the time of introduction to the market and
comparing the new technology to standard care;
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•

Full assessment of relative effectiveness of pharmaceuticals: defined as full
assessment (non-rapid) of (all) available technolog(y)(ies) for a particular step in a
treatment pathway for a specific condition;
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2 National approaches to and use of relative effectiveness
assessment
2.1 Data gathering
WP5 of the EUnetHTA Joint Action aims to review methods used for the relative effectiveness
assessment of pharmaceuticals and to develop, apply and field-test new tools and methods. As a
first step towards this goal this report provides an overview of the processes and methodologies
used for assessments by health technology assessment organisations for the purpose of national
reimbursement decisions of pharmaceuticals. Health technology assessment is a tool to support
healthcare decision-making, including access decisions. However, for the survey it was chosen to
limit the analysis to assessments for the purpose of national reimbursement decisions.
It was already indicated by the High Level Pharmaceutical Forum that European Member States
currently are not using or working with common definitions regarding efficacy, relative efficacy,
effectiveness and relative effectiveness. Hence, the assessments performed that provide input for
reimbursement decisions regarding pharmaceuticals varies in content and scope between
members states. In order not to exclude evaluations of pharmaceuticals of jurisdictions based on
the definition of the High Level Pharmaceutical Forum of relative effectiveness the following type
of assessments were included: all ‘comparative analysis’ assessing the efficacy and/or
effectiveness of pharmaceutical(s) in comparison to alternatives that provide input for national
reimbursement decisions on pharmaceuticals have been included.
Jurisdictions included
In total, 30 jurisdictions are included, including 26 European jurisdictions, Australia, Canada, New
Zealand and the USA.
The jurisdictions included are: Australia, Austria, Belgium, Canada, Czech Republic, Denmark,
England & Wales, Estonia, Finland, France, Germany, Hungary, Ireland, Italy, Latvia,
Luxembourg, Malta, Netherlands, New Zealand, Norway, Poland, Portugal, Scotland, Slovakia,
Slovenia, Spain, Sweden, Switzerland, Turkey and USA.
Originally, it was planned to include data for Bulgaria, Cyprus, Greece, Lithuania and Romania as
well. However, we were not able to gather data for these jurisdictions within the timelines of this
report.
The overview is limited to assessments by health technology assessment organisations that
provide input for national reimbursement decisions of pharmaceuticals. However, it should be
noted that the following exceptions are applicable:
• For England and Wales the assessments are performed by the National Institute for
Health and Clinical Excellence (NICE). Only a positive advice regarding a pharmaceutical
is mandatory (legislative). If NICE recommends the use of a product, it becomes
mandatory for primary care trusts to provide and fund it. However, in case of a negative
advice it is up to the primary care trusts to decide whether they want to fund the
pharmaceutical;
• For Scotland for which the assessments are performed by the Scottish Medicines
Consortium (SMC). The SMC advises regarding the use of pharmaceutical however the
decision to fund the pharmaceutical is up to the regional health authorities;
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For Canada the assessment is done nationally by the Canadian Agency for Drugs and
Technologies in Health (CADTH) but the decision on reimbursement (based on the
national assessment) is a regional responsibility.
They were included after all because the agencies referred to are known for their well established
processes/methodology.
•

Data abstraction
Data were captured with a standardised data abstraction form that was developed by seven
agencies19 that are involved in health technology assessment of pharmaceuticals. The data
abstraction form contained four sections with questions regarding:
• Section A: General information on the health care system
• Section B: General information on reimbursement of pharmaceuticals
• Section C: Relative effectiveness assessment of pharmaceuticals as part of (single) rapid
assessment
• Section D: Relative effectiveness assessment of pharmaceuticals as part of a full
assessment
The questions of the data abstraction form are included in the results tables in Appendix I.
Data were initially abstracted from different types of literature (peer reviewed, grey literature, EU
and national reports etc.). The sources that were used per jurisdiction are listed in Appendix II.
The results of the literature review were complemented by data collected through directly
contacting experts involved in national evaluation processes used to make reimbursement
decisions. These experts were identified through contacts within the EUnetHTA network and/or
through their positions in relevant organisations. The organisations per jurisdiction are listed in
Table 2. If the (single) rapid assessment and full assessment are performed by different
organisations more than one organisation was interviewed.
The USA were included as one jurisdiction. As there is no organisation that is involved in national
assessment of pharmaceuticals or national reimbursement decisions of pharmaceuticals (all
health plans/health insurers have their own list), no organisation was interviewed and section C
and D of the data abstraction form were considered not applicable to this jurisdiction.
Table 2. Organisations of interviewees
Jurisdiction
1. Australia
2. Austria
3. Belgium
4. Canada
5. Czech Republic
6. Denmark
7. England& Wales
(UK)
8. Estonia
9. Finland
10. France
19

CZ
DK
EN/WA

Institution interviewed
PBAC (Pharmaceutical Benefits Advisory Committee)
HVB (Association of
Austrian Social Insurance Institutions)
INAMI-RIZIV (National Institute for Health and Disability
Insurance)
CADTH (Canadian Agency for Drugs and Technologies in
Health)
SUKL (State Institute for Drug Control)
DMA (Danish Medicines Agency)
NICE (National Institute for Health and Clinical Excellence)

EE
FI
FR

EHIF (Estonian Health Insurance Fund)
HILA (The Pharmaceuticals Pricing Board)
HAS (French National Authority for Health)

AU
AT
BE
CA

AETSA (ES), AHTAPOL (PO), CVZ (NL), HAS (FR), ESKI (HU), IRF (DE), NICE (UK)
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Jurisdiction
11. Germany
12. Hungary
13. Ireland
14.
15.
16.
17.
18.
19.
20.

Italy
Latvia
Luxembourg
Malta
Netherlands
New Zealand
Norway

21. Poland
22. Portugal
23. Scotland (UK)
24. Slovakia
25. Slovenia
26. Spain

GE
HU
IE
IT
LA
LU
MA
NL
NZ
NO
PL
PT
SC
SK
SI
ES
SE

27. Sweden
28. Switzerland
29. Turkey
30. United States of
America

CH
TU
USA

Institution interviewed
IQWIG (Institute for Quality and Efficiency in Health Care)
ESKI (National Institute for Strategic Health Research)
NCPE (National Centre for Pharmacoeconomics) and HIQA
(Health Information and Quality Authority)
AIFA (Italian Medicines Agency)
CHE (Centre of Health Economics of Latvia)
CNS (National Health Office)
Ministry for Health, the Elderly and Community Care
CVZ (Dutch Healthcare Insurance Board)
PHARMAC (Pharmaceutical Management Agency)
NOKC (Norwegian Knowledge Centre for the Health Services)
AHTApol (Agency for Health Technology Assessment in
Poland)
INFARMED (National Authority of Medicines and Health
Products)
SMC (Scottish Medicines Consortium)
SLOVATHA (Slovak Agency for Health Technology
Assessment)
ZZZS (The Health Insurance Institute of Slovenia)
Ministry of Health, Social Policy and Equality, DirectorateGeneral for Pharmacy and Healthcare Products
TLV (The Dental and Pharmaceutical
Benefits Agency in Sweden) and SBU (Swedish Council on
Health Technology Assessment)20
Federal Medicines Commission
Ministry of Health of Turkey General Directorate of
Pharmaceuticals and Pharmacy
No interview

A semi-structured questionnaire (based on the data abstraction form21), which focused on
information unavailable in the literature, was used to elicit information from the experts. The
semi-structured questionnaire was either mailed and filled in independently by the expert or
administered through a telephone interview. In both cases the answers were checked by the
researchers for inconsistencies and clarity and challenged if needed by asking queries. Due to the
involvement of different institutions in several jurisdictions for relative effectiveness assessments,
in some jurisdictions experts from more than one institution were contacted in order to gain all
answers.
The data were gathered between 1 May 2010 and 1 May 2011.
Validation of results
To ensure that the authors of this report have interpret the answers correctly, the institutions
were asked to validate the results..
20
In Sweden the (single) rapid assessments are performed by THL. Full assessments can be performed by SBU and THL.
For this background review it was chosen to include the methodology of SBU for the Full assessments. If important
deviations were noticed between THL and SBU methodology this is included in footnotes in the appendix.
21
The semi-structured questionnaire consisted of those questions of the data-abstraction form that could not be
answered with the data that were found in literature or uncertainty existed regarding the data that were found in
literature.
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The aggregated results are described in section 2.2 and section 2.3. The raw data are presented
in Appendix I.

2.2 Reimbursement of pharmaceuticals
2.2.1 Type of system
The jurisdictions included are organised primarily either through a national health service
(50%,15/30) or through an insurance-based health care system, also often referred to as a third
party payer system (about 50%, 16/30). In Turkey both are applicable.
In most jurisdictions the insurance-based system is dominated by social health insurance22
whereas only in three jurisdictions private health insurance23 is the main type of health insurance
(USA, Netherlands and Switzerland). The private health insurers in the Netherlands and
Switzerland are operating under ‘social’ conditions (e.g. acceptance is mandatory). In the USA
health insurance is primarily provided by the private sector, with the exception of programs such
as Medicare, Medicaid, TRICARE, the Children's Health Insurance Program and the Veterans
Health Administration. Some jurisdictions (Germany and Turkey) have private health insurance as
a full alternative besides their social health insurance.
Of those jurisdictions operating under a health insurance based system participation in health
insurance is mandatory (everyone is obliged by law to be insured) in 75% (18/24) of the
jurisdictions. Except for Estonia, private health insurance is available in all jurisdictions as
supplementary/complementary health insurance (e.g. additional insurance to cover extra services
and/or co-payment).
A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 1 and
Result table 2.

2.2.2 Reimbursement lists
A positive list is a designation of a legally binding index of the pharmaceuticals that are
funded/reimbursed by the national health service/health insurance system. On the contrary,
pharmaceuticals classified in a negative list can not be prescribed at the expense of the health
service/health insurance (they are explicitly excluded from funding/reimbursement). For inclusion
on a positive list the decision is often based on a reimbursement evaluation (which in general
includes some form of health technology assessment) whereas negative lists (e.g. Germany and
England/Wales) are often exclusions of specific types of pharmaceuticals such as non-prescription
or life style pharmaceuticals which are not per definition subject to a reimbursement evaluation
before being placed on the negative list.
For the outpatient use, most jurisdictions work with a national positive (80%, 24/30) or a
national negative reimbursement list for pharmaceuticals (20%, 6/30) (see Figure 4). Slovakia
and Italy are the only jurisdictions who have both a positive and a negative list. For Italy, these
lists are combined in one list with the positive list being reimbursement category A (reimbursed)
and the negative list being category C (not reimbursed).
Of the jurisdictions included, Canada and the USA have neither a national positive or a negative
list. In Canada the regions have their own list and in the USA all health plans have a separate
22

Social health insurance is managed by a government agency, an agency for the government, or a not-for-profit
institution.
23
Private health insurance is operated by private companies.
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pharmaceutical formulary that lists the prescription pharmaceuticals that are preferred by the
health plan.
For the inpatient use, the number of jurisdictions with a national positive list for pharmaceuticals
is substantially lower (40%, 12/30) and only 4 jurisdictions (England/Wales, Italy, Portugal and
Scotland) have a national negative list for pharmaceuticals for inpatient use.
Figure 4. Jurisdictions with national positive/negative reimbursement list (%)
90%
80%

80%

70%
60%
50%
40%
40%
30%
20%
20%
10%

13%

0%
outpatient

inpatient
negative list

positive list

Number of jurisdictions: 30.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 3.

2.2.3

Co-payment

At least some outpatient pharmaceuticals may be subject to some form of co-financing/patient
co-payments in all jurisdictions, except for Malta. Malta is the only jurisdiction were no copayment is applicable for any outpatient pharmaceuticals that are funded by the national health
service. In the majority of the jurisdictions (60%, 18/30) a percentage of the price of the
pharmaceutical has to be co-financed (see Table 3). Payment of the difference between
reference price and retail price is applicable in more than 50% (16/30) of the jurisdictions.
Arrangements such as fixed fee, prescription fee and deductibles are less frequent. 40% (12/30)
of the jurisdictions have an annual co-payment ceiling protecting the patients from unlimited copayment. It should be noted that different types of co-payment can be applicable in one
jurisdiction to different types of pharmaceuticals. For example, payment of the difference
between reference price and retail price is of course only applicable to pharmaceuticals that are
included in the reference price system whereas in the same jurisdiction a percentage of the price
may be applicable to reimbursed pharmaceuticals that do not fall under the reference price
system.
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Co-financing/co-payment is only applicable for pharmaceuticals for inpatient use in a limited
number of jurisdictions (see Table 3). In some jurisdictions (20%, 6/30) fixed fees are applicable
which can either be specifically for the pharmaceuticals consumed (Belgium) or a fixed fee per
hospitalisation day (Austria, France, Germany, Sweden and Switzerland).
In Canada and the USA the co-financing arrangements vary across regions/ health plans. In
Canada this is only applicable to pharmaceuticals for outpatient use as there is no co-payment for
pharmaceuticals for inpatient use.
Table 3. Methods used for co-financing/co-payment for pharmaceuticals (% of
jurisdictions)
Method of co-financing
Percentage of price of pharmaceutical
Fixed fee

Outpatient
60%
17%

Inpatient
0%
20%

Payment of difference between reference price* and
retail price
Prescription fee
Deductible**

53%
30%
13%

0%
0%
3%

Annual co-payment ceiling***

40%

0%

Number of jurisdictions: 30.
* A reference price limits the reimbursement of pharmaceuticals by establishing a maximum level of reimbursement for a
group of pharmaceutical products
** is a fixed amount which the patient has to pay for a defined period before the cost is fully or partially reimbursement
*** Annual co-payment ceiling: a limitation of the annual maximum amount of co-payment to be borne by a patient (e.g.
a maximum co-payment per prescription like in Belgium, or annual ceilings of private expenses on pharmaceuticals and/or
on health care in Germany and Luxembourg).

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 4.

2.2.4 Evaluations that provide input for reimbursement/funding
decisions
Pricing and reimbursement decisions are in general based on an evaluation of the pharmaceutical
that provides input for the decision.

2.2.4.1 Type of pharmaceuticals and reimbursement criteria
There is variation across jurisdictions whether or not pharmaceuticals are subject to formal
reimbursement evaluations prior to reimbursement. This strongly correlates with the existence of
a positive list (section 2.2.2). In general, in jurisdictions with a positive list, pharmaceuticals must
be evaluated before they can enter the list (e.g. France, Netherlands) in order to be reimbursed.
Generics may be exempted from an evaluation (e.g. Netherlands, Scotland) or may be subject to
a less extensive evaluation (e.g. Italy).
In jurisdictions with a negative list (and no positive list) in general pharmaceuticals are only
evaluated in case there is a specific need (e.g. high costs, doubts about the relative
effectiveness). Figure 6 shows the percentage of jurisdictions in which specific types of
pharmaceuticals are always subject to a reimbursement evaluation before they are reimbursed.
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The proportion of jurisdictions for which the various types of pharmaceuticals for inpatient use
are always evaluated is about half of the proportion for pharmaceuticals for outpatient use.
Figure 5. Jurisdictions in which specific types of reimbursed pharmaceuticals are
always subject to a reimbursement evaluation (%)
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Number of jurisdictions: 30.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 5.
Reimbursement criteria
In general, each jurisdiction has defined a list with criteria that a product should adhere to in
order to be reimbursed. Figure 6 presents the proportion of jurisdictions in which specific
reimbursement criteria are applicable. A detailed overview of the results per jurisdiction is
provided in Appendix I, Result table 6.
In all jurisdictions more than one criterion is used to inform reimbursement decisions. The criteria
have been grouped according to commonly used names. However, it should be noted that the
exact definitions of criteria differ in their wording and their nuances in each jurisdiction which
makes the attribution to one of the names listed below difficult and susceptible to individual
interpretation. In most jurisdictions at least some of the criteria that are applicable are stated in
legal acts.
Effectiveness (effectiveness and efficacy are grouped) is stated to be used in all jurisdictions (see
Figure 6). Safety is only stated not to be a criterion for pharmaceuticals for outpatient use in
Norway. For Norway, safety can be assessed within the cost-effectiveness analysis, however this
depends on whether data were provided by the marketing authorisation holder (hence they are
not assessed on a regular or systematic basis). In order to be granted reimbursement in Norway,
the marketing authorization holder has to demonstrate the seriousness of the disease/condition,
that long-term treatment is necessary (more than 3 months) and the efficacy and costeffectiveness.
France is the only jurisdiction for which no criterion related to cost (cost-effectiveness, cost
containment, value for money or price) is stated to be applicable to reimbursement decisions of
pharmaceuticals for outpatient use. It should be noted however that in France the price of the
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pharmaceutical is negotiated separately from the reimbursement decision, and this negotiation is
also influenced by the therapeutic benefit. The greater the therapeutic improvement, the higher
the potential price relative to similar products24.
Examples of other criteria that were mentioned but are not listed in Figure 6 are ‘Impact in terms
of public health’ and ‘the degree of innovation of the pharmaceutical’. The availability of
alternative(s) is the most frequently mentioned other criteria.
In the USA criteria differ according to health plan, although many health plans adhere to the
guidelines for formulary submission dossiers by the Academy of Managed Care Pharmacy
(AMCP). In Canada, the criteria differ according to province.
It should be noted that as no predefined definitions were provided for the various criteria, the
results are susceptible to individual interpretation of interviewees. Further investigation would be
required to provide a more precise overview. In addition, it would be interesting to investigate
the relative weight of various criteria in the national decision procedure. In some jurisdictions it is
indicated that some of the criteria are not considered as major criteria for the final decision, such
as ‘severity of disease’ in Scotland and ‘ease of use’ in the Netherlands.
Figure 6. Jurisdictions in which specific reimbursement criteria are applicable (%)
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2.2.4.2 Type of assessment
In general, assessments of pharmaceuticals that provide input for reimbursement decisions can
be divided into (single) rapid assessment and full assessments of pharmaceuticals. (Single) rapid
assessments are assessments of a new pharmaceutical at the time of introduction to the market
in comparison with one or more alternative interventions. Full assessments of pharmaceuticals
are assessments (non-rapid) of (all) available technolog(y)(ies) for a particular step in a
24
Sorenson C. Use of comparative effectiveness research in drug coverage and pricing decisions: a six-country
comparison. Issue Brief (Commonw Fund). 2010 Jul;91:1-14.
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treatment pathway or a specific condition and are often conducted several years after
introduction to the market. For a rapid assessment a limited number of comparators are used as
opposed to a full assessment, where multiple technologies are considered. Additionally, even
though similar methodology is followed in the collection of evidence, due to tim(e)(ing) and
sometimes scope limitations, the rapid assessment is less comprehensive than the full
assessment model. It should be noted that pricing and reimbursement decisions are not to the
same as a rapid or full assessment. The latter are a tool to support, but not replace, these
decisions.
Figure 7 shows that the first type, which from now on will be referred to as a ‘rapid’ assessment,
is performed in all included countries, except the USA. In Germany, this type of evaluation was
not common yet. However in 2011, a new law has come into force which determines that each
pharmaceutical should be evaluated as soon as it enters the market. Therefore rapid assessments
are becoming more common in Germany as well.
‘full’ assessments are performed in almost 60% (17/30) of the jurisdictions.
It should be noted that for this report only assessments that provide input for national
reimbursement decisions are taken into account25.
Figure 7. Jurisdictions that carry out assessments of pharmaceuticals to support
reimbursement decisions (%)
% jurisdictions
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A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 7.

Figure 8 shows that the rapid assessment has to be carried out within a specific timeframe in the
majority of jurisdictions (>90%, 27/29) whereas for a full assessment this is only so in a minority
of jurisdictions (12%, 2/17). Of the European jurisdictions included, most jurisdictions have
implemented the timeframe specified in the Transparency Directive 89/105/EEC for the rapid
assessment. The Transparency Directive 89/105/EEC is a harmonised legal instrument to
guarantee the transparency of pricing and reimbursement measures. Part of the Transparency
Directive is a strict timeframe of 90 or 180 days from receipt of application (90 days for pricing
and 90 days for reimbursement, this in total 180 days). The Transparency Directive provisions
25

With the exception of England and Wales for which the assessments are performed by NICE, Scotland for which
assessments are performed by SMC and Canada for which the assessment is done nationally by the CADTH but the
decision on reimbursement (based on the national assessment) is a regional responsibility.
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are applicable in all Member States of the EU where decisions are made for the inclusion of
pharmaceutical products in lists for pricing and reimbursement.
The timeframe for a rapid assessment in England/Wales is approximately 39 weeks and in
Scotland 18 weeks from the date of submission. In Australia, submissions for rapid assessments
are considered by the PBAC within 17 weeks. In Canada, the timeframe for rapid assessments is
19 to 25 weeks. In New Zealand and Switzerland there is no specific timeframe.
Specific timeframes for full assessments are not common. Only 12% (2/17) of the jurisdictions
that perform full assessment have indicated specific timeframes.
Figure 8. Jurisdictions in which the assessment to support reimbursement decisions
of pharmaceuticals is subject to a specific timeframe (%)
% jurisdictions
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A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 7.

2.2.4.3 Organisation of the evaluations
Initiation of the reimbursement evaluation
In most jurisdictions reimbursement evaluations are in general initiated by a reimbursement
application of the manufacturer. Exemptions to this mechanism are Spain, Germany and
England/Wales. In the first two jurisdictions they are only initiated by manufacturers in case of a
re-evaluation. Alternative mechanisms of initiation are by the evaluating agency itself or other
agencies or institutions such as the Ministry of Health. In Ireland and Spain all pharmaceuticals
that receive marketing authorisation will automatically undergo a reimbursement evaluation.
Since 1 January 2011 this is also applicable in Germany for all newly approved pharmaceuticals
(i.e. pharmaceuticals with new active ingredients) and all new indications of drugs approved after
1 January 2011. The SMC (Scotland) tracks all pharmaceuticals that receive marketing
authorisation. Subsequently, marketing authorisation holders are actively approached to submit
an application for a product assessment. If the marketing authorisation holder refuses to submit
an application the product will automatically receive a negative recommendation. In Ireland, all
new pharmaceuticals are subjected to a preliminary rapid review. The term ‘preliminary rapid
review’ as used describes a preliminary process whereby a quick review (4 weeks) of the new
pharmaceutical is undertaken. The manufacturers submit initial briefing information which is
reviewed and based on this information a decision is made to a) reimburse the product or b)
subject the pharmaceutical to a full pharmacoeconomic evaluation.
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In England/Wales there is a specified selection procedure based on published criteria in which
NICE operates together with the Department of Health, also involving the national horizon
scanning centre and condition specific expert panels.
Although in most jurisdictions manufacturers are in general the initiators of the assessment this
does not mean that an evaluation cannot be initiated by a different party in these jurisdictions,
such as the organisation that performs the assessment, a Ministry or (national organisations of)
health insurers.
A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 8.
Agencies
In most jurisdictions several agencies/organisations are involved in preparing and making a
reimbursement decision for pharmaceuticals. We have identified the three steps in a
reimbursement process that can include different organisations: 1) Assessment, 2) Advice, 3)
Decision (Figure 9).
It should be noted that the first step (the assessment) can vary in content, approach and size.
For a rapid Assessment the assessment is often based on a submitted dossier by the marketing
authorisation holder. If, and the extent in which a separate document is produced by the
agency/organisation based on the submitted file as a basis for the advice (step 2) varies between
jurisdictions.
It should be noted that the third step, the decision, is based on a variety of criteria. The advice
based on the assessment is only one of these.
Figure 9. Schematic overview of steps in a reimbursement process of pharmaceuticals
Clarification
Assessment

=

Assessment = evaluation = the compilation and critical
evaluation of the best evidence available to address the
question of public funding for a health technology

Step 2

Advice

=

Recommendations as to whether the health technology
can/should be used/funded. This is based on the
assessment and in some countries is called an
‘appraisal’ of the evidence

Step 3

Decision

=

Final decision of whether the technology is reimbursed
or not

Step 1

In some jurisdictions the three steps are all conducted by the same organisation. This is
applicable to Czech Republic, Denmark, Finland26, Italy, Latvia, Malta, New Zealand, Norway27,
Slovakia, Slovenia, Spain28, Sweden29 and Turkey (illustrated in Figure 10 for Czech Republic).
26

Step 2 is a joint effort of HILA and the Social Insurance Institution of Finland (Kela)
In case of (single) rapid assessment all steps are conducted by the Norwegian Medicines Agency. For Full assessments
Step 1 is performed by NOKC. In addition, the decision can only be made by the Norwegian Medicines Agency if the
pharmaceutical is 1) a generic product, new strength, formulation or package size and no more costly than already
reimbursed product 2) a new chemical entity, new combination or new indication and if the annual incremental fiscal
impact does not exceed Norwegian krones 5 million 5 years after approval. Otherwise the decision is made by the Ministry
of Health and Care Services
28
Negative decisions by the Ministry of Health are not obligatory to be adopted by regions.
27
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However, different committees within the same organisation may be involved for different steps.
For example, in Malta all steps are under the responsibility of the Ministry for Health, the Elderly
and Community Care, however the assessment is performed by the pharmacists at the
Directorate of Pharmaceutical Policy and Monitoring, the advice is issued by the Government
Formulary List Advisory Committee (GFLAC) and the decision is made by the Superintendent of
Public Health.
Also common is that the assessment and advice are under the responsibility of one organisation,
whereas the decision is made by another organisation. For example, in the Netherlands the
assessment and advice are prepared by the CVZ whereas the final decision is made by the
Ministry of Health, Welfare and Sports. Similar processes are applicable in Australia, Austria,
Belgium, Canada, France, Germany, Luxembourg, Poland, Portugal, Scotland and Switzerland
(illustrated in Figure 9 for Portugal). In Poland step 2 is conducted by the same agency as step 1,
however step 2 is a joint collaboration with the National Health Fund.
Step 2 (formulating the advice) in many jurisdictions involves an (independent) committee.
A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 9.
Figure 10. Schematic overview of steps in a reimbursement evaluation of
pharmaceuticals: examples
Czech Republic

Portugal

Step 1

Assessment

SÚKL (State
Institute for Drug
Control)

INFARMED

Step 2

Advice

SÚKL (State
Institute for Drug
Control)

INFARMED

Step 3

Decision

SÚKL (State
Institute for Drug
Control)*

Ministry of Health

* After an appeal by the Marketing Authorisation Holder (in case of a negative decision by SÚKL) the Ministry of Health
will make the decision.

Other stakeholder involvement
At the beginning of this section it was indicated that various stakeholders can have the role of
initiator of the assessment (manufacturer, organisation who performs the reimbursement
evaluation, Ministry of Health). In the previous section the role of agencies/organisations in the
assessment/advice and decision phases were discussed. This section focuses on other roles that
stakeholders can have.

29

In case of (single) rapid assessment. For Full technology assessments Step 1 is performed by SBU. In addition, step 2
is a joint effort of Dental and Pharmaceuticals Benefits Board and the National Board of Health and Welfare.
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Various stakeholders are involved in the reimbursement evaluation process. In all jurisdictions
industry is involved as provider of data. In more than half of the jurisdictions industry has the
opportunity to participate in a general consultation. Industry is less likely to be involved as an
expert, however their expertise might be taken into account in case there is a general
consultation.
Medical doctors and pharmacists are mainly involved as experts. They can be consulted on an
individual basis, through their medical organisations or as part of a decision making committee.
In about 40% (12/29) of jurisdictions medical doctors are involved in the general consultation
and in about 30% (9/29) of jurisdictions pharmacists are involved in the general consultation.
Examples of patient involvement, are letters provided by patient organisations that are submitted
on occasion which are then discussed by the decision making committee (Belgium) or optional
hearings of patients association at the Transparency Committee in France. The CADTH has
developed a formal approach for incorporating patients’ perspectives into its Common Drug
Review (CDR) process by inviting patient organisations and individuals to submit information via
a standardised form30.
A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 10.
Assessment vs. appraisal phase
An assessment has been defined as the compilation and critical evaluation of the best evidence
available to address the question of public funding for a health technology. An appraisal is a
judgment of the value of a given technology. The appraisal is part of step 2 (Figure 8) which is
‘providing recommendations as to whether the health technology can/should be used/funded’.
The assessment and appraisal phase are always separated in 46% (13/28) of the jurisdictions.
They are never separated in less than 40% (11/28) of the jurisdictions and they are sometimes
separated in less than 15% (4/28) of the jurisdictions.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 11.
Appeal
In almost 90% (25/28) of the jurisdictions there is a process by which the marketing
authorisation holders or other stakeholders can appeal a decision by the government entity. In
some jurisdictions such as Denmark the procedure can be appealed, but not the actual decision.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 11.
Review of previous reimbursement evaluations
A dedicated formal process for reviewing previous reimbursement evaluations is in place in about
30% (9/28) of the jurisdictions. In Belgium for example the Royal Decree of 21 December 2001
imposes an individual review of pharmaceuticals of class 1 (innovative pharmaceuticals) within a
period of 18 months to 3 years after the initial reimbursement decision. Previous reimbursement
evaluations are reviewed occasionally in approximately 30% (8/28) of the jurisdictions whereas
they are never reviewed in almost 40% (11/28) of the jurisdictions. In Spain for example only
selected pharmaceuticals are reviewed like orphan pharmaceuticals and innovations with high
impact on the budget. In Canada, no national reimbursement decisions are made as this is the
responsibility of the regions. There is however a process by which product sponsors can submit a
'request for reconsideration' (similar to appealing a recommendation) for the Common Drug
Review programme.

30

http://www.cadth.ca/media/cdr/cdr-pdf/Guide-Patient_Group_Input_to_CDR_final_e.pdf (accessed May 2011)
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A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 11.

2.2.4.4 Purpose, status and scope
The survey focused on assessment of pharmaceuticals for the purpose of feeding reimbursement
decisions. However, this assessments may suit also another purpose. In the graph below it is
shown that for rapid and full assessments a frequently stated purpose was supporting pricing
decisions (sometimes or always in about 65% of the jurisdictions). Providing guidance is stated
to be a purpose for the rapid and full assessments sometimes or always in respectively 41%
(12/29) and 51% (9/17) of the jurisdictions. In most jurisdictions guidance consists of prescribing
recommendations. For example in Belgium and the Netherlands, a Pharmacotherapeutic Compass
(Gecommentarieerd geneesmiddelen repertorium in Belgium and Farmacotherapeutisch Kompas
in the Netherlands) is a booklet/website that provides information for pharmacists and physicians
about pharmaceuticals available in the jurisdiction. For each pharmaceutical prescription advice is
provided based on pharmacotherapeutic and economic grounds.
Figure 11. Jurisdictions that use assessments for other purposes always or sometimes
(% of jurisdictions)
% jurisdictions
66%

Pricing decision

65%

41%

Guidance

0%

53%
10%

20%

30%
Full

40%
Rapid

50%

60%

70%

Number of jurisdictions for rapid assessment: 30; As US does not perform a rapid assessment, the average is based on
n=29.
Number of jurisdictions for full assessment: 30; As CH, CZ, EE, FI, HU, LU, MA, NL, PT, SC, SI, SK and USA do not
perform a full assessment the average is based on n=17.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 12.
The status of the recommendation based on the assessment varies across jurisdictions (see Table
4). In the majority of jurisdictions the recommendation based on the assessment is an advice to
a decision making body (e.g. advice to the Ministry of Health) for both the rapid as well as the
full assessment. In fewer jurisdictions the recommendation itself is legislative (binding by law). In
this case Step 2 and Step 3 of Figure 8 are the responsibility of the same agency. For the rapid
assessment the percentage of jurisdictions in which the recommendation is always or sometimes
legislative is 45%. For the full assessment this is applicable in 30% of the jurisdictions. The
percentage of jurisdictions in which the recommendations are used for (clinical) guidelines
(always or sometimes) is about 30% for the rapid assessment and about 50% for the full
assessment.
In some jurisdictions the nature of the status depends on the outcome of the advice. For
example, in Australia each Pharmaceutical Benefits Advisory Committee (PBAC) decision to
recommend a pharmaceutical is an advice to government which makes the final decision about
whether to add the pharmaceutical to the positive list. However, each PBAC decision not to
recommend is binding by law: government cannot add the pharmaceutical to the positive list. In
England/Wales only the positive decisions are mandatory (legislative): if NICE recommends the
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use of a product, it becomes mandatory for primary care trusts to provide and fund it. However,
in case of a negative advice it is up to the primary care trusts to decide whether they want to
fund the pharmaceutical.
Table 4. Status of the advice based on the assessment (% of jurisdictions)

Status of advice

Rapid assessment

Full assessment

Always

Sometimes

Never

Always

Sometimes

Never

Advice to decision making body

69%

10%

21%

65%

18%

18%

Legislative*

31%

14%

55%

24%

6%

71%

(Clinical) guidance

10%

21%

69%

12%

35%

53%

* binding by law
Number of jurisdictions for rapid assessment: 30; As US does not perform a rapid assessment, the average is based on
n=29
Number of jurisdictions for full assessment: 30; As CH, CZ, EE, FI, HU, LU, MA, NL, PT, SC, SI, SK and USA do not
perform a full assessment the average is based on n=17.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 13.
Publication
The assessment reports are publicly available always or sometimes (complete or in summary
form) in about 60% of the jurisdictions for rapid assessments and in about 75% for full
assessments. The advice to the decision maker, is publicly available in more than 75% of
jurisdictions for rapid assessments and more than 85% of jurisdictions for full assessments.
The percentage of jurisdictions that publish the text in English is higher for the document
containing the assessment as compared to the document containing the advice.
Table 5. Jurisdictions in which the assessment/advice* is publicly available (%)

Rapid assessment
Always or
sometimes

Full assessment
N

Always or
sometimes

38%

17

76%

24%

61%

39%

13

77%

23%

29

76%

24%

17

88%

12%

19

45%

55%

15

53%

47%

Publication

N

Assessment*

29

62%

In English

15

Advice*
In English

Never

Never

* complete or in summary form
Number of jurisdictions for rapid assessment: 30; As US does not perform a rapid assessment, the average is based on
n=29
Number of jurisdictions for full assessment: 30; As CH, CZ, EE, FI, HU, LU, MA, NL, PT, SC, SI, SK and USA do not
perform a full assessment the average is based on n=17.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 13.
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Scope
Except for the USA all of the jurisdictions included in the survey perform some form of
comparison of clinical data (efficacy or effectiveness) between the pharmaceutical to be
evaluated compared with an alternative intervention as part of an evaluation to support the
national decision making on reimbursement. This assessment is referred to with a variety of
terms such as ’comparative (clinical) effectiveness’, ‘evaluation of (medical-)therapeutic value’,
‘clinical added value’, ‘clinical or therapeutic evaluation’ or ‘benefit assessment’.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 14.
In the survey the jurisdictions were asked to state whether their assessment includes:
a) Clinical efficacy assessment of pharmaceutical A vs. intervention B (relative efficacy
assessment)
b) Clinical effectiveness assessment of pharmaceutical A vs. intervention B (relative effectiveness
assessment)
c) Benefit/risk assessment of pharmaceutical A vs. intervention B
d) Cost-effectiveness of pharmaceutical A vs. intervention B
No definitions were provided for the terms clinical efficacy assessment, clinical effectiveness
assessment, benefit/risk assessment and cost-effectiveness assessment. The results are
presented in Figure 12.
Efficacy of pharmaceutical A versus intervention B is stated to be assessed in more than 80%
(24/29) of the jurisdictions always and in less than 20% (5/29) sometimes (Australia, Czech
Republic, Luxembourg, Malta, and Turkey). Except for Norway, all jurisdictions state they
sometimes or always look at the effectiveness of pharmaceutical A versus intervention B. Of
these, about 40% (12/29) to do so always and 55%(16/29) state to do so sometimes. In the
latter group, it was stated by some of the jurisdictions that effectiveness is only assessed in case
data on effectiveness are available. More than 95% (28/29) of the jurisdictions state they
sometimes or always assess the cost-effectiveness. The only jurisdiction which never includes
cost-effectiveness is France. However, it should be noted that they have separate price
negotiations. Less than half of the jurisdictions state that they always include a benefit/risk
assessment. In some jurisdictions the ‘relative’ effectiveness assessment is integrated in the costeffectiveness assessment whereas in most jurisdictions these are separate evaluations.
It should be noted that as no predefined definitions were provided for the terms used, the results
are susceptible to individual interpretation of interviewees. Further investigation would be
required to provide a more precise overview.
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Figure 12. Scope of the reimbursement evaluation of pharmaceutical A vs.
intervention B for rapid assessment (% of jurisdictions)
% jurisdictions
Efficacy
assessment
Effectiveness
assessment
Benefit/risk
assessment

41%

55%

45%

Costeffectiveness
0%

17%

83%

31%

Always

24%

34%

3%

60%

80%

100%

Sometimes

Never

62%
20%

3%

40%

Number of jurisdictions for rapid assessment: 30; As US does not perform a rapid assessment, the average is based on
n=29.

The results for the full assessment were rather similar. However, the percentage of jurisdictions
that states to always include a clinical effectiveness assessment of pharmaceutical A vs.
intervention B is higher than indicated for the rapid assessment (59% vs. 41%).
A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 15.

2.3 Methodology for ‘relative effectiveness assessment’ of
pharmaceuticals
2.3.1 Guidelines
In the survey it was asked whether the jurisdictions have some form of document/guideline in
which the methodology that is used for the comparative analysis in the rapid assessment is
described. More than 80% (24/29) of the jurisdictions state that such a document is available. Of
the jurisdictions that have such a document, about 60% (15/24) indicate to have it available in
English. Not in all jurisdictions the document is publicly available (e.g. in Denmark, Malta and
Spain).
The content of the guidelines varies substantially across jurisdictions in the level of detail on
methodology. Some of the documents mainly focus on the procedure of a reimbursement
submission or general reimbursement criteria, others use the national guideline for
pharmacecoeconomics as guidance (e.g. Czech Republic and Portugal) and other jurisdictions
such as Australia, Germany and England/Wales have a more elaborate guideline with more
detailed sections on the methodology used.
The results for the full assessment were similar to those for rapid assessments.
A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 15.
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2.3.2 Sources
All jurisdictions use multiple sources for their assessment (Figure 13). For a rapid assessment, all
jurisdictions use (either always or at least sometimes) a report that is provided by the
manufacturer. For a full assessment, this happens in more than 75% (13/17) of the jurisdictions.
Expert knowledge, guidelines, other health technology assessment reports, literature and the
European Public Assessment Reports (EPAR)/ National Public Assessment Report (NPAR)31 are all
very frequently used for assessments.
Unpublished (raw) clinical data are at least sometimes used in almost 80% of the jurisdictions
and confidential data are at least sometimes used in about 60% of the jurisdictions for rapid and
full assessment. In some jurisdictions, e.g. Austria, unpublished data are only accepted if it is
allowed to quote the data. Other sources mentioned to be used are national pharmaceutical
consumption statistics, external expert reports and web based study registries.
Figure 13. Jurisdictions that use specific sources for relative effectiveness
assessment (%)
% of jurisdictions that use source always or sometimes

Manufacturer report

76%
97%

Expert knowledge

88%
90%
88%

Clinical guidelines
Publications by other HTAorganizations

90%

97%

Literature

93%

EPAR/NPAR*

88%

Unpublished (raw) clinical
data

79%
76%
62%
59%

Confidential data
0%

10%

20%

30%

40%

Full assessment

50%

60%

70%

80%

90%

100%

Rapid assessment

* EPAR= European Public Assessment Report; NPAR=National Public Assessment Report. These also include the summary
of product characteristics (SPC).
Number of jurisdictions for rapid assessment: 30; As US does not perform a rapid assessment, the average is based on
n=29.
Number of jurisdictions for full assessment: 30; As CH, CZ, EE, FI, HU, LU, MA, NL, PT, SC, SI, SK and USA do not
perform a full assessment the average is based on n=17.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 16.

31

Including the summary of product characteristics
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2.3.3 Comparator/comparison
The choice of comparator varies across jurisdictions although when looking closely at the
definitions of what is to be understood as comparators they are rather similar. The results of the
survey are presented in Figure 14. In all jurisdictions several options can exist for the choice of
comparator. For example, in Poland the primary comparator for the assessed intervention must
be the so-called existing practice. However, it is also recommended to perform a comparison with
other comparators, i.e. the following technologies: the most frequently used, the cheapest, the
most efficient and compliant with the standards and guidelines for clinical management.
Five jurisdictions state that ‘whatever is used in the registration trials’ can be used as a choice
option (Belgium, Slovakia, Slovenia, Spain and Switzerland). For these jurisdictions it was
indicated that this would not be the only option for the choice of a comparator. Seven
jurisdictions (24%) indicate that ‘best possible care’ is used as comparator, but again this is
never the only option considered. The majority of jurisdictions stated ‘best standard care’ and/or
‘other’ as the comparator. In general, for both options it is referred to definitions that are similar
to ‘usual care’. Examples of definitions mentioned are ‘the treatment(s) used in current clinical
practice’, ‘most frequently (or widely) used therapy’ , ‘the validated care in the field’ , ‘the
therapy that prescribers would most replace with the proposed pharmaceutical in practice’.
In Austria, the first choice for a comparator is the most similar comparator according to
Anatomical Therapeutic Chemical (ATC) level as long as this is reasonable. A sequence in choice
of comparator is not uncommon. For example, the Dutch guideline states that standard care is
preferred, which is defined as first line treatment according to clinical guidelines and for which
the effectiveness is proven. If there is no standard care (according to the definition), the most
frequently used care is used for comparison.
Figure 14. Choice of comparator for a (single) rapid assessment (% of jurisdictions)

What is used in
registration trials

17%

Best possible care

24%

69%

Best standard care

48%

Other

0%

10%

20%

30%

40%

50%

60%

70%

80%

% jurisdictions
Number of jurisdictions for rapid assessment: 30; As US does not perform a rapid assessment, the average is based on
n=29.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 17.
For full assessments also often several options can be applicable in a jurisdiction as indicated in
Figure 15. In most jurisdictions it can be either ‘all technologies for a specific indication’ or
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‘pharmaceuticals within a therapeutic class’. ‘Other’ answers that were provided are ‘determined
by the scope of the review’ and ‘selected on a case by case basis’.
Figure 15. Choice of comparator for a full assessment (% of jurisdictions)

Technologies for
specific indication

71%

Pharmaceuticals
within therapeutic
class

65%

Other

0%

35%

10%

20%

30%

40%

50% 60% 70%

80%

% jurisdictions
Number of jurisdictions for full assessment: 30; As CH, CZ, EE, FI, HU, LU, MA, NL, PT, SC, SI, SK and USA do not
perform a full assessment the average is based on n=17.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 17.
Non-pharmaceuticals as comparator
For both rapid and full assessments, in more than 80% of the jurisdictions the choice of the
comparator(s) for the assessment can also be a non-pharmaceutical intervention and is thus not
limited to pharmaceuticals. However, some of these jurisdictions such as Hungary have indicated
that comparison with non-pharmaceuticals is mostly an exception.

A detailed overview of the results per jurisdiction are provided in Appendix I, Result table 17.
Sources used to determine the comparator
Often the assessment body identifies the appropriate comparator(s). As presented in Figure 16,
in most jurisdictions multiple sources are used for the identification. In practice often the
assessment body checks if the comparator indicated by the marketing authorisation holder is
appropriate and may change the comparator or include another comparator based on input from
for example experts, clinical guidelines and/or methodological guidelines. Other sources that
were mentioned were epidemiological data about treatments, list with reference groups,
published literature and assessments by other health technology assessment agencies. In
England/Wales all stakeholders are asked to contribute to the identification of the technologies to
be included.
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Figure 16. Jurisdictions that use specific sources to identify appropriate comparator
for rapid assessment (%)
90%

Indicated by the product sponsor

Experts

93%

Clinical guidelines

86%

(International) methodological guidelines

76%

Other

17%
0%

10% 20% 30% 40% 50% 60% 70% 80% 90%

100
%

% countries always or sometimes
Number of jurisdictions for rapid assessment: 30; As US does not perform a rapid assessment, the average is based on
n=29.

The sources used for a full assessment are similar to the sources for the rapid assessment.
Indirect comparisons
Indirect comparisons can be used to determine the relative effectiveness of two treatments in the
absence of direct head-to-head evidence. All jurisdictions except for Turkey (97%, 28/29) may
use indirect comparisons in case no direct comparisons are available in a rapid assessment. Only
a few jurisdictions have clear preferences for the type of analysis used when comparing
indirectly. For Australia, it is stated specifically that the comparators should preferably be
compared with frequentist method after exchangeability assessment and determination of most
appropriate metric of comparative treatment effect of the pharmaceuticals of interest against the
common reference. For New Zealand, it was indicated that the frequentist method is preferred as
well. For Scotland, bayesian analysis is preferred, naive indirect comparisons are not preferred.
The SMC is developing a section on indirect comparison to be implemented in the manufacturer’s
guideline in the summer of 2011. For Poland, it was stated that the recommended method for
performing indirect comparisons of studies with a common comparator depends on the outcome
measures used. In the case of odd ratios, it is recommended to use logical regression or
metaregression, and in the case of measures such as relative risks, risk difference, difference of
mean values or hazard ratios. The recommended methods include adjusted indirect comparison
and Bucher or metaregression. In justified cases, network meta-analysis can be used.

For a full assessment, indirect comparisons are not used in Germany, Sweden and Turkey.
A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 17.

2.3.4 Outcomes
In general, all clinically relevant outcomes are accepted for the assessment. Often outcomes
related to mortality and/or morbidity and/or quality of life are preferred. Final outcomes
(preferably patient-oriented clinically significant endpoints) are preferred over intermediate
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endpoints. In Ireland, quality-adjusted life years (QALYs) is the preferred measure of outcome. In
England/Wales, the clinical outcome measures would usually be expected to have an impact on
survival or health-related quality of life (HRQL) and be able to be translated into QALYs for the
evaluation of cost effectiveness.
In all jurisdictions surrogate outcomes are accepted for the assessment. However many
jurisdictions state that they are not preferred, they are considered less relevant for the final
advice than clinical outcomes, and they are only included if they are considered clinically relevant
and/or are validated. There may be situations in which exemptions are made. For example, the
German guidelines state that32:
‘In the case of extremely serious diseases in terms of morbidity and mortality without treatment

alternatives, surrogate outcomes of unclear validity may have to be accepted as outcomes that
potentially indicate a benefit of an intervention.’
The Australian guidelines state that surrogate outcomes are accepted if they form the primary
outcome in the primary analysis of the relevant direct randomised trial33.
Figure 17. Jurisdictions that use specific outcomes for rapid assessment (%)
Surrogate endpoints included?
97%

Composite endpoints included?
79%

GQoL** end-points included?
48%

Utilities included?

90%

DSQoL* end-points included?

97%

Safety data taken into account?
Contra-indications considered?

79%

Ease of use considered?

79%
76%

Experience considered?
0%

20%

40%

60%

80%

100%

*DSQoL=Disease specific quality of life; **GQoL= generic quality of life data
Number of jurisdictions for rapid assessment: 30; As US does not perform a rapid assessment, the average is based on
n=29.

Composite outcomes are in general also not preferred but accepted (see Figure 17). It is stated
for example that composite outcomes are only included if clinical trials reporting single outcomes
are not available. In Germany, composite outcomes are only included if all components are
patient relevant endpoints and all components are also reported separately.
For Malta, it is not known whether they will be accepted as such a situation has not occurred yet.
Most jurisdictions include quality of life data (see Figure 17) with the premise that the instrument
used should be validated. Disease specific quality of life data are accepted slightly more often
than generic quality of life data (90% [26/29] vs. 79% [23/29]). Some jurisdictions have
32

General Methods Version 3.0. Cologne: Institute for Quality and Efficiency in Health Care (IQWIG); 2008.
Guidelines for Preparing Submissions to the Pharmaceutical Benefits Advisory Committee. Version 4.3. Canberra:
Pharmaceutical Benefits Advisory Committee (PBAC); 2008.
33
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standard requirements before quality of life data can be included. For example, Australia stated
that they are only included if they are reported in the relevant direct randomised trials and are
considered relevant. For England/Wales, it is stated that measurement of changes in health
related quality of life should be reported directly from patients and the value of changes in
patients’ health related quality of life (that is, utilities) should be based on public preferences
using a choice-based method. For France it is stated that generic quality of life data are only
included as complementary data, disease specific quality of life data scales are included if they
are appropriate for the specific disease.
Jurisdictions who do not accept any quality of life outcomes for the relative effectiveness
assessment are Latvia, Luxembourg and Turkey.
Almost half of the jurisdictions state that utilities34 can be used for determining the relative
effectiveness.
The only jurisdiction which does not include safety data is Norway. They are only included in
Norway if they are provided by the marketing authorisation holder. In order to be granted
reimbursement in Norway, the marketing authorization holder has to demonstrate the
seriousness of the disease/condition, that long-term treatment is necessary (more than 3
months) and the efficacy and cost-effectiveness.
Various outcomes such as drop-out from study due to side effects, deaths due to side-effects,
major side-effects and irreversible side-effects are mentioned as relevant safety outcomes.
If a new pharmaceutical is limited in its usage because of contra-indications that are not
applicable to the comparator (or the other way around) this may influence the advice. Most
jurisdictions also take into account contra-indication in the assessment (except for Czech
Republic, Hungary, Norway, Poland and Scotland) compared to the alternative (see Figure 17).
Although the relevance of this aspect in the overall assessment varies between jurisdictions and
some only consider the contra-indications on a case by case basis.
Ease of use of the technology (patient friendliness) is considered in almost 80%(23/29) of the
jurisdictions (see Figure 17). In England/Wales it is considered to be included in the HRQL.
Australia, Austria, France, Germany, Latvia and Portugal do not include the ease of use.
Experience with the use of the technology (e.g. whether the pharmaceutical has already been
prescribed in many patients) is considered in the assessment in more than 75% (22/29) of the
jurisdictions. In England/Wales this is considered relevant if experience (as in surgical
procedures) affects the efficacy/effectiveness.
The survey responses for the full assessment are similar to those received for the rapid
assessment.
A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 18.

2.3.5 Quality assessment of available evidence
Almost 40% (11/29) of jurisdictions never use a classification system to indicate the level of
evidence of the included studies in a rapid assessment. It is used in about 60% (18/29) of
jurisdictions (in 31% always and 31% sometimes). Such classification systems are more
frequently used for a full assessment. Except for France and Latvia, all jurisdictions who perform
a full assessment use a classification system always (almost 53%) or sometimes (over 35%).
International classification systems mentioned to be used are for example Grading of
34

Valuations of changes in patients’ health related quality of life.
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Recommendations Assessment, Development and Evaluation (GRADE), Scottish Intercollegiate
Guidelines Network (SIGN) and the JADAD scale. Some jurisdictions use self-developed systems.
A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 19.

2.3.6 Generalisability (applicability) of trial data
All jurisdictions consider at least sometimes if the clinical trial data that are part of the
assessment are also applicable to the general patient population (see Table 6). The percentage
of jurisdictions in which this is always considered is higher for the full assessments than for the
rapid assessments.
Table 6. Jurisdictions that consider the generalisability of clinical trials data (%)

Rapid assessment
Full assessment

Always

Sometimes

Never

66%
82%

34%
18%

0%
0%

Number of jurisdictions for rapid assessment: 30; As US does not perform a rapid assessment, the average is based on
n=29.
Number of jurisdictions for full assessment: 30; As CH, CZ, EE, FI, HU, LU, MA, NL, PT, SC, SI, SK and USA do not
perform a full assessment the average is based on n=17.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 19.

2.3.7 Effectiveness and extrapolation of results
As shown in Table 7 the effectiveness is stated to be assessed always in half of the jurisdictions
and sometimes in the other half for a rapid assessment. For a full assessment the percentage of
jurisdictions in which this is always considered is slightly higher than for rapid assessments. For
Norway it is only considered if data are available and as part of cost-effectiveness analysis. In
Spain it is only considered for the comparator (for which more data may already be available),
but not for the new pharmaceutical.
Table 7. Jurisdictions that assess the effectiveness (%)

Always

Sometimes

Never

Rapid assessment

48%

52%

0%

Full assessment

59%

41%

0%

Number of jurisdictions for rapid assessment: 30; As US does not perform a rapid assessment, the average is based on
n=29.
Number of jurisdictions for full assessment: 30; As CH, CZ, EE, FI, HU, LU, MA, NL, PT, SC, SI, SK and USA do not
perform a full assessment the average is based on n=17.

In the case where no effectiveness data are available from clinical studies, efficacy data are
extrapolated qualitatively (a qualitative interpretation of the data) sometimes or always in 75%
(21/2835) of the jurisdictions. Quantitative exercise (e.g. modelling) is done sometimes or always
in 50% (14/2835) of the jurisdictions (see Figure 18). For a full assessment a quantitative exercise
is done at least sometimes in more than 60% (11/17) of the jurisdictions. Often, the quantitative
analysis is part of a cost-effectiveness analysis.
For Italy it was indicated that there can be a request for a registry if AIFA feels a clear need for
effectiveness data that are not available yet.
35

N=28 as these data are missing for Spain.
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Figure 18. Jurisdictions that extrapolate efficacy data to effectiveness data if
effectiveness data are not available through clinical trial data for a rapid assessment
(% of jurisdictions)
% jurisdictions

Qualitative
description based
on efficacy data

Quantitative
extrapolation of
efficacy data

25%

50%

14%

0%

25%

50%

36%

20%

40%

Always

60%

Sometimes

80%

100%

Never

Number of jurisdictions for rapid assessment: 30; As US does not perform a rapid assessment, the average is based on
n=29.

A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 19.
In absence of long-term data, short-term data are extrapolated qualitatively sometimes to always
in almost 70% (20/29) of the jurisdictions and quantitatively in more than 60% (18/29) of the
jurisdictions (see Figure 19). The quantitative analysis is mostly part of a cost-effectiveness
analysis.
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Figure 19. Jurisdictions that extrapolate short-term data in absence of long-term data
for a rapid assessment (% of jurisdictions)
% jurisdictions

No extrapolation

24%

52%

Qualitative
description based
10%
on short-term
data
Quantitative
extrapolationof
short-term data

59%

10%

0%

24%

31%

38%

52%

20%

Always

40%

Sometimes

60%

80%

100%

Never

Number of jurisdictions for rapid assessment: 30; As US does not perform a rapid assessment, the average is based on
n=29.

Results for a full assessment are similar.
A detailed overview of the results per jurisdiction is provided in Appendix I, Result table 19.
The Australian interviewee indicated that concepts seem to be combined in these questions:
extrapolation and transformation which are separated explicitly in their guidelines. The Australian
guidelines indicate a clear separation of three entities36:
• The applicability is under discussion in case the participants and circumstances of use
in the trial might not be the same as the intended population for treatment in Australia.
This can be evaluated through premodelling studies of applicability in for example
subgroup analyses and surveys of the patterns of health care resource provision in
Australia corresponding to one or more health states included in a modelled economic
evaluation.
• The length of follow-up (time horizon) of participants in the trial might be less than the
expected duration of therapy or expected duration of overall health and health care
resource impacts. In this case, the clinical evaluation would need to be extrapolated to
the intended duration of therapy or expected health and resource impacts. Examples of
premodelling studies of extrapolation include extrapolating integrals of time-to-event
analyses and a review of the literature for single-arm follow-up studies of the natural
history of the condition to estimate rates of disease progression.

36

Australian Government Department of Health and Ageing. 2008. Guidelines for preparing submissions to the
Pharmaceutical Benefits Advisory Committee. Version 4.3. Available at
http://www.health.gov.au/internet/main/publishing.nsf/content/pbacguidelines-index (Accessed 16 December 2010).
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•

The outcomes measured in the trial might not be the patient-relevant final outcomes of
treatment. In this case, the clinical evaluation would need to be transformed to take
account of the patient-relevant final outcomes (in terms of quality-adjusted life-years
gained). Examples of premodelling studies of transformation include transforming
comparative treatment effects measured on surrogate outcomes to final outcomes and
scenario-based studies to value health outcomes using utilities.
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3 International activities related to relative effectiveness
assessment
The websites of the following organisations were searched for activities related to relative
effectiveness assessment:
The Agency for Healthcare Research and Quality (AHRQ), CADTH, The Cochrane Collaboration,
European Medicines Agency (EMA), Health Technology Assessment International (HTAi), Institute
for Clinical and Economic Review (ICER), International Network of Agencies for Health
Technology Assessment (INAHTA), International Society for Pharmacoepidemiology (ISPE),
International Society for Pharmacoeconomics and Outcomes Research (ISPOR), Oregon Health &
Science University (OHSU) Drug Effectiveness Review Project (DERP), The Medical Services
Advisory Committee (MSAC), PHARMAC, PCORI, PBAC, Pharmaceutical Health Information
System (PHIS), The Pharmaceutical Pricing and Reimbursement Information (PPRI), The
Medicine Evaluation Committee (MEDEV) , Supporting policy-relevant reviews and trials
(SUPPORT), Vancouver Group/ International Committee of Medical Journal Editors, World Health
Organization (WHO).
The agencies listed above that are involved in reimbursement decisions of pharmaceuticals
(CADTH, PBAC and PHARMAC) were screened for specific activities on the development of
methodology for relative effectiveness assessment. Databases with assessment reports of
pharmaceuticals are not listed. For their currently used methodology on relative effectiveness
assessments we refer to chapter 2.
If relevant activities were identified they are listed per agency in the sections below, grouped into
European activities (3.1) and international activities (3.2) and national activities outside of Europe
(3.3).

3.1 European activities
3.1.1 EMA
The European Medicines Agency (EMA) is a decentralised body of the EU. EMA is notably
responsible for the scientific evaluation of applications for European marketing authorisations for
human and veterinary medicines for preventive, diagnosis and treatment purpose (centralised
procedure).
The Committee for Medicinal Products for Human Use (CHMP) carries out scientific evaluation on
applications from pharmaceutical companies. It is responsible for preparing the Agency's opinions
on all questions concerning medicines for human use. Concerning the centralised procedure, the
CHMP is responsible for conducting the initial assessment of medicines for which an EU-wide
marketing authorisation is sought. Assessments conducted by the CHMP are based on purely
scientific criteria and determine whether or not the medicines concerned meet the necessary
quality, safety and efficacy requirements. These processes ensure that medicines have a positive
benefit-risk balance.
The CHMP also plays an important role in this EU-wide ‘pharmacovigilance’ activity by closely
monitoring reports of potential safety concerns and, when necessary, making recommendations
to the European Commission regarding changes to a medicine’s marketing authorisation, or its
suspension/withdrawal from the market.
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The CHMP publishes a European public assessment report (EPAR) for every centrally authorised
medicine, setting out the scientific grounds for the Committee’s opinion in favour of granting the
authorisation. EPARs are published on the Agency’s website.
Current activities of the EMA related to the subject relative effectiveness assessment are
presented in the table below.
EMA (http://www.ema.europa.eu accessed on 9 December 2010)

The EMA has produced numerous guidelines that may be useful for conducting relative
effectiveness assessment of pharmaceuticals on clinical efficacy and safety. The guidelines are
intended to provide a basis for practical harmonisation of the manner in which the EU Member
States and the Agency interpret and apply the detailed requirements for the demonstration of
quality, safety and efficacy contained in the Community directives. They also help to ensure that
applications for marketing authorisation are prepared in a manner that will be recognised as valid
by the Agency.
Clinical efficacy and safety guidelines are provided for37:
• Clinical pharmacology and pharmacokinetics
• Alimentary tract and metabolism
• Blood and blood forming organs
• Blood products (including biotech alternatives)
• Cardiovascular system
• Dermatologicals
• Genito-urinary system and sex hormones
• Anti-infectives for systemic use
• Antineoplastic and immunomodulating agents
• Musculo-skeletal system
• Nervous system
• Respiratory system
• General
• Herbal medicinal products
• Information on medicinal products
• Radiopharmaceuticals and Diagnostic Agents
http://www.ema.europa.eu/htms/human/humanguidelines/efficacy.htm
EMA began a three-year project on benefit-risk methodology in early 2009. The project aims to
identify decision-making models that can be used in the Agency’s work, to make the assessment
of the benefits and risks of medicines more consistent, more transparent and easier to audit. The
project included 5 steps of which the first 2 have already been completed.
1. Describing the benefit-risk assessment models already being used in the European Union’s
regulatory network
2. Assessing the suitability of the current tools and processes used in benefit-risk assessments
Completed
3. Field-testing the most appropriate models in five European medicine regulatory agencies
Started
4. Refining the most suitable models for use in medicines regulation to create a new benefit-risk
tool
5. Training European assessors to use the final tool
37

European Medicines Agency. Clinical efficacy and safety guidelines introduction. Available at
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000085.jsp&murl=menus/reg
ulations/regulations.jsp&mid=WC0b01ac0580027549 (accessed January 2011)
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EMA (http://www.ema.europa.eu accessed on 9 December 2010)

In collaboration with EUnetHTA partners, the EMA is considering how the EPAR could make a
better contribution to the assessment of relative efficacy by health technology assessment bodies
in the EU Member States. Based on comments by WP5 (based on a letter by MEDEV) and two
face-to-face meetings in 2010 EMA has implemented an adapted EPAR template from November
2010 onwards. Collaboration in 2011 will continue by means of an evaluation of the adapted
EPARs.

3.1.2 MEDEV
The Medicine Evaluation Committee (MEDEV) is an informal cooperation between the competent
authorities for the assessment and pricing of medicines in Europe. The secretariat and the
coordination of the work of the committee is organised by the office of the European Social
Insurance Platform (www.esip.org). The main focus of MEDEV is the timely provision and
exchange of information on all topics relating to the assessment of pharmaceuticals, assessment
methodologies, decisions on pricing and reimbursement, national pharmaceutical policies and the
national and European regulations governing these issues.”
Current activities of the MEDEV related to the subject relative effectiveness assessment of
pharmaceuticals are presented in the table below.
MEDEV (www.esip.org)

Prompt face-to-face exchanges of information between members on the therapeutic value and
relative effectiveness of new pharmaceuticals, taking into consideration pharmacoeconomic
aspects, take place five times a year. Further exchanges are supported by a dedicated website
and e-mail.
MEDEV produces common assessment reports based on the results of assessments completed by
one or more of its members.
MEDEV aims to provide definitions of parameters for cost-benefit analyses and international price
analyses.
MEDEV performs comparisons of countries and systems with regard to pharmaceutical benefits
(evaluation of previously taken measures and development of new strategies).
MEDEV aims at building up trans-national cooperation with other competent authorities in
assessment and/or pricing.
MEDEV engages representatives of other European governmental and non-governmental
organisations (NGOs) and with other international associations of health insurance agencies,
patient organisations, and pharmaceutical companies to exchange knowledge.
A number of MEDEV participants have engaged together in a pilot to provide early scientific
advice (pre phase 3) to the pharmaceutical industry.
In collaboration with EUnetHTA partners, the MEDEV is providing input on how the EPAR could
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MEDEV (www.esip.org)
make a better contribution to the assessment of relative efficacy by health technology
assessment bodies in the EU Member States.

3.1.3 PPRI
The Pharmaceutical Pricing and Reimbursement Information (PPRI), is a networking and
information-sharing initiative on issues of pharmaceutical policies from a public health
perspective. It involves PPRI Members of almost 60 institutions (mainly competent authorities
and third party payers) from all countries of the EU, plus Albania, Canada, Croatia, Iceland,
Norway, Republic of Serbia, Switzerland, South Africa, South Korea and Turkey.
Current activities of the PPRI initiative related to the subject relative effectiveness assessment are
presented in the table below.
PPRI (http://ppri.oebig.at)

PPRI report: comprehensive analysis on the underlying health care and pharmaceutical systems,
on pharmaceutical pricing and reimbursement policies as well as rational use of pharmaceuticals
in countries included in the comparative analysis, based on the country reports. This document is
available at: http://ppri.oebig.at/Downloads/Publications/PPRI_Report_final.pdf
PPRI Pharma Profiles: country specific reports on health and pharmaceutical systems, with a
special focus on pricing, reimbursement and rational use of pharmaceuticals. The PPRI Pharma
Profiles are intended to be regularly updated, and are available at:
http://ppri.oebig.at/index.aspx?Navigation=r|2|1-

3.1.4 PHIS
Pharmaceutical Health Information System (PHIS) is an European Commission funded project
and is a network comprising national representatives (competent authorities, Third Party Payers,
hospital associations) and European stakeholders in the field of pharmaceuticals. The PHIS
project runs from September 2008 to April 2011 (32 months). The PHIS project aims at
increasing knowledge and exchange of information on pharmaceutical policies, in particular on
pricing and reimbursement, in the EU Member States, covering both the outpatient and the
inpatient sector.
Current activities of PHIS related to the subject relative effectiveness assessment of
pharmaceuticals are presented in the table below.
PHIS (http://phis.goeg.at/)

A glossary with key terms related to pharmaceuticals
A Library, offering country specific information on out-patient and in-patient pharmaceutical
pricing and reimbursement for the EU Member States
The PHIS Hospital Pharma Report with information on pharmaceutical policies in the inpatient
sector in the EU Member States, including a price survey.
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3.2 International activities
3.2.1 ISPOR
The International Society for Pharmacoeconomics and Outcomes Research (ISPOR) is an
international, educational, scientific and non-for-profit member-driven organisation formed to
promote the practice and science of pharmacoeconomics and health outcomes assessment. The
mission of ISPOR is to promote research on the economic, clinical, and quality-of-life outcomes of
health care interventions and to promote the translation of this research into information that
health care decision-makers find useful.
ISPOR embraces health care researchers, health care regulators & technology assessors, health
care payers, health care providers and patients.
Current activities of ISPOR related to the subject relative effectiveness assessment of
pharmaceuticals are presented in the table below.
ISPOR (www.ispor.org)

ISPOR published a variety of articles, books, information and tools. Publication related to the
subject relative effectiveness assessment are listed below:
Books
Health Care Cost, Quality And Outcomes: ISPOR Book Of Terms
Economic, Clinical, and Patient Reported Outcomes Research: Good Research Practices
Journal
ISPOR publishes the scientific journal Value in Health’’. This journal contains original research
articles in the areas of pharmacoeconomics (health economics), outcomes research (clinical,
economic, and patient-reported outcomes research), and conceptual and health policy articles.
Tools For Health Outcomes Researchers
ISPOR Good Outcomes Research Practices
Tools for Health Care Decision Makers
ISPOR Global Health Care Systems Road Map
Pharmacoeconomic Guidelines Around The World
Good Outcomes Research Practices & Issues
ISPOR Good Outcomes Research Practices are consensus documents on key outcomes research
methods. The following subjects seem relevant for relative effectiveness assessment:
• Comparative Effectiveness Research (Defining, Reporting and Interpreting Nonrandomized Studies of Treatment Effects Using Secondary Databases, Approaches to
Mitigate Bias And Confounding in The Design of Non-randomized Studies of Treatment
Effects Using Secondary Databases, Analytic Methods to Improve Causal Inference From
Non-randomized Studies of Treatment Effects Using Secondary Databases, Prospective
Observational Clinical Studies Good Research Practices);
• Patient Reported Outcomes Methods (ISPOR Patient Reported Outcomes /Quality of Life
Initiatives, PRO / QoL Regulatory Issues, PRO Methods and Concepts, PRO Cultural
Adaptation, Translation & Linguistic Validation of an Application, PRO: Changing Mode of
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•

•

•
•

Administration of Instruments/ePRO, PRO: Use of Existing Instruments & their
Modification, Conjoint Analysis in Health Good Research Practices38);
Real World Data Methods and Studies (Real World Data, Checklist for Retrospective
Database Studies, Retrospective Database Analysis, Medication Compliance and
Persistence: Terminology and Definitions, Checklist for Medication Compliance and
Persistence Studies Using Retrospective Databases, Methods for Integrating Medication
Compliance and Persistence in Pharmacoeconomic Evaluations, Medication Compliance
and Persistence Issues, Disease-specific Systematic Reviews of Medication Compliance
and Persistence Studies , Medication Compliance and Persistence in Breast Cancer
Treatment, Medication and Persistence in Rheumatoid Arthritis, Patient Registry Data
Management and Analysis, Metrics & Methodologies to Quantify Risks & Benefits);
Use of Outcomes Research in Health Care Decisions (Outcomes Research & Health Care
Decisions, Health Technology Assessment & Health Care Policies, Risk Benefit & Health
Care Decisions);
Special Interest Groups (Patient Registry, Patient Reported Outcomes, Preference-based
Methods, Risk Benefit Management)
ISPOR Task Forces (Conjoint Analysis in Health38, Indirect Treatment Comparisons, PRO:
Assessment in Children and Adolescents, PRO: Establishing and Reporting Evidence of
the Content Validity of Patient-Reported Outcomes Instruments, Prospective
Observational Clinical Studies Good Research Practices Task Force).

3.2.2 ISPE
The International Society for Pharmacoepidemiology (ISPE) is an international organization
dedicated to advancing the health of the public by providing a forum for the open exchange of
scientific information and for the development of policy, education, and advocacy for the field of
pharmacoepidemiology, including such areas as pharmacovigilance, pharmaceutical utilisation
research, comparative effectiveness research, and therapeutic risk management.
ISPE is a non-profit international professional membership organisation dedicated to promoting
pharmacoepidemiology, the science which applies epidemiologic approaches to studying the use,
effectiveness, value and safety of pharmaceuticals.
ISPE sponsors conferences and seminars, a quarterly newsletter, and an official journal —

Pharmacoepidemiology and Drug Safety — published by Wiley.
Current activities of ISPE related to the subject relative effectiveness assessment are presented
in the table below.
ISPE (http://www.pharmacoepi.org/aboutISPE/index.cfm accessed on 2 December
2010)

There is a special Interest Groups at ISPE that focuses on comparative effectiveness research:
ISPE Comparative Effectiveness Research (CER)
The objectives of the interest group is to support educational programs on comparative
effectiveness research; to foster development of methods for improved confounding adjustment
that is particularly pertinent in non-randomized studies of intended treatment effects; to foster
the development of methods for improved benefit-risk assessment; to foster discussions and
38
It should be noted that such methods are typically called ‘Discrete Choice Experiments’ in most of the world outside of
North America.
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developments in designing randomized and nonrandomized prospective effectiveness studies; to
develop and revise guidance documents for good comparative effectiveness research.

3.3 National activities outside of Europe
3.3.1 AHRQ
The Agency for Healthcare Research and Quality (AHRQ) is a USA Federal agency charged with
improving the quality, safety, efficiency, and effectiveness of health care for all Americans. AHRQ
sponsors and conducts research that provides evidence-based information on health care
outcomes, quality, cost, use and access. The information helps health care decision makers,
patients and clinicians, health system leaders, purchasers, and policymakers to make more
informed decisions and improve the quality of health care services.
Current activities of the AHRQ related to the subject relative effectiveness assessment are
presented in the table below.
AHRQ (http://www.ahrq.gov/)
Effective Health Care Program
The Effective Health Care Program funds individual researchers, research centers, and academic
organisations to work together with the AHRQ to provide effectiveness and comparative
effectiveness data for clinicians, consumers, and policymakers.

The Effective Health Care Program produces three primary products:
•

Research reviews: These comprehensive reports draw on completed scientific studies to
make head-to-head comparisons of different health care interventions. They also show
where more research is needed.
There are two types of research reviews:
1. Comparative effectiveness and effectiveness reviews outline the effectiveness — or
benefits and harms — of treatment options.
2. Technical briefs explain what is known — and what is not known — about new or
emerging health-care tests or treatments.

•

Original research reports: These reports are based on clinical research and studies that
use health-care databases and other scientific resources and approaches to explore
practical questions about the effectiveness — or benefits and harms — of treatments.

•

Summary guides: These short, plain-language guides — tailored to clinicians,
consumers, or policymakers — summarize the findings of research reviews on the
benefits and harms of different treatment options. Consumer guides provide useful
background information on health conditions. Clinician and policymaker guides rate the
strength of evidence behind a report’s conclusions. The guides on medications also
contain basic wholesale price information.

The Effective Health Care Program, the AHRQ, the Scientific Resource Center, and the Evidence-
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based Practice Centers (EPCs) have also developed a “Methods Guide for Comparative
Effectiveness Reviews”39, intending to support researchers who are conducting effectiveness and
comparative effectiveness reviews, systematic reviews of existing research on the effectiveness,
comparative effectiveness, and comparative harms of different health care interventions. The
draft guidelines (published in 2007) contains chapters on:
•

topic development (topic nomination, formulation and refinement of key questions,
analytic frameworks, modifying key questions);

•

selecting evidence: controlled trials (effectiveness trials, efficacy trials, applicability of
efficacy trials);

•
•

selecting evidence: observational studies of beneficial effects (decision framework);
finding evidence (previously published systematic reviews, bibliographic databases,
other web sites and databases, scientific information packets, miscellaneous resources);

•

assessing the quality and applicability of included studies (stages in rating quality of
studies, rating applicability);

•

harms (terminology, sources of evidence on harms, assessing risk of bias of harms,
reporting instruments for assessing risk of bias in studies on harms, synthesizing
evidence on harms, reporting evidence on harms);

•

quantitative synthesis (when to combine individual studies, choice of effect measures,
choice of model for combining studies, exploring heterogeneity, indirect comparison,
combining studies of mixed designs, sensitivity analysis, interpretation and translation of
results of meta-analysis, reporting the quantitative synthesis of studies);

•

rating a body of evidence (domains of strength of evidence, required domains, optional
domains, other pertinent issues, overall strength of evidence, incorporating multiple
domains into overall grade, reporting strength of evidence)

This guideline has set an important standard for the conduct of comparative effectiveness
research in the USA. The guideline was published with ongoing revisions for which updates of
chapters and expansions will be published. This is the current working table of content39:
•

Foreword: Comparing Medical Interventions: AHRQ and the Effective Health Care
Program (published);

•

Principles in Developing and Applying Guidance for Comparing Medical Interventions
(published);

•

Identifying, Selecting and Refining Topics for Comparative Effectiveness Systematic
Reviews (published);

•

Finding Evidence for Comparing Medical Interventions (published);

•

Selecting Observational Studies for Comparing Medical Interventions (published);

•

Assessing the Quality of Studies when Comparing Medical Interventions (AHRQ
Manuscript under review);

•

Assessing the Applicability of Studies when Comparing Medical Interventions
(published);

•

Assessing Harms when Comparing Medical Interventions (published);

•

Conducting Quantitative Synthesis When Comparing Medical Interventions (published);

•

Grading the Strength of a Body of Evidence when Comparing Medical Interventions
(published);

39

Agency for Healthcare Research and Quality. Methods Reference Guide for Effectiveness and Comparative Effectiveness
Reviews, Version 1.0 [Draft posted Oct. 2007]. Rockville, MD. Available at:
http://effectivehealthcare.ahrq.gov/repFiles/2007_10DraftMethodsGuide.pdf (accessed January 2011)
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•

Avoiding Potential Biases when Comparing Medical Interventions (work in progress —
draft due winter 2011)

•

Using Existing Systematic Reviews to Replace de Novo Processes in CERs (published);

•

Updating Reports Comparing Medical Interventions (work in progress — draft due winter
2011.

The AHRQ in conjunction with the Centers for Medicare and Medicaid Services, commissioned a
guide to provide practical, scientific advice on the design, operation, analysis, and evaluation of
patient registries, entitled "Registries for Evaluating Patient Outcomes: A User's Guide". This
document supports researchers who are developing and supporting a registry to conduct
observational studies to seek objective information to increase what is known from clinical trials
and other research studies. A registry that is appropriately designed, conducted, and analysed
will provide unique scientific information about the effectiveness, safety, and quality of the
health-care service or intervention that is being studied.
Evidence-based Practice Center (EPC)

The EPCs are 14 institutions that critically examine existing scientific evidence on a clinical topic
and summarize what is known and not known from the current science base.
The EPCs review all relevant scientific literature on clinical, behavioural, and organisation and
financing topics to produce evidence reports, technical reviews (covering nonclinical
methodological topics), and technology assessments.
The resulting evidence reports and technology assessments are used by Federal and State
agencies, private sector professional societies, health delivery systems, providers, payers, and
others committed to evidence-based health care.
Reports are available at:
http://www.ahrq.gov/clinic/epcindex.htm
http://www.ahrq.gov/clinic/epc/epcseries.htm
The American Recovery and Reinvestment Act of 2009 (Recovery Act) appropriated $1.1
billion for comparative effectiveness research. The Agency for Healthcare Research and Quality
(AHRQ) received $300 million and agreed to manage the $400 million allocated to the Secretary
of the Department of Health and Human Services.
AHRQ is using the Recovery Act funds to expand and broaden a variety of existing activities
through its Effective Health Care (EHC) program.
The AHRQ has organised invitational symposiums on comparative effectiveness
research methodology in 2006 (Emerging Methods in Comparative Effectiveness and Safety)
and 2009 (Clinical and Comparative Effectiveness Research Methods II), 2010 (Research
Methods for Clinical and Comparative Effectiveness Studies – Part II).
Individuals at the AHRQ have produced a number of peer-reviewed methodological papers
on comparative effectiveness research.
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3.3.2 ICER
The Institute for Clinical and Economic Review (ICER), based at the Institute for Technology
Assessment at Massachusetts General Hospital, provides independent evaluation of the clinical
effectiveness and comparative value of health care interventions.
ICER's mission is to lead innovation in comparative effectiveness research through methods that
integrate considerations of clinical benefit and economic value. Through collaboration with
patients, clinicians, manufacturers, insurers and other healthcare stakeholders, ICER develops
tools to support patient decisions and medical policy that share the goal of achieving maximum
value for money.
Current activities of the ICER related to the subject relative effectiveness assessment are
presented in the table below.
ICER (http://www.icer-review.org/index.php)

ICER reviews are made publicly available.
ICER has a paper entitled ‘The ICER Appraisal Process: Comparisons with AHRQ’s Methodology’40,
which discusses key similarities and differences in its methodology and the methodology that is
presented in the AHRQ’s Methods Guide for Comparative Effectiveness Reviews39. The following
topics are discussed:
• topic development;
• finding & selecting evidence;
• evidence synthesis;
• grading strength of evidence;
• comparative value;

3.3.3 Oregon Health & Science University (OHSU) Drug Effectiveness
Review Project (DERP)
Drug Effectiveness Review Project (DERP) is a collaboration of public entities (the Center for
Evidence-based Policy and the Oregon Evidence-based Practice Center) that have joined together
to produce systematic, evidence-based reviews of the comparative effectiveness and safety of
pharmaceuticals in many widely used pharmaceutical classes, and to apply the findings to inform
public policy and related activities in local settings.
Current activities of the DERP related to the subject relative effectiveness assessment are
presented in the table below.
Oregon Health & Science University (OHSU) Drug Effectiveness Review Project
(DERP) (http://www.ohsu.edu/xd/research/centers-institutes/evidence-basedpolicy-center/derp/index.cfm)

The DERP project produces systematic literature reviews of drug classes. Components of these
40

The Institute for Clinical and Economic Review (ICER). The ICER Appraisal Process: Comparisons with AHRQ’s
Methodology. Available at http://www.icer-review.org/index.php/icer-vs-ahrq-processes-1252010.html (accessed January
2011).
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Oregon Health & Science University (OHSU) Drug Effectiveness Review Project
(DERP) (http://www.ohsu.edu/xd/research/centers-institutes/evidence-basedpolicy-center/derp/index.cfm)
reviews include: key questions, draft documents and evidence tables, and final documents and
evidence tables. The following areas of research’ are ongoing:
• asthma;
• antidepressants;
• diabetes;
• fibromyalgia drugs;
• neuropathic pain;
• antiplatelets;
• opioids;
• multiple sclerosis;
• attention deficit disorder;
• targeted immune modulators

3.3.4 PBAC
The Pharmaceutical Benefits Advisory Committee (PBAC) is an independent Australian statutory
body that makes recommendations and gives advice to the Minister about which pharmaceuticals
and medicinal preparations should be made available as pharmaceutical benefits.
The Committee considers the effectiveness and cost of a proposed benefit compared to
alternative therapies. The methodology of PBAC for relative effectiveness assessment is included
in chapter 2.
Further activities of the PBAC related to the subject relative effectiveness assessment are
presented in the table below.
PBAC (http://www.health.gov.au/internet/main/publishing.nsf/content/health-pbsgeneral-listing-committee3.htm)

The PBAC has technical working groups that issue reports on methodological challenges. The
following reports have been published:
• A framework for evaluating proposed surrogate measures and their use in submissions to
PBAC41;
• Pharmaceutical Benefits Advisory Committee, Indirect Comparisons Working Group.
Assessing indirect comparisons 42

3.3.5 PCORI
The Patient-Centered Outcomes Research Institute (PCORI) is a newly established institute in the
USA that focuses on prioritising and funding comparative effectiveness research using a largely
41

Pharmaceutical Benefits Advisory Committee, Surrogate to Final Outcome Working Group. a framework for evaluating
proposed surrogate measures and their use in submissions to PBAC. Available at
http://www.eunethta.net/WR_Documents_Secure/JA%20WP5%20Relative%20Effectiveness%20Assessment%20(REA)%
20of%20Pharmaceuticals/4_Library/Literature%20SG1/Methodology/Surrogate%20endpoints/PBAC_surrogate%20measu
res.pdf (accessed January 2011).
42
Pharmaceutical Benefits Advisory Committee, Indirect Comparisons Working Group to the. Assessing indirect
comparisons. Available at
http://www.health.gov.au/internet/main/publishing.nsf/Content/B11E8EF19B358E39CA25754B000A9C07/$File/ICWG%20
Report%20FINAL2.pdf (Accessed January 2011).
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stakeholder-driven process. This initiative builds upon the strong foundation laid in 2009 by the
$1.1 billion in funding for comparative effectiveness research in the American Recovery and
Recovery Act. The Institute is going to establish and execute a national comparative effectiveness
research agenda by identifying research priorities and funding and facilitating new comparative
effectiveness research studies. These studies will consist of both systematic reviews of existing
evidence and new prospective research, including clinical trials and observational studies.
The specific duties of the Institute are to:
• Establish an objective research agenda;
• Develop research methodological standards;
• Contract with eligible entities to conduct the research;
• Ensure transparency by requesting public input; and,
• Disseminate the results to patients and healthcare providers.
A standing methodology committee will lead efforts to identify and refine methodological
standards for different types of comparative effectiveness research study designs, such as
pragmatic clinical trials, randomized controlled trials, and patient registries. A 15-member
committee will be composed of experts in comparative effectiveness methods, biostatisticians,
epidemiologists, health services researchers, and other experts. The committee must begin
releasing methodological standards for conducting comparative effectiveness research within 18
months of the establishment of the Institute. These standards will be used to select proposed
studies for funding and to guide researchers as they design trials. In addition, the committee will
develop tools to help researchers determine which methods are most appropriate for a particular
research question.
No specific activities of the PCORI related to relative effectiveness assessment have been
identified as the institute is still in development at the time of writing this report.

Version 5B

Page 64 of 72

EUnetHTA JA WP5
Background Review

4 Discussion
The remit of WP5 is to develop methodology for relative effectiveness assessment of
pharmaceuticals based on the existing tools within EUnetHTA. The aim of this background review
is to provide an overview of the processes, the scope and the scientific methods used for relative
effectiveness assessment in current national practice, as a starting point for the development of
models and guidelines that have the best chance of acceptance/usage across the Member States.
In addition, an overview is provided of current activities that have been identified in relation to
relative effectiveness assessment of pharmaceuticals.

4.1 The concept of relative effectiveness assessment
In Europe the term relative effectiveness is commonly referred to, and has been defined by the
High Level Pharmaceutical forum as: ‘the extent to which an intervention does more good than

harm compared to one or more intervention alternatives for achieving the desired results when
provided under the usual circumstances of health care practice’ .
In the USA the term comparative effectiveness research is very popular, which has been defined
as following: “the generation and synthesis of evidence that compares the benefits and harms of

alternative methods to prevent, diagnose, treat, and monitor a clinical condition or to improve
the delivery of care. The purpose of comparative effectiveness research is to assist consumers,
clinicians, purchasers, and policy makers to make informed decisions that will improve health
care at both the individual and population levels.”
For both definitions questions pop-up. There are discussions whether something defined as
effectiveness should include unintended (harms) in addition to intended effects (goods). It is also
considered disputable whether establishing how an intervention performs under usual
circumstances of health care practice is at all feasible. Additionally, it has been indicated that the
word ‘relative’ can have a mathematical meaning referring to a ratio, for example like in a relative
risk calculation, whereas a net therapeutic benefit could also be described as added life
expectancy. The latter would be expressed as a difference in months, rather than a ratio.
Both relative effectiveness and comparative effectiveness seem to be rather concepts or basket
terms, instead of being scientifically well defined. However both definitions indicate that there is
a need to establish the net clinical benefit of interventions beyond the boundaries of a strictly
controlled setting (e.g. randomised controlled clinical trials).
The purpose of a relative effectiveness assessment is to inform health care professionals,
patients and decision makers about the net therapeutic benefit43 of an intervention compared to
alternative interventions. Therefore it can be seen as a specific element of a health technology
assessment that focuses on the clinical implications of the intervention, whereas the concept of
health technology assessment is broader and can also include for example social, ethical and cost
aspects. However, boundaries are difficult to define as some social, organisational, legal and/or
ethical aspects may be relevant input for the relative effectiveness as well.

43
This is also sometimes referred to as the therapeutic or clinical (added) value. However, within WP5 ‘net clinical benefit’
it is chosen as the preferred term as it is up to the Member States to decide on the value.
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4.2 National approaches to and use of relative effectiveness
assessment and other activities
This report provides an overview of the processes and methodologies used for relative
effectiveness assessment by health technology assessment organisations in European
jurisdictions, Australia, Canada, the USA and New Zealand. The analysis is limited to assessments
that provide input for national reimbursement decisions44. In order not to exclude evaluations of
pharmaceuticals of jurisdictions based on the definition of the High Level Pharmaceutical Forum
of relative effectiveness the following type of assessments were included: all ‘comparative
analysis’ assessing the efficacy and/or effectiveness of pharmaceutical(s) in comparison to
alternatives that provide input for national reimbursement decisions.
Most jurisdictions work with either a national positive or a national negative reimbursement list
for pharmaceuticals for outpatient use. For pharmaceuticals for inpatient use it is much less
common to have a positive/negative list45. In general, in jurisdictions with a positive list,
pharmaceuticals must be evaluated before they can enter the list (e.g. France, Netherlands). In
jurisdictions with a negative list (and no positive list) in general pharmaceuticals are only
evaluated in case there is a specific need (e.g. high costs, doubts about the relative
effectiveness).
Most jurisdictions have defined a list with criteria that a product should adhere to in order to be
reimbursed. The most commonly used criteria are effectiveness, safety and cost-effectiveness
(applicable in more than 80% of the jurisdictions).
The reimbursement evaluations of pharmaceuticals can be divided in the following three steps: 1)
assessment, 2) advice, 3) decision. In 13 out of 30 jurisdictions these three steps are conducted
by the same agency, whereas in the other jurisdictions at least two agencies/organisations are
involved.
Except for the USA, all jurisdictions included perform analysis of efficacy and/or effectiveness of
pharmaceutical(s) in comparison to alternatives to feed national reimbursement decisions on
pharmaceuticals46. This assessment is referred to with a variety of terms such as ’comparative
(clinical) effectiveness’, ‘evaluation of (medical-)therapeutic value’, ‘clinical added value’, ‘clinical
or therapeutic evaluation’ or ‘benefit assessment’. In some jurisdictions it is part of a
pharmacoeconomic evaluation whereas in other jurisdictions clinical assessment is separate from
the pharmacoeconomic assessment.
In general, these evaluations can be divided into (single) rapid assessment47 and full assessments
of pharmaceuticals48. Rapid assessments often have to be carried out within a specific timeframe

44
With the exception of England/Wales, Scotland and Canada. For England/Wales the assessments are performed by
NICE and they are used as input for regional reimbursement/funding decisions by regional health authorities. Similar for
Scotland the assessments are performed by SMC and they are used as input for regional reimbursement/funding
decisions by regional health authorities. In Canada the assessment is done nationally by the CADTH but the decision on
reimbursement (based on the national assessment) is a regional responsibility.
45
Inclusion on a positive list is often based on a reimbursement evaluation (which among other information often is
based on input from some kind of health technology assessment) whereas negative lists (e.g. Germany and
England/Wales) are often exclusions of specific types of pharmaceuticals such as non-prescription or life style
pharmaceuticals which are not per definition subject to a reimbursement evaluation before being placed on the negative
list.
46
As already mentioned for the UK evaluations by NICE as well as evaluations by the SMC are included which means they
feed regional reimbursement decisions. For Canada the assessment is done nationally by the Canadian Agency for Drugs
and Technologies in Health (CADTH) but the decision on reimbursement (based on the national assessment) is a regional
responsibility.
47
(Single) rapid assessments are assessments of a new pharmaceutical at the time of introduction to the market in
comparison to one or more alternative interventions.
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whereas for a full assessment a pre-specified timeframe is only applicable in a minority of
jurisdictions.
All jurisdictions state that they almost always assess the relative efficacy of the pharmaceutical
and less than half of the jurisdictions state that they always look at relative effectiveness. In
addition, almost half of the jurisdictions state that they always include a benefit/risk assessment
and more than 60% of the jurisdictions state they always look at the cost-effectiveness. It should
be noted that as no predefined definitions were provided in the survey for the terms relative
efficacy, relative effectiveness, benefit/risk assessment and cost-effectiveness, these results are
very susceptible to individual interpretation. Further investigation would be required to provide a
more precise overview.
Most jurisdictions have some form of document/guideline available in which the methodology
that is used for the comparative analysis is described. The document is not publicly available in
some countries and in general, the content of the guidelines (level of detail on methodology) is
not very detailed. The Australian guideline, which is a guideline for market authorisation holders
on how to present data, can be considered as the most detailed on methodology. For
transparency reasons as well as collaborative purposes it would be advisable that more
jurisdictions invest in a written and publicly available protocol, in English, on methodology.
All jurisdictions use multiple sources for their assessment often including a report that is provided
by the manufacturer, expert knowledge, guidelines, other health technology assessment reports,
literature and European or National Assessment Reports. There is some divergence between
jurisdictions whether unpublished clinical data and/or confidential data are used.
The choice of comparator varies across jurisdictions although when looking closely at the
definitions of what is to be understood as comparator they are rather similar with definitions that
are similar to ‘usual care’. For both rapid and full assessments, in the majority of the jurisdictions
the choice of the comparator(s) for the assessment can also be a non-pharmaceutical
intervention and is thus not limited to pharmaceuticals.
The type of outcomes that is included in the analysis is similar for the included jurisdictions for a
rapid as well as for a full assessment. In general, all clinically relevant outcomes are accepted for
the assessment. Often outcomes related to mortality and/or morbidity and/or quality of life are
preferred. In general, surrogate outcomes are not preferred, however they are accepted for the
assessment if they are considered clinically relevant or are validated (this often depends on the
indication/therapeutic area). Composite outcomes are in general also accepted but not preferred.
Most jurisdictions include quality of life data with the premise that the instrument used should be
validated. The use of utilities diverges (half of the countries would include them in the analysis).
Safety data are included in almost all jurisdictions. Contra-indications, the ease of use of the
technology (patient friendliness) and experience with the technology (e.g. whether the
pharmaceutical has already been prescribed in many patients) are also considered in the majority
of jurisdictions.
All jurisdictions consider sometimes or always the external validity of the pivotal clinical trial data
for the general patient population. In the absence of effectiveness data or long-term data,
efficacy data or short-term data are extrapolated qualitatively (a qualitative interpretation of the
data) sometimes or always in about three-quarter of the jurisdictions, however a quantitative

48
Full assessments of pharmaceuticals are assessments (non-rapid) of (all) available technolog(y)(ies) for a particular
step in a treatment pathway or a specific condition.
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exercise (e.g. modelling) is only done sometimes or always in 50-60% of the jurisdictions. The
quantitative analysis is often part of a cost-effectiveness analysis.
The methodological approaches used for rapid and full assessments do not differ a lot. The main
difference seem to be the number of comparators (more comparators for a full assessment) and
the timing of the assessment (rapid is usually performed soon after market authorisation whereas
full assessment is usually performed several years later when more effectiveness data may be
available).
There are various agencies all over the world that are involved in relative effectiveness or
comparative effectiveness research/assessments. We have tried to identify key institutes that
work in this field, especially with a focus on methodological guidelines. Guidelines on
methodological issues that are relevant to relative effectiveness assessment are developed or are
in development by the AHRQ, PBAC, EMA and ISPOR. In the future the PCORI Institute (USA) will
probably have a relevant role in guideline development as well.
The European MEDEV is an informal working group of the European Social Insurance Platform
which among others focuses on daily exchange of information on relative effectiveness
assessment. Whereas the focus of WP5 is to create common methodology for future cooperation
the MEDEV focuses on exchange of information on ongoing assessments.
In collaboration with WP5, the EMA is considering how the EPAR could make a better contribution
to the assessment of relative efficacy/effectiveness by health technology assessment bodies in
the EU Member States. Written input from WP5 (based on a letter by MEDEV) and two face-toface meetings in 2010 have resulted in adaptation of the EPAR template by EMA. The revised
template was implemented from November 2010 onwards. Collaboration in 2011 will continue by
means of an evaluation of the adapted EPARs.

4.3 Relevance for the development of common methodology on
relative effectiveness assessment
National reimbursement decisions on pharmaceuticals are based on multiple criteria. In addition
to other information the decisions are always based on input from an analysis of efficacy and/or
effectiveness of pharmaceutical(s) in comparison to alternatives. This indicates that there is an
element, this comparative analysis, which can be shared between jurisdictions. This review has
indicated that although the reimbursement processes differ between jurisdictions, the
methodology that is used for the comparative analysis is rather similar. If the EUnetHTA HTA
Core Model is taken into account, the elements of such a comparative analysis can mainly be
found in the first 4 domains. However, it may be possible that there are some elements within
the domains of ethical analysis, organisational aspects, social and legal aspects that are also
relevant for the comparative analysis.
In line with the recommendation of the High Level Pharmaceutical Forum that relative
effectiveness and cost-effectiveness should be considered as two separate entities, the domain of
cost-effectiveness is excluded from the scope of WP5. Hence all items/sections of the HTA Core
Model related to costs are not included in the models developed by WP5.
It is the remit of WP5 to develop methodology for relative effectiveness assessment of
pharmaceuticals based on the existing tools within EUnetHTA. In addition, the tools should be
close to what is already happening in daily practice. In general, the assessment of
pharmaceuticals can be divided into (single) rapid assessment47 and full assessments of
pharmaceuticals48. The first type of assessment is performed in almost all jurisdictions included in
the survey and full assessment are performed in almost 60% of the jurisdictions. Therefore WP5
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will also develop 2 models, a Rapid Model and a Full model. As presented in Figure 20 the scope
of the Full model will be all domains of the HTA Core Model except for cost and economic
considerations. The scope of the Rapid model will also be all domains of the HTA Core Model
except for cost and economic considerations, however only a limited number of elements49 of the
ethical analysis, the organisational analysis, the social aspects and the legal aspects will be
included.
Figure 20. Models to be developed within WP5

WP5

HTA Core Model
Full Model

Rapid Model

Health problem and current
use of technology

Health problem and current
use of technology

Health problem and current
use of technology

Description and technical
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Safety

Safety
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Effectiveness
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Effectiveness

Cost and economic
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•
•
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One important element to notice is that there seems to be variation between jurisdictions in the
terminology and definitions that are used for similar processes. This may lead to confusion on
whether jurisdictions are actually doing the same thing. This may be driven by language barriers,
but also by variation in interpretation due to cultural and legislative differences. As already
indicated by the High Level Pharmaceutical Forum shared terminology and definitions would
create a common basis. In order to develop common methodology it will be essential to be clear
about the wording and the content of definitions for WP5. Guidelines can play a relevant role in
this process.

49

A domain within the core model can be divided in individual topics which subsequently can be divided into issues.
Example: in Health Problem and Current Use of the Technology there is a topic Target condition. Within this topic target
condition there is an issue Which disease/health problem/potential health problem will the technology be used for? These
issues are called elements.
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Moreover, the analysis of jurisdictions identified that methods to do the assessment are in
general not explicitly reported. Hence, there is a clear need for guidelines on methodological
issues as methodological approaches are not well described in guidelines in Europe yet. The
guidelines that are being developed by WP5 can play an important role in making it more explicit.
Currently, within WP5, guidelines are in development for the following topics:
1) Endpoints used in the context of a relative effectiveness assessment (including clinical
endpoints, surrogate endpoints, composite endpoints, quality of life and safety);
2) Criteria for choice of the most appropriate comparator(s);
3) Direct comparison & indirect comparisons;
4) Level of evidence (including internal validity, external validity and extrapolation from efficacy
results to real life situation);
For the specific topics of guidelines under development in WP5, guidelines developed by
organisations such as the AHRQ, PBAC, EMA and ISPOR should be considered as well as existing
guidelines of the national organisations.
As mentioned, the methodological approaches used for rapid and full assessments are similar,
especially in terms of relevant outcomes. Probably the main difference, also presented in Figure
20, is the number of comparators (more comparators for a full assessment) and the timing of the
assessment (rapid is usually performed soon after market authorisation whereas full assessment
is usually performed several years later when more clinical effectiveness data may be available)..
This affects the possibilities to look at effectiveness data for a rapid assessment and there is
divergence between jurisdictions in how this is tackled. Some jurisdictions only take efficacy data
into account in their comparative analysis if no effectiveness data are available for the rapid
assessment. Other jurisdictions may extrapolate the data of the efficacy trials qualitatively or
quantitatively. It is relevant that all methodological options are identified and presented within
WP5 and guidance should be provided for direct and indirect comparisons as well as for
qualitative and quantitative extrapolation.
One of the issues where there is confusion about terminology is benefit/risk assessment. There is
a debate ongoing on whether a benefit/risk assessment (the balance between doing more good
than harm) is part of a relative effectiveness assessment. Some consider a benefit/risk
assessment50 strictly the remit of registration authorities, whereas others feel this should also be
part of the relative effectiveness assessment. We feel that the confusion (or disagreement)
seems to be caused mainly by the word, benefit/risk assessment, which is strongly associated
with drug regulatory agencies as there seems to be agreement that in a net therapeutic benefit
assessment (relative effectiveness assessment) that is used for a reimbursement decision the
intended as well as the unintended effects are included with an emphasis on the size of these
effects relative to the comparator.
Although there is agreement regarding the fact that a relative effectiveness assessment should
include intended as well as the unintended effects. there is variance in whether the weighting of
the intended and unintended effects is part of the assessment or if this is explicitly limited to the
appraisal phase. This is also illustrated by the fact that less than half of the jurisdictions always
split the assessment and appraisal phase. In the traditional HTA Core Model there is no section in
which the intended and unintended effects are combined (e.g. there is a clear split between the
safety and effectiveness domain). However, if we believe within WP5 that relative effectiveness
assessment must lead to the estimation of the net therapeutic benefit for a certain
pharmaceutical, a combination of the intended and unintended effects within our model is
relevant. The actual weighting of the outcomes of such a combination, to determine the ‘value’
must remain the remit of national decision makers, however a transparent presentation of the
50

Drug regulatory agencies have traditionally assessed the quality, safety and efficacy of drugs, and the current paradigm
dictates that a new drug should be licensed when the benefits outweigh the risks (Eichler et al. 2010).
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results can only be helpful for consistent weighting. Therefore, the pilot of WP5 with the Rapid
Model will also be used to see if it is possible to generate a section that aggregates the intended
and unintended effects (a synthesis document).
Although our review shows that in many jurisdictions the definition for the choice of comparator
is similar to ‘usual care’ the choice of comparator may differ between jurisdictions as usual care
can differ between jurisdictions. This may affect shared assessments. However, in various
jurisdictions the same pivotal trials are used in the assessments (hence using the same
comparator). In case of difference in usual care between jurisdictions, different methodologies
for direct and indirect comparison may be used to come to adjusted interpretations for
jurisdictions. Adequate justification of the reason for choice of comparator will be relevant for
shared or adjusted assessments.
A summary of most relevant challenges for a common methodology on relative effectiveness
assessment as discussed above and how these will be addressed in WP5 is presented in Table 8.
Table 8. Summary of most relevant challenges for a common methodology on relative
effectiveness assessment and how these will be addressed in WP5
Challenge
Methodology to do assessments is often not
explicitly reported

Variation between jurisdictions in terminology
and definitions
How to handle lack of effectiveness data

How to present unintended and intended
effects
Variance in usual care between jurisdictions

WP5 activity
• Production of guidelines on important
methodological issues
• Standardisation of reporting for
assessments through using the Rapid/Full
model
• Production of guidelines on important
methodological issues
• Production of guidelines on external
validity and extrapolation of efficacy
results
• Standardisation of reporting in Rapid/Full
model
• Inclusion of section in Rapid/Full model
that aggregates intended and unintended
effects
• Production of guideline on ‘Criteria for the
choice of the most appropriate
comparator(s)’ as well as a guideline that
provides methodology on direct and
indirect comparisons in order to come to
adjusted interpretations for jurisdictions
with different forms of care

WP5 considers it relevant that stakeholders are involved in the production of the products (the
relative effectiveness assessment models as well as the guidelines). Therefore, input on draft
products is asked from the Stakeholder Advisory Group51. In addition, all products will be placed
on the public EUnetHTA website for public consultation.

51
Whose members can be nominated by the EUnetHTA Joint Action Stakeholder Forum participants. For more details on
the Stakeholder Forum see: http://www.eunethta.net/en/Public/About_EUnetHTA/Organisation2/Stakeholder-Forum/

Version 5B

Page 71 of 72

EUnetHTA JA WP5
Background Review

It may be concluded on the basis of the results of our review that there is a common ground for
the development of a shared methodology for relative effectiveness assessment of
pharmaceuticals. Our results also show that there are still a number of issues to be dealt with in
the development stage before such a shared methodology may be used in Europe. Especially
questions on how to deal with relative efficacy data in relation to the assessment of relative
effectiveness and aggregation of intended and unintended effects should be discussed
thoroughly. Finally, our review seems to indicate that the EUnetHTA HTA Core Model, especially
the first four domains, can be used as a model for this relative effectiveness assessment of
pharmaceuticals. However, there are no clear boundaries. Therefore a broad approach, in which
all domains of the HTA Core Model, except the domain ‘Cost and economic considerations’, are
included, is preferred in WP5. A further adaptation of the HTA Core Model and a simultaneous
development of guidelines will help us to realise the aim of WP5 in the coming two years.
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Appendix I. Results of the survey per jurisdiction
Result table 1. Type of healthcare system
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Result table 1. Type of healthcare system (jurisdictions
16-31)
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Result table 1. Type of healthcare system (jurisdictions
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X5

1
Canada's publicly funded health care system is best described as an interlocking set of ten provincial and three territorial health insurance plans. The system provides access to
universal, comprehensive coverage for medically necessary hospital and physician services
2
Medicare is a composite of Federal programs with the primary function of financing the delivery of health care, mostly as a third party payer, not actually to deliver it
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Result table 1. Summary table: Type of healthcare system
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30

3

Healthcare is free for everyone in and Malta and therefore, there is no mandatory system of contribution. Employees and employers pay weekly national insurance contributions,
which fund the healthcare service as well as other social services like pensions
4
The Portuguese health care system is characterized by three co-existing systems: the national health service, special public and private insurance schemes for certain professions
(health subsystems) and voluntary private health insurance
5
The Turkish health care system is both a National Health Service and a Social Health Insurance System
6
Health insurance is primarily provided by the private sector, with the exception of programs such as Medicare, Medicaid, TRICARE, the Children's Health Insurance Program and the
Veterans Health Administration
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Are the following characteristics applicable to the
insurance system?
Participation in health insurance is mandatory (everyone is

Y

Y

Y

Y

N

NA

Y

Y

Y

Y

Y

N

N

Y

Y

Y

Y

Y

N

N

N

N

N

N

N

N

N

N

N

N

Y

N

N

N

Y

Y

Y

Y

Y

Y

Y

N

Y

Y

Y

Y

Y

Y

N

Y

N

Y

Y

NA

Y

Y

NA

NA

14. Italy

13. Ireland
Y

29. Turkey

28. Switzerland

27. Sweden

24. Slovakia

25. Slovenia

10. France

Finland
9.

8.
N7

23. Scotland

22. Portugal

21. Poland

20. Norway

18. Netherlands

3.

Austria
2.
16. Luxembourg
Y

12. Hungary

Y

Y

30. USA

11. Germany

NA

26. Spain

NA

Estonia

Y

15. Latvia
Y

England&
Wales

N

Result table 2. Characteristics of health insurance
(jurisdictions 16-31)
Y=yes
N=no

7.

Y

17. Malta

Private health insurance as primary insurance (e.g. as main type
of health insurance)
Private health insurance as complementary health insurance (e.g.
additional insurance to cover extra services and/or co-payment)

Denmark

Czech
Republic
5.

Y

1.
Are the following characteristics applicable to the
insurance system?
Participation in health insurance is mandatory (everyone is
obliged by law to be insured)
Social insurance

19. New Zealand

Canada

Y

Y=yes
N=no

Belgium

4.

Australia

Result table 2. Characteristics of health insurance
(jurisdictions 1-15)

6.

Result table 2. Characteristics of health insurance

N8

7

Part of the population, approximately 20–25%, are also covered by a health subsystem, which means that they have a third option for the choice of care, although financing of the
health subsystem is compulsory for certain beneficiaries (as it is occupation-based health insurance)
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obliged by law to be insured)
Social insurance
Private health insurance as primary insurance (e.g. as main
type of health insurance)
Private health insurance as complementary health insurance
(e.g. additional insurance to cover extra services and/or copayment)

30. USA

29. Turkey

28. Switzerland

27. Sweden

26. Spain

25. Slovenia

24. Slovakia

23. Scotland

22. Portugal

21. Poland

20. Norway

19. New Zealand

17. Malta

15. Latvia

Y=yes
N=no

16. Luxembourg

Result table 2. Characteristics of health insurance
(jurisdictions 16-31)

18. Netherlands
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Y

Y

Y

N

Y

Y

Y

Y

N

Y

Y

N

Y9

N

Y

Y10

N

N

N

Y

N

N

N

N

N

N

N

N

N

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y11

8

Massachusetts has adopted a universal health care system through the Massachusetts 2006 Health Reform Statute. Which requires all residents to purchase health insurance who
can afford to do so, and provides subsidised insurance plans for those that can not afford insurance. In addition, with the introduction of the Health Care Reform Bill, from 2014 and
onwards, everyone in the USA must purchase health insurance or face a $695 annual fine. There are some exceptions for low-income people
9
Swedish social insurance compensates loss of income when a person is unable to support him/herself by working as a result, for example, of an illness or caring for a child
10
Medicare for people who are aged 65 and over, or who meet other special criteria. Medicaid for Medicaid fo eligible individuals and families with low incomes and resources
11
Some people elect to purchase a type of supplemental coverage, called a Medigap plan, to help fill in the holes in Original Medicare (Part A and B). These Medigap insurance policies
are standardized by Centers for Medicare & Medicaid Services, but are sold and administered by private companies
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V

Are the following characteristics applicable to the insurance system?
Participation in health insurance is mandatory (everyone is obliged by law to be
insured)
Social insurance
Private health insurance as primary insurance (e.g. as main type of health insurance)
Private health insurance as complementary health insurance (e.g. additional insurance
to cover extra services and/or co-payment)
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Result table 2. Summary table: . Characteristics of health insurance
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jurisdictions
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Y

N

%Y

%N

18

6

75%

25%

100%

30

6

22

8

73%

27%

100%

30

0

5

25

17%

83%

100%

30

0

29

1

97%

3%

100%

30

0
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Result table 3. Reimbursement list

n
n

y
n

y
n

n
y
n
n

n
y

y
n

y
n15

n
n

n
n

y
n

n
y
y
n

y
n
n
n

y14
y14

y
n
y
n

14. Italy

13. Ireland

12. Hungary

11. Germany

10. France

Finland
9.

Estonia
8.

y
n

England&
Wales

n
n

7.

y13
n

Denmark

n12
n

6.

Belgium

Austria
y
n

Czech
Republic

y16
n

y
n

5.

list
list

y
n

Canada

list
list

4.

Is a national positive or negative list used for
reimbursement purposes for pharmaceuticals?
Pharmaceuticals for outpatient use
National positive
National negative
Pharmaceuticals for inpatient use
National positive
National negative

3.

1.

Y=yes
N=no

2.

Australia

Result table 3. Reimbursement list (jurisdictions 1-15)

n
n

y14
y14

12
No national, however regions do have their lists. Governments fund approximately half of prescription pharmaceutical purchases in Canada through a patchwork of federal,
provincial, and territorial pharmaceutical plans. All of these pharmaceutical plans operate their own positive formularies
13
The outpatient and inpatient lists are to separated lists with some overlap
14
The system groups pharmaceuticals into two main reimbursement categories according to a combination of relevance in terms of effectiveness and cost: Class A (fully reimbursed)
and Class C (not reimbursed)
15
Since 2006 the HILA has had the power to make a negative list, but as of 2011 no such list has been made
16
Inpatients in public hospitals are reimbursed from sources other than the PBS. Hence the positive list for inpatient care is only applicable to private hospitals
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18. Netherlands

20. Norway

21. Poland

22. Portugal

24. Slovakia

25. Slovenia

26. Spain

27. Sweden

28. Switzerland

y
n

y
n

y
n

y
n

y
n

y
n

n17
y19

y
y

y
n

n
y

y
n

y
n

y18
n

n
n

list
list

y
n

n
n

y
n

n20
n

n
n

n
n

y21
n

y 22
y 22

n
y19

n
n

y23
n

n
n

n
n

n
n

y18
n

n
n

30. USA

17. Malta

y
n

29. Turkey

16. Luxembourg

y
n

23. Scotland

15. Latvia
list
list

Y=yes
N=no

Is a national positive or negative list used for
reimbursement purposes for pharmaceuticals?
Pharmaceuticals for outpatient use
National positive
National negative
Pharmaceuticals for inpatient use
National positive
National negative

19. New Zealand

Result table 3. Reimbursement list (jurisdictions 16-31)

17

The regional health authorities decide on funding of pharmaceuticals
There are two separate positive lists for outpatient and inpatient pharmaceuticals
19
UK NHS blacklist
20
There is a list for expensive hospital pharmaceuticals(beleidsregel dure geneermiddelen) for which hospitals receive separate funding (normally the costs of pharmaceuticals have to
be funded by the DBC (DRG) fee
21
Several pharmaceuticals (very expensive e.g. in cancer or rare diseases) are listed in the NHF catalogues. Other pharmaceuticals are not included in the list
22
Since 2007 positive and negative lists have been set up. Only for new launched pharmaceuticals and new indications of pharmaceuticals
23
Since January 2011 there is a positive list for expensive pharmaceuticals for inpatient use
18
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National positive list
National negative list
Pharmaceuticals for inpatient use

24
6

6
24

National positive list
National negative list

12
4

18
26

%Y

%N

Total

N

Number of jurisdictions
included

Y

Total

Result table 3. Summary table: Reimbursement list

30
30

80%
20%

20%
80%

30
30

100%
100%

30
30

40%
13%

60%
87%

30
30

100%
100%

Is a national positive or negative list used for reimbursement purposes for
pharmaceuticals?
Pharmaceuticals for outpatient use
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14. Italy

13. Ireland

12. Hungary

11. Germany

10. France

Finland
9.

Estonia
8.

England&
Wales
7.

Czech
Republic
5.

Denmark

Canada
4.

6.

Belgium
3.

Austria
2.

X=applicable

Australia

Result table 4. Co-payment of pharmaceuticals
(jurisdictions 1-15)

1.

Result table 4. Co-payment of pharmaceuticals

Can the following co-financing options for reimbursed
pharmaceuticals be applicable?

Pharmaceuticals for outpatient use
% of price
Fixed fee

X24
X

31

X25

X26

X27
X32

X28

X29

X30
X33

X34

24
Percentage co-payment of 0% (Cat A: vital pharmaceuticals, for example: treatment of diabetes or cancer) 15 or 25% (Cat B: Therapeutically important pharmaceuticals, for
example: antibiotics, cardiovascular pharmaceuticals), 50% (Cat C: Pharmaceuticals for symptomatic treatment, for example: mucolytic agents to treat chronic bronchitis, PPI),
60%(Cat Cs: Influenza vaccines and antihistamines) or 80% (Cat Cx: Contraceptive pharmaceuticals). Maximum co-payment per prescription of € 6.70 to € 26.10 in specific
reimbursement categories
25
The needs-based system is constructed around a rather large out-of-pocket payment (OPP) at the beginning of the patient’s personal reimbursement period (100%), and gradually
higher reimbursement rates and corresponding lower out-of-pocket payments (OPP) by the end of the personal reimbursement period (15%). Reduced co-payments are applicable to
children, chronically and terminally ill. The reimbursement period is one year
26
all pharmaceuticals on the positive list are, based on the underlying diseases, reimbursed at a rate of 100%, 75% (or 90% for vulnerable groups) and 50%. In the 75%/90%
reimbursement category, the patient has to pay 25%/10% of the price of the pharmaceutical. In the 50% category, if the price of a pharmaceutical exceeds € 3.20, 50% is covered
by the Estonian Health Insurance Fund (EHIF) to an upper limit of € 12.80 (2008). The remaining part of the product’s price has to be paid by the patient
27
Based on Health Insurance Act 3 different reimbursement categories are 42 % (Basic Refund Category), 72 % (Lower Special Refund Category, pharmaceuticals for ten chronic
conditions such as hypertension, asthma, coronary heart disease and rheumatoid arthritis) or 100% (Higher Special Refund Category, 34 severe chronic conditions and life-threatening
diseases)
28
different percentages are applied according to appraisal: important corresponds to 65% moderate : 35% and weak : 15% of reimbursement
29
Prescription fee as percentage of price, with absolute minimum and maximum
30
Co-payment rates vary between are 25%, 55%, 80% of the PRP. Pharmaceuticals with approved special indications are reimbursed at 100%, 90%, 70% and 50%. Approval special
indications means that the pharmaceutical is prescribed by a specialist or a GP acting on advice of a specialist; otherwise they fall in the category of normative reimbursement at a
higher co-payment rate
31
Prescription pharmaceuticals covered by the Pharmaceutical Benefits Scheme (PBS) have a standard co-payment: AUS$33.30 (2010) in general with a reduced rate of AUS$5.40 per
item dispensed for individuals with concession cards. After a total co-payment of AUS$1281.30, subsequent prescription fees are AU$5.40 for the remainder of the calendar year. The
co-payment ceiling (AU$324) and prescription fee (AU$5.40, then nil after AU$324) is lower for concession card holders
32
3 Euro per pharmaceutical if 100% reimbursed, after exceeding annual ceiling (Euro 675.39 in 2011) it is 1,50 euro per pharmaceutical
33
For fully reimbursed pharmaceuticals there is a fixed charge (~1eur) to be paid
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X

Payment of difference between reference price and retail price
Prescription fee
Deductible*
Annual co-payment ceiling**
Other

X
X50

X44

52

X

X
X38

X
X39

X46

X
X53

X40

X
X41

54

X

X

X47
X55

X

X

14. Italy
X36

X
X42
X43
X49

X48
56

13. Ireland

12. Hungary

11. Germany

9.

10. France

Finland

Estonia
8.

England&
Wales
7.

Czech
Republic
5.

X45
X51

Denmark

Canada
4.

X
X37

6.

Belgium

Austria

X35

3.

1.

X=applicable

2.

Result table 4. Co-payment of pharmaceuticals
(jurisdictions 1-15)

Australia
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X57

34

Prescription fees (named “ticket”) – a fixed amount per prescription and/or per pack, (decided at regional level)
Any extra charge for a higher priced benefit than the benchmark price is paid by the patient, together with their usual patient contribution. Under the brand premium arrangements,
reimbursement to pharmacists is based on the lowest-priced brand. Any extra charge for a higher priced brand is paid by the patient, together with their usual patient contribution
36
A co-payment for pharmaceuticals in the form of payment of the difference between the price of a more expensive pharmaceutical compared to the cheaper product containing the
same active ingredient (reference price)
37
€ 4.90
38
Only if the price is fully reimbursed (30 Czech koruna in 2010)
39
DKK 10.0 in 2010
40
£7.20 in 2010
41
Patients have to pay a fixed co-payment (prescription fee) of € 1.28 in the 100% and 75%/90% reimbursement categories and of € 3.20 in the 50% reimbursement category
(2008)
42
only applicable to Medical card holders which you receive below a certain income level. In that case you pay 50 cent charge per prescription item, subject to a monthly ceiling of
€10 per family. (From 1 October 2010)
43
Non-medical card holders who are subject to the drug payment schedule (DPS) pay a maximum of €120 a month (from January 2010) for approved prescribed pharmaceuticals,
pharmaceuticals and certain appliances for use by yourself and your family in that month. In order to qualify for this scheme, you must be ordinarily resident in Ireland.
44
2% of the annual income of the insured patient
45
Annual threshold for vulnerable groups (criteria: income, age, social status)
46
5000 Czech koruna and 2500 Czech koruna (2010) for pensioned and children
47
Annual ceiling of Euro 675.39 (2011)
48
There is an out of pocket maximum of 2% of gross income per year. This co-payment is charged supplementary to any amount payable above the reference price
49
Medical card holders (which you receive below a certain income level) are subject to a monthly ceiling of €10 per family (From 1 October 2010)
50
The co-payment ceiling (AU$324, 2010) and fixed fee (AU$5.40, then nil after AU$324) is lower for concession card holders
51
Reduced co-payment rates of 15% instead of 25% for patients with so-called preferential reimbursement status (widows, orphans, retired persons, disabled people, low income,
etc.)
52
Outpatient pharmaceuticals finance differs across provinces
53
Supplementary reimbursement schemes exist for the disabled, pensioners and low income groups (outpatient pharmaceuticals)
35
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Estonia

Finland

8.

9.

14. Italy

England&
Wales
7.

13. Ireland

Denmark
6.

12. Hungary

Czech
Republic
5.

11. Germany

Canada
4.

10. France

Belgium
3.

Austria
2.

X=applicable

Australia

Result table 4. Co-payment of pharmaceuticals
(jurisdictions 1-15)
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Pharmaceuticals for inpatient use
% of price
Fixed fee
Payment of difference between reference price and retail price
Prescription fee
Deductible*
Annual co-payment ceiling**
Other

X58

X59

X60

X61

X62

54
1) Reduced co-payment rates of 10% instead of 25% for vulnerable groups 2) Patients with private expenses for reimbursable pharmaceuticals between € 384.- and € 1,278.- per
year qualify for supplementary benefits from the EHIF (if the overall sum of private pharmaceutical expenditure lies between € 384.- and € 639.- per year, the EHIF reimburses 50%
of the sum above € 384.-, if the private pharmaceutical expenditure lies between € 639.- and € 1,278.- per year, the EHIF reimburses 75% of the sum above € 639.-. If
pharmaceutical expenditure is above € 1,278.-, the additional benefit is limited to € 607.- per year)
Patients have to apply for this benefit only once in their lifetime and from then on the EHIF calculates and pays the benefits automatically on a quarterly basis. However, private
expenses considered neither include the prescription fees and the sums paid above the reference price of the pharmaceuticals nor any self-medication (2008).
55
Social assistance by the local municipal authorities covering the cost of pharmaceuticals is available to people with low incomes, pensioners receiving support, children and people
with disabilities
56
Co-payment exemptions for socially disadvantaged people (income less than € 7,083 - annually)
57
there is special reimbursement for people with low income (reimbursement for socially disadvantaged persons). Approximately 5% of the population are eligible to pharmaceuticals
reimbursed at 100% according to a separate list, revised each year by a committee with representatives of the OEP, the NEFMI, the MOK and the MGYK. This list also comprises about
100 OTC products
58
co-payment for inpatient care: 7,50 euro per day (not pharmaceutical specific)
59
a fixed daily amount of € 0.62 for dispensed reimbursed pharmaceutical. Ad 5) only applicable pharmaceuticals dispensed inside the hospital, otherwise outpatient rules are
applicable
60
for each day spent at hospital the patient pays a fixed amount including all expenditure
61
10 euro per inpatient day with a max of 28 days (not specific for pharmaceuticals)
62
In general in private hospitals the co-payment rules of the PBS are applicable. In public hospitals no co-payment is requested
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30. USA

29. Turkey

28. Switzerland

27. Sweden

26. Spain

25. Slovenia

24. Slovakia

23. Scotland

22. Portugal

21. Poland

20. Norway

19. New Zealand

18. Netherlands

15. Latvia

X=applicable

17. Malta

Result table 4. Co-payment of pharmaceuticals
(jurisdictions 16-31)

16. Luxembourg
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Can the following co-financing options for reimbursed
pharmaceuticals be applicable?

Pharmaceuticals for outpatient use
% of price
Fixed fee
Payment of difference between reference price and retail price
Prescription fee
Deductible*

X
X

X63

X64

X

X65

X

X66

X

X
X

X74

X67

X68

X69

X77

X
X78

X70

X71
X72
X76

X73

X
X75

63

20% for most pharmaceuticals, 60% for pharmaceuticals which are considered of minor interest in the course of treatment, e.g. minor painkillers. There is no co-payment on
pharmaceuticals for certain chronic or severe diseases, e.g. cancer
64
In 2008 63% of pharmaceutical price was reimbursed for pharmaceuticals on schedule 2, 3a and 3b. The limit of co-payment was NOK 510 (€63) per prescription
65
For the general regime the % co-payment varies from 5-85%. For the special regime (pensioners with income below the national minimum wage) the % co-payment varies from 070%
66
100% reimbursement for pharmaceuticals on the positive pharmaceutical list applied in prevention and in therapy of the specified groups of insured persons and of the diseases and
health states defined in paragraph 1 of Article 23 of the Law on Health Care and Health Insurance (see above); 75% reimbursement for all other pharmaceuticals on the positive
pharmaceutical list; 25% reimbursement for the pharmaceuticals on the intermediate pharmaceutical list
67
40% for active workers; 10% (with a ceiling of 2.64 € per package) for chronic or severe diseases; Free for retired people
68
Percentage co-payment rates, decreasing with rising pharmaceutical expenditure and no co-payment above a maximum limit. 0% reimb (€0-€96,96 euro), 50% reimb (€96,96€183,15), 75% reimb (€183,15-€355,52), 90% reimb (€355,52-€463,25), 100% reimb (>€463,25). (defined in Act on Pharmaceutical Benefits)
69
10% co-payment; In order to encourage the use of generic pharmaceuticals, the co-payment increases from 10% to 20% if the patient asks for the brand-name pharmaceutical
70
20% co-payment
71
$3
72
For pharmaceuticals on list 1A there is a maximum reimbursement price
73
There is no reference price system however, patient has to pay difference between cheapest pharmaceutical and the one consumed unless exemption is indicated by physician
74
In 2003 a new reimbursement measure has been implemented: a maximum allowable cost for similar pharmaceuticals (so called reference pricing on generic level). If the price of
any product is higher than the reference price, the difference will have to be paid by the patient (co-payment). In 2005, 42 INN have been included with 256 presentations. Included
pharmaceuticals represent 41% of pharmaceutical consumption in DDD’s and 32% of expenditures
75
About 8 Turkish Lira
76
Ceiling in 2011 is €170
77
€96,96
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Annual co-payment ceiling**
Other

X79

X80
X83

X81
84

X

30. USA

29. Turkey

28. Switzerland

27. Sweden

26. Spain

25. Slovenia

24. Slovakia

23. Scotland

22. Portugal

21. Poland

20. Norway

19. New Zealand

18. Netherlands

15. Latvia

X=applicable

17. Malta

Result table 4. Co-payment of pharmaceuticals
(jurisdictions 16-31)

16. Luxembourg
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X82
X85

Pharmaceuticals for inpatient use
% of price
Fixed fee
X86
X87
Payment of difference between reference price and retail price
Prescription fee
Deductible*
X88
Annual co-payment ceiling**
Other
X89
X85
* Deductible: is a fixed amount which the patient has to pay for a defined period before the cost is fully or partially reimbursed
** Annual co-payment ceiling: a limitation of the annual maximum amount of co-payment to be borne by a patient (e.g. a maximum co-payment per prescription like in Belgium,
or annual ceilings of private expenses on pharmaceuticals and/or on health care in Germany and Luxembourg).

78

There is a minimum (depending upon the insurance tariff one has to pay it can be higher) “deductible” of 300 Swiss Francs per year
The expenses may not exceed 2.5% of the net income. Patients list their co-payment for the previous year and submit the list to the sickness fund, so they get the amount above
the threshold reimbursed
80
Annual ceiling of NOK 1740 (€216) per patient
81
Co-payment ceiling of Euro 194 per 12-month period in primary care - except insulin which is totally free of charge
82
There is a ceiling of 700 Swiss francs per year for the 10% participation of the patients to the care costs on addition to the minimum deductible of 300 per annum
83
exemption rule on co-payment: reimbursement is 100% for children <12 years and low-income pensioners
84
In Scotland all prescription charges were abolished on 1st April 2011
85
Every health plan has a separate co-financing scheme. The medicare Part D is a federal programme to subsidise the cost of pharmaceuticals for medicare beneficiaries. For
Medicaid, there are federally-imposed upper limits and specific restrictions, each State generally has broad discretion in determining the payment methodology and payment rate for
services
86
Daily fee of Euro 8,6 per day in hospital covering both pharmaceuticals and other treatments
87
There is a daily co-payment fee for hospital care
88
Ceiling in 2011 is €170
89
There is an option for co-payment if a pharmaceutical is not funded by the NHS. However this is very rarely used
79
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Number jurisdictions

Result table 4. Summary table: Co-payment of pharmaceuticals

%

% of price
Fixed fee
Payment of difference between reference price and retail price

18
5

60%
17%

16

53%

Prescription fee
Deductible*
Annual co-payment ceiling**
Other

9
4
12
10

30%
13%
40%
33%

% of price
Fixed fee
Payment of difference between reference price and retail price

0
6

0%
20%

0

0%

Prescription fee
Deductible*
Annual co-payment ceiling**
Other

0
1
0
3

0%
3%
0%
10%

Number of
jurisdictions included
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Can the following co-financing options for reimbursed pharmaceuticals be applicable?

Pharmaceuticals for outpatient use

30

Pharmaceuticals for inpatient use
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12. Hungary

A91
A
A
A
A

N
A
A
A
A

N
N
N
N
N

A
A
A
A
A

N92
N92
N92
N92
N92

A93
A93
A93
A93
A93

N
N
N
N
N

S
A
A
A
S

S
S
S
S
S

N
N
N
N
N

S
A
A
A
A

N
N
N
N
N

A
A
A
A
A

A90
A90
A90
A90
A90

A91
A
A
A
A

14. Italy

8.

13. Ireland

11. Germany

A90
A90
A90
A90
A90

A
A
A
A
A

Finland

A
A
A
A
A

N
S
S
S
S

Estonia

10. France

England&
Wales
7.

9.

Denmark

N
S
S
S
S

Czech
Republic

S
A
A
A
A

5.

A
A
A
A
A

Canada

A
A
A
A
A

4.

S
A
A
A
S

Belgium

S
A
S
S
N

3.
A
A
A
A
A

Austria
A
A
A
A
A

2.

N
A
A
A
A

Australia

A=always
S=sometimes
N=never

1.

Result table 5. Pharmaceuticals that are subject to
reimbursement evaluations (jurisdictions 1-15)

6.

Result table 5. Pharmaceuticals that are subject to reimbursement evaluations

Are the following groups of (reimbursed) prescription
pharmaceuticals subject to reimbursement
evaluations?

Pharmaceuticals for outpatient use
Generics
Branded
Oncology
Autoimmune diseases (RA, MS, etc)
Orphan

Pharmaceuticals for inpatient use
Generics
Branded
Oncology
Autoimmune diseases (RA, MS, etc)
Orphan

90
All new pharmaceuticals are subject to a reimbursement evaluation since September 2009. This evaluation takes the form of an initial preliminary rapid review (4 weeks) that
examines the cost and effectiveness of the pharmaceutical relative to existing products that are reimbursed in the Irish healthcare setting and the potential budget impact of the new
medicine. Following this review, a decision is made to reimburse the drug or to proceed with a full rapid assessment (90 days)
91
Limited assessment
92
No national assessments are performed however hospitals may have their own mechanisms to do such reviews
93
The evaluation is limited to a maximum price evaluation
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23. Scotland

24. Slovakia

25. Slovenia

26. Spain

27. Sweden

28. Switzerland

N
A
A
A
A

A
A
A
A
A

A
A
A
A
A

A94
A94
A94
A94
A94

A
A
A
A
A

N
S
A
A
A

A
A
A
A
A

A
A
A
A
A

S
A
A
A
A

A
A
A
A
A

A
A
A
A
A

N
A
A
A
A

S
S
S
S
S

A
A
A
A
A

N
N
N
N
N

S
S
S
S
A

N
S
S
S
S

S
S
S
S
S

N
N
N
N
N

S
S
S
S
S

A
A
A
A
A

N
S
A
A
A

A
A
S
S
S

N
S96
S96
S96
S96

S95
A
A
A
A

N
N
N
N
N

N
N
N
N
N

N
A
A
A
A

S
S
S
S
S

30. USA

22. Portugal

S
S
S
S
A

29. Turkey

18. Netherlands

A
A
A
A
A

21. Poland

17. Malta

A
A
A
A
A

20. Norway

16. Luxembourg

A=always
S=sometimes
N=never

15. Latvia

Result table 5. Pharmaceuticals that are subject to
reimbursement evaluations (jurisdictions 16-31)

19. New Zealand
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Are the following groups of (reimbursed) prescription
pharmaceuticals subject to reimbursement evaluations?

Pharmaceuticals for outpatient use
Generics
Branded
Oncology
Autoimmune diseases (RA, MS, etc)
Orphan

Pharmaceuticals for inpatient use
Generics
Branded
Oncology
Autoimmune diseases (RA, MS, etc)
Orphan

94

Mandatory procedure of reimbursement (HTA) evaluation refers to pharmaceuticals which are included in the list for the past 2 years. Pharmaceuticals that have been placed on the
list earlier hadn’t undergone full procedure (only a kind of budget impact analysis)
95
All new pharmaceuticals approved or with new indications obtained after January 2007 are subject to reimbursement evaluation except generics approved for hospital use before
January 2007
96
Expensive hospital pharmaceuticals (with a threshold of > €5.000 per patient per year) are subject to a reimbursement evaluation
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Result table 5. Summary table: Pharmaceuticals that
are subject to reimbursement evaluations

A

S

N

Total

%A

%S

%N

Total

18
25
25
25
25

6
5
5
5
4

6
0
0
0
1

30
30
30
30
30

60%
83%
83%
83%
83%

20%
17%
17%
17%
13%

20%
0%
0%
0%
3%

100%
100%
100%
100%
100%

8
13
13
13
13

8
8
8
8
8

14
9
9
9
9

30
30
30
30
30

27%
43%
43%
43%
43%

27%
27%
27%
27%
27%

47%
30%
30%
30%
30%

100%
100%
100%
100%
100%

Pharmaceuticals for outpatient use
Generics
Branded
Oncology
Autoimmune diseases (RA, MS, etc)
Orphan
Pharmaceuticals for inpatient use
Generics
Branded
Oncology
Autoimmune diseases (RA, MS, etc)
Orphan
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14. Italy

13. Ireland

12. Hungary

11. Germany

9.

10. France

Finland

Estonia
8.

England&
Wales97
7.

X
X

Denmark

Czech
Republic
5.

NA117
NA117

6.

Canada
4.

X99
X99

Belgium

Austria

X
X
X
X

X
X99
X111

NA100
NA100
NA100
NA100
NA100
NA100
NA100
NA100
NA100

3.

1.

NA=not applicable
X=applicable

2.

Result table 6. Criteria used for reimbursement
decisions (jurisdictions 1-15)

Australia

Result table 6. Criteria used for reimbursement decisions

Which criteria are used for reimbursement decisions of
pharmaceuticals?

Pharmaceuticals for outpatient use
Efficacy/effectiveness
Safety
Severity of disease
Cost-effectiveness
Cost containment
Value for money
Budget impact
Ease of use (patient friendliness)
Other, …

X
X

X99
X99

X

X104

X102

X
X108
X110

X98
X98

NA
NA

X98
X98
X102
X103
X103
X

X
X

X
X101

X

X

X106

X107

X
X
X112

X
X
X
X
X
X
X

X
X
X
X

X
X
X

X
X

X114

X115

x
x
x
x
x
x
x
x
x116

X
X

NA
NA

x
x

X105

X
X

X109
X113

x
x
x
x
x

X
X
X
X

x
x
x

X

x
x

X
X

Pharmaceuticals for inpatient use
Efficacy/effectiveness
Safety

NA
NA

X109

X
X

NA
NA

97

The criteria presented are criteria for health technology assessment as reimbursement decisions are a regional responsibility
The conditions in which use has been demonstrated to be effective and safe compared to other therapies and considering comparative costs
99
As part of the therapeutic value (efficacy, effectiveness, side-effects, applicability and ease of use)
100
Criteria differ according to province
101
Is included as part of the relative effectiveness assessment in that adverse events with the new pharmaceutical compared with its comparator are included in the overall benefit
modeling
102
A range of other factors, costs and health benefits are relevant. These factors may include, for example, costs of hospitalization or other alternative medical treatment that may be
required, as well as less tangible factors such as patients' quality of life
103
The PBAC is required to ensure that the money that the community spends in subsidising the PBS represents cost-effective expenditure of taxpayers' funds
104
Only applicable for list 1: pharmaceuticals with added value
105
Wirtschaftlichkeit
106
The price of the product must be proportionate to its therapeutic value
98
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X
X118

NA
NA
NA
NA
NA
NA
NA

X
X107

X
X
X
X
X
X119

NA
NA
NA
NA
NA
NA
NA

X

X114

NA
NA
NA
NA
NA
NA
NA

x
x
x
x
x
x
x116

x
x
x

14. Italy

13. Ireland

12. Hungary

11. Germany

10. France

Finland
9.

Estonia
8.

England&
Wales97
7.

X
X
X

Denmark

NA117
NA117
NA117
NA117
NA117
NA117
NA117

6.

Belgium

Czech
Republic

X102

X
X99
X111

5.

X103
X

X104

Canada

NA
NA
NA
NA
NA
NA
NA

3.

Austria

X102
X103

4.

Severity of disease
Cost-effectiveness
Cost containment
Value for money
Budget impact
Ease of use (patient friendliness)
Other, …

2.

NA=not applicable
X=applicable

1.

Result table 6. Criteria used for reimbursement
decisions (jurisdictions 1-15)

Australia
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X
X

x
x
x

X

107

Considered the same as cost-effectiveness
Expected duration and treatment frequency
109
If ease of use has a proven impact on quality of life it would be included
110
Perceived degree of innovation
111
1) Applicability 2) price 3) medical need (included in legal act: therapeutic value, price, medical need, budget impact, cost-effectiveness)
112
1) If the impact is positive on the SHI system 2) Quality
113
Need for alternatives
114
1) Existence of therapeutic alternatives 2) Impact in terms of public health (burden of disease, health impact at the community level, transposibility of clinical trial results) 3)
Characteristics of the drug: preventive, symptomatic or curative'
115
Necessity and efficiency
116
1) lack of alternative therapies, 2) prescription status
117
Criteria may differ according to province, region and/or hospital
118
1) if the impact is positive on the SHI system 2) Quality
119
Need for alternatives
108
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30. USA

29. Turkey

28. Switzerland

27. Sweden

26. Spain

25. Slovenia

24. Slovakia

23. Scotland120

22. Portugal

21. Poland

20. Norway

19. New Zealand

17. Malta

X
X131

X
X
X
X
X
X
X
X
X132

15. Latvia

X=applicable

16. Luxembourg

Result table 6. Criteria used for reimbursement
decisions (jurisdictions 16-31)

18. Netherlands
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Which criteria are used for reimbursement decisions
of pharmaceuticals?

Pharmaceuticals for outpatient use
Effectiveness
Safety
Severity of disease
Cost-effectiveness
Cost containment
Value for money
Budget impact
Ease of use (patient friendliness)
Other, …

X
X
X
X
X

X
X
X
X

X

X

X

X121
X121
X

X
X129
X133

X
X
X
X
X
X
X
X
X134

X
124

X
X

X
X
X
X

X
X
X
X

X122
X122
X125
X

X
X
X
X

X128

X

X128
X

X
X
X

X
X

X
X
X

X

x
x
x
x

X
X
X
X

(x)130
X137

X
X138

X
X
X
X126

X127

X

X
X
X135

X
X
X136

X

NA123
NA123
NA123
NA123
NA123
NA123
NA123
NA123
NA123

120

The criteria presented are criteria for health technology assessment as reimbursement decisions are a regional responsibility
Effectiveness and safety are expressed as positive effects and negative effects
The relative effectiveness/safety is considered
123
Criteria differ according to health plan, although many health plans adhere to the guidelines for formulary submission dossiers by the Academy of Managed Care Pharmacy (AMCP).
124
Safety can be assessed within the cost-effectiveness analysis, but not on a regular/systematical basis (depends on whether data were provided by the marketing authorization
holder. The marketing authorization holder has to demonstrate seriousness of disease/condition, that long-term treatment is necessary (more than 3 months), efficacy and costeffectiveness to be granted reimbursement
125
Only in some cases and it is not a major criterion
126
Sometimes, in combination with budget impact
127
The price of the product must be proportionate to that of the available alternatives when comparing the therapeutic usefulness
128
Considered the same as cost-effectiveness
129
However, it is not a major criterion
130
Sometimes
131
Patient need
132
1) Innovation (included in legal act) 2) availability and versatility of medicinal product (included in legal act) 3) Value of the medicine as indicated by the Medical Experts 4)
Recommendations given by organizations providing national guidance 5) Situation in other countries
133
Experience and suitability
134
a) health need of people, b) availability of alternatives, c) direct cost to health service users, d) government priorities, e) "such other criteria as PHARMAC thinks fit"
121
122
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30. USA

29. Turkey

28. Switzerland

27. Sweden

26. Spain

25. Slovenia

24. Slovakia

23. Scotland120

22. Portugal

21. Poland

20. Norway

19. New Zealand

18. Netherlands

15. Latvia

X=applicable

17. Malta

Result table 6. Criteria used for reimbursement
decisions (jurisdictions 16-31)

16. Luxembourg
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Pharmaceuticals for inpatient use
Effectiveness

X

NA

X

X121,
139

X

NA

X

X

X140

X

X

X

x

NA

X

NA123

X

NA

X

X

X140

X

X

X

x

NA

X

NA123

X

NA

X

X

X142

X

X

x

NA

X

NA123

X
X
X
X
X

NA
NA
NA
NA
NA

X

X

X

X

x

NA
NA
NA
NA
NA

X

NA123
NA123
NA123
NA123
NA123

121,

Safety

X

NA

X

X

139
141

Severity of disease
Cost-effectiveness
Cost containment
Value for money
Budget impact
Ease of use (patient friendliness)
Other, …

X

NA

X

X
X

NA
NA
NA
NA
NA

X
X
X
X
X

X
X

X132

X

,

139

X

X
X129
X133,
139

X146

X
143

X
X

X144
X

X144
X

X
X
X

X
X

X
X

(x)145

X147

X136

X148

X126

NA123

135

1) ethical aspects, 2) public priorities, 3) therapeutic value (if no comparison is available, 4) recommendations of reference sources (nice, CVZ etc)
1) the specific necessities of certain groups of people 2) the degree of innovation of the pharmaceutical 3) Existence of pharmaceuticals or other alternatives for the same diseases
137
Marginal utility, which means that there are no other available pharmaceuticals or methods of treatment deemed considerably more suitable. This is generally also referred to as
addition patient utility
138
Daily therapy costs when comparing pharmaceuticals
139
Only expensive hospital pharmaceuticals are evaluated that require additional funding. After 4 years they are re-evaluated
140
The relative effectiveness/safety is considered
141
Severity of disease is only considered at the re-evaluations after 4 years
142
Only in some cases and it is not a major criterion
143
The price of the product must be proportionate to that of the available alternatives when comparing the therapeutic usefulness
144
Considered the same as cost-effectiveness
145
sometimes
146
a) health need of people, b) availability of alternatives c) direct cost to health service users d) government priorities e) "such other criteria as PHARMAC thinks fit"
147
1) ethical aspects, 2) public priorities, 3) therapeutic value (if no comparison is available, 4) recommendations of reference sources (nice, CVZ etc)
148
Marginal utility, which means that there are no other available pharmaceuticals or methods of treatment deemed considerably more suitable. This is generally also referred to as
addition patient utility
136
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X= applicable

Jurisdictions not
applicable149

Number jurisdictions

Result table 6. Summary table: Criteria used for reimbursement decisions

X

%

28
27
21
26
7
14
19
17
16

100%
96%
75%
93%
25%
50%
68%
61%
57%

22
22
18
20
8
11
17
13
13

100%
100%
82%
91%
36%
50%
77%
59%
59%

Which criteria are used for reimbursement decisions of pharmaceuticals?

Pharmaceuticals for outpatient use

30

2

Effectiveness
Safety
Severity of disease
Cost-effectiveness
Cost containment
Value for money
Budget impact
Ease of use (patient friendliness)
Other, …

Pharmaceuticals for inpatient use

30
Effectiveness
Safety
Severity of disease
Cost-effectiveness
Cost containment
Value for money
Budget impact
Ease of use (patient friendliness)
Other, …

149

8

Countries in which no national reimbursement evaluation is performed for pharmaceuticals for inpatient use
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11. Germany

England&
Wales
7.

Y

Y

Y

Y

Y

Y

Y

Y150

Y

Y

Y

N

Y

Y

N

Y

Y

N

Y

Y

Y

N

Y

Y

Y

Y151

NA

NA

Y152

Y153

NA

Y154

NA

NA

NA

Y150

NA

NA

NA

14. Italy

13. Ireland

10. France

Finland
9.

8.

3.

Austria
2.

12. Hungary

Y

Estonia

Czech
Republic
5.

Y

1.
Are rapid (single) technology* assessments of pharmaceuticals
carried out in the jurisdiction to support decision making on
reimbursement?
Are these subject to the timeframe of the Transparency Directive
89/105/EEC (e.g. a timeframe of 90/180 days)?
Are these subject to a different timeframe than the Transparency
Directive?

Denmark

Canada

Y

NA=not applicable
Y=yes
N=No

Belgium

4.

Australia

Result table 7. Are (single) rapid and/or full assessments
of pharmaceuticals performed and timeframe (1-17)

6.

Result table 7. Are (single) rapid and/or full assessments of pharmaceuticals performed and timeframe

Are full assessments** of pharmaceuticals carried out in the
Y
Y
Y
Y
N
Y
Y
N
N
Y
Y
N
Y
Y155
jurisdiction to support decision making on reimbursement?
Are these subject to a specific timeframe?
N
N
N
N
NA
N
Y156
NA
NA
N
N
NA
N
N
* (Single) rapid assessment are assessments of a new pharmaceutical at the time of introduction to the market in comparison to one or more alternative interventions.
** Full assessments of pharmaceuticals are assessments (non-rapid) of (all) available technolog(y)(ies) for a particular step in a treatment pathway or a specific condition.

150
As of 1 January 2011 a new law was introduced, the Arzneimittel marktneuordnungsgesetz (law for pharmaceuticals that are introduced on the market). The law implies that for all
new pharmaceuticals are assessed compared to an appropriate comparator within 3 months after introduction to the market
151
All submissions lodged by the PBAC's due date are considered by PBAC within 17 weeks
152
19 to 25 weeks
153
According to the Czech Law - approx. 75 and 160 days
154
Approx 39 weeks
155
This is a new initiative: the first assessment is currently ongoing
156
Approx 54 weeks
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17. Malta

18. Netherlands

20. Norway

21. Poland

22. Portugal

23. Scotland

24. Slovakia

25. Slovenia

26. Spain

27. Sweden

28. Switzerland

29. Turkey

30. USA

Are rapid (single) technology* assessments of pharmaceuticals
carried out in the jurisdiction to support decision making on
reimbursement?
Are these subject to the timeframe of the Transparency
Directive 89/105/EEC (e.g. a timeframe of 90/180 days)?
If not subject to the Transparency Directive 89/105/EEC, are
these subject to a different timeframe?

16. Luxembourg

X=applicable

15. Latvia

Result table 7. Are (single) rapid and/or full
assessments of pharmaceuticals performed and
timeframe (jurisdictions 16-31)

19. New Zealand
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Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

Y

N

Y

Y

Y

Y

N

Y157

Y

Y

N

Y

Y

Y

Y

N

N

NA

NA

NA

NA

NA

N

Y157

NA

NA

Y158

NA

NA

NA

NA

N

Y159

NA

N

N

Y

N162

Y

N163

Y

N

Are full assessments** of pharmaceuticals carried out in the
Y
N
N
N160
Y
Y
Y
N161
jurisdiction to support decision making on reimbursement?
Are these subject to a specific timeframe?
N
NA
NA
NA
N
N
N
NA
* (Single) rapid assessment are assessments of a new pharmaceutical at the time of introduction to the market in comparison
** Full assessments of pharmaceuticals are assessments (non-rapid) of (all) available technolog(y)(ies) for a particular step in

157
158
159
160
161
162
163

NA
NA
N
NA
N
NA
Y
to one or more alternative interventions.
a treatment pathway or a specific condition.n

159

NA

But not if the decision is passed on to the MoH. In that case there is no timeframe
18 weeks from the date of submission
3 months
Full assessments are performed only very occasionally
This will be introduced in 2011
At national level, they are not. At regional level they are performed by agencies and hospitals to support decision making on rational use.
In theory this could be performed, however it never has happened in practice
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Result table 7. Summary table: Are (single) rapid and/or
full assessments of pharmaceuticals performed and
timeframe
NA=not applicable
Y=yes
N=No

Are rapid (single) technology* assessments of pharmaceuticals
carried out in the jurisdiction to support decision making on
reimbursement?
Are these subject to the timeframe of the Transparency Directive
89/105/EEC (e.g. a timeframe of 90/180 days)?
Are these subject to a different timeframe than the Transparency
Directive?

Are full assessments** of pharmaceuticals carried out in the
jurisdiction to support decision making on reimbursement?
Are these subject to a specific timeframe?

Y

N

NA

Total

%Y

%N

Total

29

1

0

30

97%

3%

100%

21

8

1

30

72%

28%

100%

8

2

20

30

80%

20%

100%

17

13

0

30

57%

43%

100%

2

15

13

30

12%

88%

100%

* (Single) rapid assessment are assessments of a new pharmaceutical at the time of introduction to the market in comparison to one or more alternative interventions.
** Full assessments of pharmaceuticals are assessments (non-rapid) of (all) available technolog(y)(ies) for a particular step in a treatment pathway or a specific condition.
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S
S171
S176

A
N
N

N
N
A172
N

168

S
S
S177

S
S173
N

S
S174
S178

S165
169

S
S
S179

14. Italy

N

168

13. Ireland

N

12. Hungary

N

11. Germany

Finland

Estonia

England&
Wales

N

10. France

A
N
N

167

Denmark

Czech
Republic
5.
N

7.

Canada164

A
S
S175

N

9.

A
S
N

N

8.

A
N170
N170

4.

N

Belgium

N

3.

Austria
2.

How is the reimbursement assessment initiated?
All pharmaceuticals that receive marketing authorisation will automatically
undergo a pricing/reimbursement evaluation:
Reimbursement application by manufacturer
Initiated by organisation that performs the assessment
Initiated by other agency, namely……………………………………………………….:

Australia

NA=no national reimbursement evaluation
A=always
S=sometimes
N=never

1.

Result table 8. Initiation of reimbursement assessment (jurisdictions
1-15)

6.

Result table 8. Initiation of reimbursement assessment

N

A166

N

168

A
N
A181

A
N
N

S
S
S180

164

Answer is applicable to common drug review programm
This is the general procedure for all newly approved pharmaceuticals (i.e. pharmaceuticals with new active ingredients) after January 1, 2011 and all new indications of
pharmaceuticals approved after January 1, 2011
166
Since September 2009, the NCPE in collaboration with the HSE Corporate Pharmaceutical Unit (HSE-CPU), consider the cost-effectiveness of all new pharmaceuticals. In practice,
all new pharmaceuticals are subjected to a preliminary rapid review. The term ‘preliminary rapid review’ as used describes a preliminary process whereby a quick review (4 weeks) of
the new pharmaceutical is undertaken. The manufacturers submit initial briefing information per the following template:
http://www.ncpe.ie/document.php?cid=26&sid=145&docid=200
this information is reviewed and a decision made to a) reimburse the product or b) subject the pharmaceutical to a full pharmacoeconomic evaluation
167
Mostly
168
This is the general procedure and therefore most often applicable. For rapid assessment, the first assessment is always initiated following a reimbursement application by
marketing authorisation holder
169
In case new clinical data become available, a marketing authorisation holder can apply for a re-evaluation
170
Since 1990, we have had more than 1500 "major" submissions, and less than 10 would have been not provided by the manufacturer/sponsor. These others would have been
lodged by patient or prescriber groups and these usually resulted in pressure on the manufacturer to lodge a submission rather than a recommendation to list. At the very least, there
needs to be confirmation from the manufacturer/sponsor that it is prepared to supply the pharmaceutical on the PBS and to propose the prices for listing. In addition, as the section
on full assessments indicates, government and PBAC can initiate a review of current PBS listings, and often these are across multiple pharmaceuticals
171
On a regular basis for reassessments
172
Topic selection is done by NICE and the Department of Health together, involving the national horizon scanning centre and condition specific expert panels, all based on published
criteria. After this, NICE does the scoping after which the Department of Health will refer to NICE of not
173
The Pharmaceuticals Pricing Board may, on its own initiative, examine the reasonability of a medicinal product’s wholesale price and reimbursement status and decide to terminate
the confirmed wholesale price and reimbursement status
165
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Can the assessment be initiated pre-marketing authorisation?

A

S182

S184

S186

N

N

S187

N

N

N

14. Italy

13. Ireland

12. Hungary

11. Germany

10. France

Finland
9.

Estonia

England&
Wales

A185

8.

Denmark

7.

Czech
Republic
5.

S183

6.

Canada164

Belgium

Austria
N

3.

1.

NA=no national reimbursement evaluation
A=always
S=sometimes
N=never

2.

Australia

Result table 8. Initiation of reimbursement assessment (jurisdictions
1-15)

4.
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S188

174

Re-assessment to maintain inscription on the list of reimbursed pharmaceuticals is every 5 years for pharmaceuticals listed for admission to community pharmacies and at any time
for all drugs when significant new information is available. In addition, full assessment of pharmaceuticals (with the same indication and/or within the same pharmaceutical class) can
be initiated according to HAS programm
175
Ministry of Social affairs: they can suggest reclassifications of a group of pharmaceuticals
176
Health insurers sometimes request reassessments
177
Professional associations
178
Full assessment of pharmaceuticals (with the same indication and/or within the same pharmaceutical class) are initiated on specific request from health authorities (disinvestment
program, eficiency of therapeutic strategy of hypertension, statins) or according to HAS program (Growth hormones in patients without deficit, hypertension,...).
179
Ministry of health or G-BA
180
National Health Insurance Fund Administration of Hungary
181
Health Service Executive
182
Since December 2007, pharmaceutical companies are allowed to already submit class 1 reimbursement applications to the Reimbursement Committee, from the moment that they
dispose of a positive advice of the CHMP (Committee for Medicinal Products for Human Use). In this case, the evaluation by the expert can start earlier, whilst the actual
reimbursement procedure on Reimbursement Committee level can still only be launched after reception of the market authorisation
183
Manufacturers may file a pre-NOC priority review submission within 60 to 90 days of the anticipated NOC or NOC/c, if the pharmaceutical meets one of the following criteria: 1) the
new pharmaceutical is effective for the treatment of an immediately life-threatening disease or other serious disease for which it offers substantial improvements in clinically important
outcome measures of effectiveness, safety, tolerability, and/or quality of life compared with other available therapies in Canada, or for which no comparable pharmaceutical is
marketed in Canada; 2) or the new pharmaceutical, if listed by all CDR participating drug plans, has the potential to result in combined annual savings to the drug plans of at least
$2.5 million, based on the manufacturer’s list price
184
Only for the special treatment programme (e.g. in case of lack of a vital treatment)
185
If a positive opinion has been issues by the CHMP or national body
186
To provide timely guidance
187
There is a HAS fast-track procedure through reimbursement for innovative health care products: Assessment starts before MA has been granted, and opinion can be issued a few
weeks after marketing authorisation
188
This is however the exemption: only if there is a specific need by the population
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19. New
Zealand

20. Norway

21. Poland

22. Portugal

23. Scotland

24. Slovakia

25. Slovenia

N

N

N

N

N

N

N189

N

N

S
S
S196

S
S
S197

S190
N
S198

S
S
S199

S
S
S200

A
N
N

S
N
S201

A
N
N

A189
N189
N

A
N
N

Can the assessment be initiated pre-marketing authorisation?

N

N

N

S204

S

N

N

N

S

N

30. USA

18. Netherlands

N

29. Turkey

17. Malta

N

28. Switzerland

16. Luxembourg

How is the reimbursement assessment initiated?
All pharmaceuticals that receive marketing authorisation will automatically
undergo a pricing/reimbursement evaluation:
Reimbursement application by manufacturer
Initiated by organisation that performs the assessment
Initiated by other agency, namely……………………………………………………….:

NA=no national reimbursement evaluation
A=always
S=sometimes
N=never

N

N

NA

S
S
S203

S
S195
N

A192
N
N

NA
NA
NA

S206

S207

N

NA

27. Sweden

15. Latvia

Result table 8. Initiation of reimbursement assessment
(jurisdictions 16-31)

26. Spain
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A

N

S
S193
S202

S191
A194
N

N

S205

189

The SMC tracks all pharmaceuticals that received marketing authorisation. Subsequently marketing authorisation holders are actively approached to submit application for a product
assessment. If the marketing authorisation holder refuses to submit an application the product will automatically receive a negative recommendation
190
Most often
191
In case of submissions by the marketing authorisation holder for increases of prices or exclusion from reimbursement
192
Sometimes physicians indicate the need for a evaluation but then they ask the manufacturer to submit the application
193
Mainly for exclusions from positive list
194
Directorate-General for Pharmacy and Healthcare Products
195
Federal Office of Public Health can initiate an assessment of a pharmaceutical if it is important for a treatment and there is no request from the marketing authorisation holder or if
the office thinks it should be excluded from the positive list. In practice, initiations of reimbursement evaluations without application of the marketing authorisation holder rarely
occurs
196
Ministry of Health or health professionals’ organisations
197
Division de la Pharmacie et des médicaments
198
More rarely, however the lead consultant of a specialty (working within the Public Sector) can make a request for a pharmaceutical to be introduced on the Government Formulary
List
199
Health insurer, individual physicians, patient organisations
200
Health professionals, consumer groups or individuals
201
MoH, NHF, national consultants in a medical field suitable for a particular health care service
202
Clinics or hospital
203
Organisation of county councils
204
For instance if the EMA has granted fast approval
205
Sometimes (very few times) the assessment is initiated before the marketing authorisation at request of the applicant as a kind of advise for special pharmaceuticals like
radiopharmaceuticals, etc. In such a cases the most frequently item reviewed is the existence of similars
206
An application can be submitted up to 3 months prior to marketing authorisation
207
PreMA assessment can only be performed for princeps (not for generics)
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How is the reimbursement assessment
initiated?
All pharmaceuticals that receive marketing
authorisation will automatically undergo a
pricing/reimbursement evaluation:
Reimbursement application by manufacturer
Initiated by organisation that performs the
assessment
Initiated by other agency,
namely……………………………………………………….:
Can the assessment be initiated premarketing authorisation?
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A

S

N

Total

%A

%S

%N

Total

2

1

26

29

7%

3%

90%

100%

12

16

1

29

41%

55%

3%

100%

2

15

12

29

7%

52%

41%

100%

1

14

14

29

3%

48%

48%

100%

2

12

15

29

7%

41%

52%

100%

Number jurisdictions

Result table 8. Summary table: Initiation of
reimbursement assessment
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Number jurisdictions
NA
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Result table 9. Agencies/organisations involved in reimbursement decisions
Agency/organisation
that performs the
(single) rapid
assessment*

1.

Australia

Pharmaceutical Benefits
Advisory Committee (PBAC)

Agency/organisation
that performs the
Full assessment

Agency/organisation that
provides advice for making
a reimbursement decision

PBAC 208

PBAC

Department of Health and
Ageing

HBV

Ministry of Social Affairs

Austria

Pharmaceutical Evaluation
Board (HEK, HeilmittelEvaluierungskommission)

HEK

Main Association of Austrian
Social Security Institutions
(HBV, Hauptverband der
österreichischen
Sozialversicherungsträger),
HEK

3.

Belgium

INAMI (FR)/RIZIV (NL)211
(Institut national d'assurance
maladie-invalidité/
RijksInstituut voor Ziekte- en
InvaliditeitsVerzekering)

INAMI/RIZIV

INAMI/RIZIV

4.

Canada

Canadian Agency for Drugs
and Technologies in Health
(CADTH)

CADTH

CADTH

5.

Czech Republic

SÚKL (State Institute for
Drug Control)

NA

SÚKL (State Institute for Drug
Control)

2.

Agency/organisation that
makes the reimbursement
decision

Health care plan for each
province.province/territory
(often within a ministry of
health)
SÚKL (State Institute for Drug
Control). In case of an appeal
by the Marketing
Authorisation Holder the
Ministry of Health will make a
decision.

(Independant)
committee that is
involved in the process
Pharmaceutical Benefits
Advisory Committee
(PBAC), Economics SubCommittee (ESC)209, and
Drug Utilisation SubCommittee (DUSC)210
Independent
Pharmaceutical
Commission (UHK,
Unabhängige
Heilmittelkommission) >>
for appeal procedures
Reimbursement
Committee (CTG)

The Canadian Expert
Drug Advisory Committee
(CEDAC)

NA

208

A few times there have been "multi-technology assessment" submissions from groups of manufacturers/sponsors in the context of a review of current PBS listings
The Economics Sub-Committee assesses the clinical and economic analyses required of all major applications to the PBS
210
The Drug Utilisation Sub-Committee assesses forecasts of pharmaceutical use
211
German abbreviation of the institute: LIKIV:’Landesinstitut für Kranken-und Invalidenversicherung’. English abbreviation of the institute (NIHDI: ‘National Institute for Health) and
Disability Insurance’
209
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6.

Denmark

Agency/organisation
that performs the
(single) rapid
assessment*
Danish Medicines Agency
(DKMA)

7.

England&
Wales

Product sponsor and
academic group

Academic group and
stakeholders

8.

Estonia

Estonian Health Insurance
Fund (EHIF)

NA

Finland

The Pharmaceuticals Pricing
Board (HILA), which is
affiliated to the Ministry of
Social Affairs and Health
(STM)

NA

9.

Agency/organisation
that performs the
Full assessment

Agency/organisation that
provides advice for making
a reimbursement decision

Agency/organisation that
makes the reimbursement
decision

(Independant)
committee that is
involved in the process

DKMA

DKMA (The Reimbursement
Committee of the Danish
Medicines Agency)
National institute of clinical
excellence (NICE), HTA agency
and experts nominated by
stakeholders and selected by
Appraisal Committee Chair
Pharmaceutical Committee
based on input from State
Agency of Medicines (SAM)
and EHIF

DKMA

The Reimbursement
Committee of the Danish
Medicines Agency212213

NICE, Primary Care Trust214

Technology appraisal
committee

Ministry of Health

Pharmaceutical
Committee

HILA, Expert group within
HILA, Social Insurance
Institution of Finland (Kela)

HILA

Not applicable

Commission de la
Transparence
(Transparency
Committee)

10. France

Haute Autorité de Santé
(HAS) (French National
Authority for Health)

HAS

HAS

Ministry of Health and Social
Affairs (Ministère de la Santé
et des Affaires Sociales)

11. Germany

Institut für Qualität und
Wirtschaftlichkeit im
Gesundheitswesen (IQWIG)
or Gemeinsamer
Bundesausschuss (G-BA –
Federal Joint Committee) or
third party

IQWIG or G-BA

IQWIG215 and G-BA committee
(Unterausschuss Arzneimittel)

G-BA plenum

G-BA committee
(Unterausschuss
Arzneimittel)

12. Hungary

ESKI (National Institute for
Strategic Health Research)

National Health Insurance
Fund Administration (NHFHA),
the Health Technology

NHFHA: The Head of the
Pharmaceutical Department
for outpatient

TAC

NA

212

The Committee consists of 6 medical doctors and one representative from The Danish Regions (Payer)
Recommends to the DKMA (step 2)
214
Decisions of NICE with positive outcome are obliged to be adopted, however negative decisions not
215
IQWiG provides a recommendation for the interpretation of the evidence. The recommendation as to whether the health technology can/should be funded is made by a G-BA
committee (Unterausschuss Arzneimittel). The decision on funding is made by the G-BA plenum
213
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Agency/organisation
that performs the
(single) rapid
assessment*

13. Ireland

14. Italy

15. Latvia

16. Luxembourg

17. Malta

216

National Centre for
Pharmacoeconomics (NCPE)
The Technical Scientific
Committee (CTS) within the
AIFA (Agenzia Italiana del
Farmaco)
The Centre of Health
Economics of Latvia (CHE)
Ministère de la Sécurité
Sociale, Contrôle medical:
Department of medical
control
Ministry for Health, the
Elderly and Community Care
(The pharmacists at the
Directorate of
Pharmaceutical Policy and
Monitoring)

Agency/organisation
that performs the
Full assessment

Stakeholders. Academic
Groups, NCPE, Health
Information and Quality
Authority (HIQA)

Agency/organisation that
provides advice for making
a reimbursement decision

Agency/organisation that
makes the reimbursement
decision

Assessment Institute, and the
Technology Appraisal
Committee (TAC)

pharmaceuticals;
the Head of Department of
Curative-Preventive Provisions
for hospital-only medicine(s)

(Independant)
committee that is
involved in the process

NCPE, HIQA

Health Service Executive
(HSE), Department of Health
and Children

NA

CTS within the AIFA

CTS within the AIFA

CTS within the AIFA. The
pricing decision is made by
the CPR (committee for
pricing and reimbursement)

The Technical Scientific
Committee

CHE

CHE

CHE

NA

NA

Ministère de la Sécurité
Sociale, Contrôle medical:
Department of medical control
www.mss.etat.lu

Caisse nationale de santé
(CNS)

NA

NA

Ministry for Health, the Elderly
and Community Care: The
Government Formulary List
Advisory Committee (GFLAC)

Ministry for Health, the Elderly
and Community Care (the
Superintendent of Public
Health)

The Government
Formulary List Advisory
Committee (GFLAC)

18. Netherlands

Health Care Insurance Board
(CVZ)

NA

CVZ

Ministry of Health, Welfare
and Sport (VWS)

19. New Zealand

Pharmaceutical Management
Agency (PHARMAC)

PHARMAC

PHARMAC

PHARMAC for outpatient
pharmaceuticals, Ministry of
Health for vaccines

Medicinal Products
Reimbursement
Committee, Appraisal
Committee216
Pharmacology and
Therapeutics Advisory
Committee (PTAC) &
various Subcommittees
for specific therapy areas

This committee is only involved in case of re-evaluation after 4 years of expensive hospital pharmaceuticals
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Agency/organisation
that performs the
(single) rapid
assessment*

Agency/organisation
that performs the
Full assessment

Agency/organisation that
provides advice for making
a reimbursement decision

Agency/organisation that
makes the reimbursement
decision

(Independant)
committee that is
involved in the process

20. Norway

Norwegian Medicines Agency

Norwegin Knowledge
Center for the Health
Services (NOKC)

Norwegian Medicines Agency

Ministry of Health and Care
Services, Norwegian
Medicines Agency217

National advisory
committee for drug
reimbursement

21. Poland

Agency for Health
Technology Assessment in
Poland (AHTAPol)

AHTAPol218

AHTAPol and National Health
Fund

Ministry of Health

Consultative Council219

NA

INFARMED

Ministry of Health

NA

NA

SMC

Regional Health Authority

SMC is an expert
committee220

NA

Categorisation Committee for
drugs of the Ministry of Health

Ministry of Health

Categorisation Committee
for drugs of the Ministry
of Health

Committee for Reimbursement
of Pharmaceuticals (ZZZS)

ZZZS

Committee for
Reimbursement of
Pharmaceuticals

NA222

Directorate-General for
Pharmacy and Healthcare
Products at the Ministry of
Health, Social Policy and
Equality

Directorate-General for
Pharmacy and Healthcare
Products at the Ministry of
Health, Social Policy and
Equality, Region

Interministerial Pricing
Committee

SBU

TLV and National Board of
Health and Welfare

TLV

there is no independent
committee, it is the TLV's
committee

22. Portugal
23. Scotland

24. Slovakia

25. Slovenia

26. Spain

27. Sweden

INFARMED (National
Authority of Medicines and
Health Products)
Scottish Medicines
Consortium (SMC)
Subcommittees of the
Categorisation Committee
for drugs of the Ministry of
Health 221
The Health Insurance
Institute (ZZZS)
Directorate-General for
Pharmacy and Healthcare
Products at the Ministry of
Health, Social Policy and
Equality
TLV (Dental and
Pharmaceuticals Benefits
Board)

ZZZS

217

Can make decision in case of 1) generic product, new strength, formulation or package size and no more costly than already reimbursed product 2) in case of new chemical entity,
new combination or new indication and if the annual incremental fiscal impact does not exceed NOK 5 mill 5 years after approval
218
Often assessment is performed by subcontractors but under responsibility of AHTApol
219
The Consultative Council works within AHTAPol but gives the recommendations independently
220
The SMC is a consortium of stakeholders from Area Drug and Therapeutic Committees (ADTCs) and representation is derived from ADTCs across NHSScotland. It includes
physicians, pharmacists, health service managers, patients, health economists and representatives of product sponsors
221
There are 22 medical subcommittees which are organised according to medical specialty. These subcommittees perform the assessments. In addition, there is one
pharmacoeconomic subcommittee
222
At regional level, health technologies agencies and hospitals perform full assessments to support decision making on rational use
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28. Switzerland

29. Turkey

Agency/organisation
that performs the
(single) rapid
assessment*
Federal Medicines
Commission

The Social Security
Institution (SSI)

Agency/organisation
that performs the
Full assessment

Agency/organisation that
provides advice for making
a reimbursement decision

Agency/organisation that
makes the reimbursement
decision

(Independant)
committee that is
involved in the process

NA

Federal Medicines Commission

Federal Office of Public Health
(Ministry of Health)

SSI

SSI and Ministry of Health
(MoH) 223

SSI224 and MoH

Federal Medicines
Commission
The Medical and
Economic Evaluation
Commission (MEEC) and
the Reimbursement
Commission (RC) (both
fall under the SSI)

There are a number of
There are a number of
There are a number of centre's
centre's that provide
centre's that provide
that provide systematic
systematic reviews 225
systematic reviews 225
reviews. 225
* Often based on dossier submitted by product sponsor
NA= not applicable >> No rapid or full assessment performed in this jurisdiction
30. USA

Health plans decide on
reimbursement of
pharmaceuticals

NA

223

The Medical and Economic Evaluation Commission (MEEC) that falls under the SSI evaluates all applications and declare a decision. The MoH is represented in the MEEC.
The Reimbursement Commission (RC) that that falls under the SSI finalises the decision which was prepared by the MEEC
225
The Blue Cross Blue Shield (BCBS), Centres for Medicare and Medicaid Services (CMS) commission systematic reviews in its National Coverage Decisions(NCD). Another US based
group, the Drug Effectiveness Review (DER) and the Department of Veterans Affairs (VA) undertake pharmaceuticals reviews
224
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Austria

14. Italy

E233

13. Ireland

PG228

12. Hungary

GE233

11. Germany

G228
E

10. France

G
E
E

Finland

P230
E227
E227
E227

9.

E232
E232

Estonia

P

8.

PG228

England&
Wales

PG

7.

Czech
Republic
5.

PGE227

6.

Canada
4.

P

Belgium
3.

1.

NA=no national reimbursement evaluation
P=provide data
G=general consultation
E=expert involvement
0=other,………

2.

Australia

Result table 10. Stakeholder involvement (jurisdictions
1-15)

Denmark

Result table 10. Stakeholder involvement

Which modes of involvement are applicable to the
stakeholders mentioned below in the
pricing/reimbursement process (multiple modes can be
applicable to one type of stakeholder) 226
P
Industry
Patients
Medical doctors
Pharmacists
Payer
Other stakeholder, ………………………

G
G

PGE

PGE

PGE
PGE
PGE
PGE

GE
GE
G
PGE
PGE237

P

E
G

P

PG

O231
PE234
PE234
P236

GE
GE
G

PG
E

PG

PE229

PG
G
PGE

E
E

G
E235
E235
E235

226

Other roles of stakeholder than discussed in results table 8 (who is the initiator of the assessment) and results table 9 (agencies/organisations involved in the assessment/appraisal
phase)
227
Represented in CTG
228
All data (assessment, data used and decision) are open to public. Anyone can comment on the document. In general this is mostly done by the Marketing Authorisation Holder and
health insurers
229
During price negotiations
230
On occasion they send letters to CTG which may be discussed in the committee
231
Optional hearing of patients association at the Transparency Committee
232
Included in HEK
233
The Committee consists of 6 medical doctors and one representative from The Danish Regions (Payer)
234
Hearing of experts and member of Transparency committee
235
As member of the CTS and CPR
236
Payers are present at the Transparency Committee, provide data but can not vote
237
Any interested body can initiate the process for excluding a pharmaceutical from the positive list or for changing the conditions under which the pharmaceutical is reimbursed. In
this case the initiator also has to apply all relevant data. In such a case this party is the initiator, data provider and also expert if needed. The expert opinion of the market
authorisation holder is also requested
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E246
E246
E

E

PG
E
E
E
N
G250E251

PE240
E240
E240
E240
E240
E252

PE241
GE
GE
PGE

30. USA

E

PG
O245
E
PGE
P

29. Turkey

P

28. Switzerland

P

26. Spain

PGE239
E244
GE244
GE244
GE244

27. Sweden

PG

PG

25. Slovenia

P
G
PGE

24. Slovakia

PG
G243
E

23. Scotland

PG
PG
PGE
PGE
PG

22. Portugal

247

PGE248,249

PG
G
PGE
E
G

21. Poland

E
E
P

P
GE242
PGE
PG

19. New Zealand

PG

18. Netherlands

P

20. Norway

Industry
Patients
Medical doctors
Pharmacists
Payer
Other stakeholder, ………………………

16. Luxembourg

NA=no national reimbursement evaluation
P=provide data
G=general consultation
E=expert involvement
0=other,………

15. Latvia

10. Please indicate with a cross if different modes of
involvement are applicable to the stakeholders
mentioned below in the pricing/reimbursement
process (multiple modes can be applicable to one
type of stakeholder)238. (jurisdictions 16-31)

17. Malta
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NA
NA
NA
NA
NA
NA

238

Stakeholder as discussed in results table 8 (who is the initiator of the assessment) and results table 9 (agencies/organisations involved in the assessment/appraisal phase)
2 representatives of product sponsors are included in the SMC
These stakeholders are represented in the Federal Medicines Commission
241
there is a committee from industry that provides expert involvement
242
A patient representative is a member of the GFLAC
243
Patient organisation
244
SMC
245
Claims from patient organisations
246
Included in pharmaceutical committee
247
There is no national payer
248
Priorities of the Government are taken into consideration
249
These stakeholders include: National Antibiotic Committee; Diabetes Association; Advisory Committee for Immunization Practices; etc
250
The TLV gathers informal opinions on the draft of the final report from the county councils through the Pharmaceutical Benefits Group for County Councils, pharmaceutical
companies concerned, TLV’s user council, and concerned disabled and pensioners’ organisations
251
User groups through the concerned disabled and pensioners’ organisations, county council’s pharmaceutical benefits group, the Swedish Association of the Pharmaceutical Industry
(LIF), Chairperson of the Medical Committees (LOK), The Medical Products Agency, SBU, The National Board of Health and Welfare, Swedish Society of Medicine, and the Swedish
Medical Association
252
The Federal Medicines Commission also has 1 members from the hospitals 1 members from the Swiss cantons and 1 member of the licensing authority Swissmedic
239
240

Version 5B

XXXVII

EUnetHTA JA WP5
Appendix of background review

Result table 10. Summary table: Stakeholder
involvement
NA=no national reimbursement evaluation
P

G

E

O

NA

%P

%G

%E

%O

Industry

29

16

7

0

1

100%

55%

24%

0%

Patients

3

12

7

2

1

10%

41%

24%

7%

Medical doctors

7

12

26

0

1

24%

41%

90%

0%

Pharmacists

5

9

15

0

1

17%

31%

52%

0%

10

10

12

0

1

34%

34%

41%

0%

2

3

4

0

1

7%

10%

14%

0%

P=provide data
G=general consultation
E=expert involvement
0=other,………
Which modes of involvement are applicable to the
stakeholders mentioned below in the
pricing/reimbursement process (multiple modes can be
applicable to one type of stakeholder)253.

Payer
Other stakeholder, ………………………

253

Stakeholder as discussed in results table 8 (who is the initiator of the assessment) and results table 9 (agencies/organisations involved in the assessment/appraisal phase)

Version 5B

XXXVIII

EUnetHTA JA WP5
Appendix of background review

13. Ireland

14. Italy

A

A

N

A

A

A

A

A

A

A

A

NA255

A

A256

A

A

A

A

S257

A

A

A

A

S

A258

NA254

A

A

A

N

A

A259

N260

S

N

S

9.

8.

3.

Finland

N

Estonia

12. Hungary

England&
Wales
7.

N

Czech
Republic

NA254

5.

N

Canada

S

4.

A

Belgium

11. Germany

Denmark
6.

Austria

10. France

Is the reimbursement evaluation separated into an assessment
and an appraisal phase?
Is there a process by which the product sponsors can appeal a
decision by the government entity?
Is there a fixed procedure for reviewing previous reimbursement
evaluations?

2.

NA=no national reimbursement evaluation
A=always
S=sometimes
N=never

Australia

Result table 11. Characteristics of the reimbursement
process. (jurisdictions 1-15)

1.

Result table 11. Characteristics of the reimbursement process

254
In Canada, a Common Drug Review evaluates manufacturers’ applications for drug coverage on behalf of more than a dozen different federal, provincial, and territorial drug benefit
programs. Because the participating drug plans have made the Common Drug Review a requirement for coverage, Common Drug Review evaluates virtually every product on the
market. However, recommendations of the Common Drug Review are not binding; each of the participating drug programs retains authority over final coverage decisions
255
In Canada, a Common Drug Review evaluates manufacturers’ applications for drug coverage on behalf of more than a dozen different federal, provincial, and territorial drug benefit
programs. Because the participating drug plans have made the Common Drug Review a requirement for coverage, Common Drug Review evaluates virtually every product on the
market. However, recommendations of the Common Drug Review are not binding; each of the participating drug programs retains authority over final coverage decisions. There is
however a process by which product sponsors can submit a 'request for reconsideration' (similar to appealing a recommendation) for the Common Drug Review programme
256
The decision cannot be appealed, but the procedure can
257
G-BA is not a government entity
258
The Royal Decree of 21 December 2001 imposes an individual review of pharmaceuticals of class 1 (innovative pharmaceuticals) within a period of 18 months to 3 years after
admission
259
A fixed review procedure is applicable to pharmaceuticals for outpatient use: every 5 years. This is not applicable to pharmaceuticals for inpatient use. In addition, all
pharmaceuticals can be re-evaluated at any time if relevant new information is available
260
Marketing authorisation holders can request a new assessment when relevant new scientific data are available however there is no fixed procedure to always re-evaluate previous
recommendations after a given period
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Is the reimbursement evaluation separated into an assessment
and an appraisal phase?
Is there a process by which the product sponsors can appeal a
decision by the government entity?
Is there a fixed procedure for reviewing previous
reimbursement evaluations (are there always re-evaluations
after a given period)?

261
262
263
264

30. USA

29. Turkey

28. Switzerland

27. Sweden

26. Spain

25. Slovenia

24. Slovakia

23. Scotland

22. Portugal

21. Poland

20. Norway

19. New Zealand

17. Malta

15. Latvia

NA=no national reimbursement evaluation
A=always
S=sometimes
N=never

16. Luxembourg

Result table 11. Characteristics of the reimbursement
process (jurisdictions 16-31)

18. Netherlands
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N

N

A

S

A

S

A

A

A

N

N

N

N

N

A

NA

A

A

A

A261

N

A

N

A262

A263

A

A

A

A

A

A

NA

N

S

S

N

N

N

N

S

N

A

S

S264

N

A

N

NA

They can go to court
If the decision is negative, the company can appeal to the supreme administrative court
The product sponsor can request a review by an independent review panel (only 4 times in the last 10 years) and in case of new data a reassessment can be requested
For selected pharmaceuticals like orphans and innovations with high impact on the budget
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A=always
S=sometimes
N=never

Is the reimbursement evaluation separated into an
assessment and an appraisal phase?
Is there a process by which the product sponsors can appeal
a decision by the government entity?
Is there a fixed procedure for reviewing previous
reimbursement evaluations?
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A

S

N

Total

%A

%S

%N

Total

30

2

13

4

11

28

46%

14%

39%

100%

30

2

25

0

3

28

89%

0%

11%

100%

30

2

9

8

11

28

32%

29%

39%

100%
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Result table 12. Purpose of the assessment

A
A
N
N

A
N
N
N

14. Italy

13. Ireland
A266
A
N
N

A
N
N
N

30. USA

A
N
N
N

A
A
S
N

29. Turkey

A
S
S
N

A
A
N
N

28. Switzerland

12. Hungary
27. Sweden

A
S
N
N

26. Spain

S
A
S
N

25. Slovenia

A
N
S269
N

11. Germany

10. France

9.

A
N267
N
N

A
A
A265
N

24. Slovakia

A
A
N
N

23. Scotland

A
A
N
N

A
A
S
N

22. Portugal

A
A
N
N

Finland

Estonia
8.

England&
Wales
7.

Czech
Republic
5.
A
S
S
N

Denmark

Canada
4.

A
N
A268
N

A
N
A
N

21. Poland

A
A
A
N

A
N
N
N

20. Norway

A
A
N
N

A
N
N
N
19. New Zealand

A
A
S
N

A
N
N
N

6.

Belgium
3.

Austria
17. Malta

A
A
A
N

16. Luxembourg

What is the purpose of the (single) rapid
assessment?
support reimbursement decisions
support pricing decisions
Support guidance
other, …….

A
A
N
N

15. Latvia

Result table 12a. Purpose of the assessment (single)
rapid assessment (jurisdictions 16-31)
NA= Not applicable (no (single) rapid assessment in
jurisdiction)
A=always
S=sometimes
N=never

2.

A
A
N
N

18. Netherlands

What is the purpose of the (single) rapid assessment?
support reimbursement decisions
support pricing decisions
support guidance
other, …….

Australia

A=always
S=sometimes
N=never

1.

Result table 12a. Purpose of the assessment: (single)
rapid assessment (1-16)

NA
NA
NA
NA

265

Target population, Recommendation on best use.
Occasionally a limitation is set for a whole class of pharmaceuticals (within the authorised indication)
267
However, a new lower price can be negotiated during the reimbursement process. That new price becomes the maximum authorized retail price
268
The Pharmacotherapeutic Compass (“Farmacotherapeutisch Kompas”) gives information about pharmaceuticals available in the Netherlands. Every pharmaceutical is provided with
an advice on prescription based on the assessment (pharmacotherapeutic and economic grounds). This website is primarily meant for doctors and pharmacists
269
The recommendation might be incorporated in guidance documents
266
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Number of
jurisdictions

Result table 12a. Summary table: Purpose of the
assessment (single) rapid assessment

NA=not applicable
A=always
S=sometimes
N=never

NA

A

S

N

Total

%A

%S

%N

Total

What is the purpose of the (single) rapid assessment?
support reimbursement decisions

30

1

28

1

0

29

97%

3%

0%

100%

support pricing decisions

30

1

16

3

10

29

55%

10%

34%

100%

support clinical guidance

30

1

5

7

17

29

17%

24%

59%

100%

other, …….

30

1

0

0

29

29

0%

0%

100%

100%
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What is the purpose of the full assessment?
support reimbursement decisions
support pricing decisions
support clinical guidance
other, …….

270

A
A
S
N

NA
NA
NA
NA

NA
NA
NA
NA

NA
NA
NA
NA

A
S
S
N

S
N
S
N

A
S
N
N

N
N
N
N

NA
NA
NA
NA

14. Italy

13. Ireland

A
S
A
N

NA
NA
NA
NA

A
N
N
N

30. USA

A
A
A270
N

28. Switzerland

27. Sweden

S
S
N
N

29. Turkey

12. Hungary

11. Germany
A
N
N
N

NA
NA
NA
NA

26. Spain

9.
NA
NA
NA
NA

S
S
S
N

25. Slovenia

22. Portugal
NA
NA
NA
NA

A
S
N
N

24. Slovakia

NA
NA
NA
NA

23. Scotland

NA
NA
NA
NA

10. France

Finland

Estonia
8.

England&
Wales
7.
A
N
A
N

20. Norway

18. Netherlands

17. Malta

15. Latvia

NA=not applicable (no full assessment in this
jurisdiction)
A=always
S=sometimes
N=never

16. Luxembourg

Result table 12b. Purpose of the assessment: full
assessment (jurisdictions 16-31)

A
N
N
N

21. Poland

NA
NA
NA
NA

Denmark

S
N
S
N

6.

Czech
Republic
5.

A
A
A
N

19. New Zealand

Belgium

Austria
A
A
N
N

Canada

A
A
N
N

4.

What is the purpose of the full assessment?
support reimbursement decisions
support pricing decisions
support clinical guidance
other, …….

3.

1.

NA=not applicable (no full assessment in this
jurisdiction)
A=always
S=sometimes
N=never

2.

Australia

Result table 12b. Purpose of the assessment: full
assessment (jurisdictions 1-15)

NA
NA
NA
NA

To inform about good prescribing

Version 5B

XLIV

EUnetHTA JA WP5
Appendix of background review

Number of
jurisdictions

Result table 12b. Summary table: Purpose of
the assessment: full assessment

NA=not applicable
A=always
S=sometimes
N=never

NA

A

S

N

Total

%A

%S

%N

Total

30

13

13

4

0

17

76%

24%

0%

100%

support pricing decisions

30

13

5

6

6

17

29%

35%

35%

100%

support clinical guidance

30

13

4

5

8

17

24%

29%

47%

100%

other, …….

30

13

0

0

17

17

0%

0%

100%

100%

What is the purpose of the full assessment?
support reimbursement decisions
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11. Germany

England&
Wales
7.

A
N
N
N

N
A
S274
N

N
A
N
N

S
S273
N
N

A
N
S
N

N
A
N
N

A
N
N
N

A
N
N
N

A
N
N
N

A
N
N
N

N
A
S
N

A

N

A

A

A

N

A

A

N

A

A

N

A

A275

A
A
A

N
N
N

N
A
N

A
A
A

N
A
N

N
A
N

A
A
A

N
A
N

N
N
N

S
A
S

A276
A
N276

N
N
N

A
A
A

N
A
N

14. Italy

13. Ireland

10. France

Finland
9.

8.

3.

Austria
2.

12. Hungary

A
N
A
N

Estonia

Czech
Republic
5.

Denmark

Canada
4.

A
N
N
N

Belgium

S271
S272
N
N

1.

NA= Not applicable (no (single) rapid assessment in
jurisdiction)
A=always
S=sometimes
N=never
What is the status of the advice that are based on the
assessment?
Advice to decision making body
Legislative (e.g. binding by law)
(Clinical) guidance
Other, ….
Are the assessments & advice made public (complete or
in summary form)?
Are the assessments made public (complete or in summary
form)?
Available in English?
Is the advice made public (complete or in summary form)?
Available in English?

Australia

Result table 13a. Status of advice based on the
assessment: (Single) rapid assessment (jurisdictions 115)

6.

Result table 13. Status of advice based on the assessment

271

Each PBAC decision to recommend a pharmaceutical is advice to government, which makes the final decision about whether to add the pharmaceutical to the PBS
Each PBAC decision not to recommend is binding by law: government cannot add the pharmaceutical to the PBS
273
Only the positive decisions are mandatory. Negative recommendations are not
274
Limitation for specialisation of prescribing physician or indication´s limitation
275
In summary form
276
The recommendations for interpretation of the evidence (the outcome of the assessment report are available in English) but the recommendation made after the appraisal by G-BA
are not available in English
272
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30. USA

29. Turkey

28. Switzerland

27. Sweden

26. Spain

25. Slovenia

24. Slovakia

23. Scotland

22. Portugal

21. Poland

20. Norway

19. New Zealand

17. Malta

15. Latvia

NA= Not applicable (no (single) rapid assessment in
jurisdiction)
A=always
S=sometimes
N=never
What is the status of the advice that are based on the
assessment?
Advice to decision making body
Legislative (e.g. binding by law)
(Clinical) guidance
Other, ….
Are the assessments & advice made public (complete
or in summary form)?
Are the assessments made public (complete or in summary
form)?
Available in English?
Is the advice made public (complete or in summary form)?
Available in English?

16. Luxembourg

Result table 13a. Status of advice based on the
assessment: (Single) rapid assessment (jurisdictions
16-31)

18. Netherlands
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A
A
S
N

A
A
N
N

A
A
A
N

A
S278
A279
N

A
N
S
N

S277
S
N
N

A
N
N
N

A
N
N
N

A
N
N
N

A
N
N
N

N
A
S280
N

A
N
N
N

N
A
N
N

A
N
N
N

A
N
N
N

NA
NA
NA
NA

A

N

N

A

S

S

S

S281

A282

A

N

N

N

N283

N

NA

N
A
N

N
N
N

NA
S
S

S
A
S

A
S284
A

N
S
N

S
A
N

S
S281
S

A
A
A

N
A
N

N
A
N

N
N
N

NA
A
N

NA
N
NA

NA
N
NA

NA
NA
NA

277

If the decision is passed on to the MoH
In case CVZ is asked to interpret the law (duiding) for a health insurer when there is a dispute between a health insurer and an insured person
279
The Pharmacotherapeutic Compass (“Farmacotherapeutisch Kompas”) gives information about pharmaceuticals available in the Netherlands. Every pharmaceutical is provided with
an advice on prescription based on pharmacotherapeutic and economic grounds. This website is primarily meant for doctors and pharmacists
280
Sometimes there are prescribing limitations
281
All assessments of pharmaceuticals for inpatient use after January 2007 are available. All new pharmaceuticals (active substances and associations) for outpatient use are available
since 2010
282
In summary form
283
This is forbidden by law
284
The minutes of the Pharmacology and Therapeutics Advisory Committee (PTAC) are always publicly available at URL: http://www.pharmac.govt.nz/healthpros/PTAC/PTACminutes
as well as the minutes of the PTAC subcommittees which are publicly available at URL: http://www.pharmac.govt.nz/healthpros/PTAC/PTACSCMinutes
278

Version 5B

XLVII

EUnetHTA JA WP5
Appendix of background review

Result table 13a. Summary table: Status of advice based on the
assessment: (Single) rapid assessment

Number of
jurisdictions

NA=not applicable
A=always
S=sometimes
N=never

NA

A

S

N

Total

%A

%S

%N

Total

What is the status of the advice that are based on the assessment?
Advice to decision making body

30

1

20

3

6

30

69%

10%

21%

100%

Legislative (e.g. binding by law)

30

1

9

4

16

30

31%

14%

55%

100%

(Clinical) guidance

30

1

3

6

20

30

10%

21%

69%

100%

Other, ….

30

1

0

0

29

30

0%

0%

100%

100%

30

1

14

4

11

29

48%

14%

38%

100%

30

12

7

4

7

18

39%

22%

39%

100%

30

1

18

4

7

29

62%

14%

24%

100%

30

8

6

4

12

22

27%

18%

55%

100%

Are the assessments & advice made public (complete or in summary form)?
Are the assessments made public (complete or in summary form)?

Available in English?
Is the advice made public (complete or in summary form)?

Available in English?
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286

NA
NA
NA
NA

NA
NA
NA
NA

A
N
N
N

A
N
N
N

NA
NA
NA
NA

A
N
N
N

N
A
S
N

S

N

A

A

NA

N

A

NA

NA

A

A

NA

A

A286

A
S
A

N
N
N

N
A
N

A
A
A

NA
NA
NA

NA
A
N

A
A
A

NA
NA
NA

NA
NA
NA

S
A
S

A276
A
N276

NA
NA
NA

A
A
A

N
A286
N

NA
NA
NA

NA
NA
NA

A
N
S

S
N
S

A
N
N

NA
NA
NA

NA
NA
NA

N
A
S287

NA
NA
NA

A
N
A

14. Italy

13. Ireland
NA
NA
NA

29. Turkey

28. Switzerland

27. Sweden

26. Spain

24. Slovakia
NA
NA
NA

25. Slovenia

10. France

Finland
9.
23. Scotland

8.
22. Portugal

21. Poland

17. Malta
NA
NA
NA

20. Norway

3.

Austria
2.

1.
15. Latvia
A
A
A

12. Hungary

S
S285
N
N

Estonia

N
A
N
N

A
N
N

30. USA

11. Germany

England&
Wales
7.

NA
NA
NA
NA

NA=not applicable (no full assessment in this
jurisdiction)
A=always
S=sometimes
N=never

285

Denmark

S
N
S
N

Result table 13b. Status of advice based on the
assessment: full assessment (jurisdictions 16-31)

What is the status of the advice that are based on the
assessment?
Advice to decision making body
Legislative (e.g. binding by law)
(Clinical) guidance

6.

Czech
Republic
5.

A
N
A
N

19. New Zealand

Canada

A
N
N
N

16. Luxembourg

What is the status of the advice that are based on the
assessment?
Advice to decision making body
Legislative (e.g. binding by law)
(Clinical) guidance
Other, ….
Are the assessments & advice made public (complete or
in summary form)?
Are the assessments made public (complete or in summary
form)?
Available in English?
Is the advice made public (complete or in summary form)?
Available in English?

18. Netherlands

A
N
N
N

NA=not applicable (no full assessment in this
jurisdiction)
A=always
S=sometimes
N=never

Belgium

4.

Australia

Result table 13b. Status of advice based on the
assessment: full assessment (jurisdictions 1-15)

NA
NA
NA

Only the positive decisions are mandatory. Negative recommendations are not
summary

Version 5B
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Other, ….
Are the assessments & advice made public (complete
or in summary form)?
Are the assessments made public (complete or in summary
form)?
Available in English?
Is the advice made public (complete or in summary form)?
Available in English?

30. USA

29. Turkey

28. Switzerland

27. Sweden

26. Spain

25. Slovenia

24. Slovakia

23. Scotland

22. Portugal

21. Poland

20. Norway

19. New Zealand

18. Netherlands

15. Latvia

NA=not applicable (no full assessment in this
jurisdiction)
A=always
S=sometimes
N=never

17. Malta

Result table 13b. Status of advice based on the
assessment: full assessment (jurisdictions 16-31)

16. Luxembourg

EUnetHTA JA WP5
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N

NA

NA

NA

N

N

N

NA

NA

NA

N

NA

N

NA

N

NA

A

NA

NA

NA

S

A

S

NA

NA

NA

N

NA

A

NA

N

NA

N
A
N

NA
NA
NA

NA
NA
NA

NA
NA
NA

A
S288
A

A
A
S

S
A
N

NA
NA
NA

NA
NA
NA

NA
NA
NA

N
A
N

NA
NA
NA

S
A
A

NA
NA
NA

NA
N
NA

NA
NA
NA

287

Sometimes there are prescribing limitations
The minutes of the Pharmacology and Therapeutics Advisory Committee (PTAC) are always publicly available at URL: http://www.pharmac.govt.nz/healthpros/PTAC/PTACminutes
as well as the minutes of the PTAC subcommittees which are publicly available at URL: http://www.pharmac.govt.nz/healthpros/PTAC/PTACSCMinutes
288
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Result table 13b. Summary table: status of advice based on the
assessment: full assessment

Number of
jurisdictions

NA=not applicable
A=always
S=sometimes
N=never

NA

A

S

N

Total

%A

%S

%N

Total

What is the status of the advice that are based on the assessment?
Advice to decision making body

30

13

11

3

3

17

65%

18%

18%

100%

Legislative (e.g. binding by law)

30

13

4

1

12

17

24%

6%

71%

100%

(Clinical) guidance

30

13

2

6

9

17

12%

35%

53%

100%

Other, ….

30

13

0

0

17

17

0%

0%

100%

100%

Are the assessments made public (complete or in summary form)?
Available in English?

30

13

10

3

4

17

59%

18%

24%

100%

30

17

7

3

3

13

54%

23%

23%

100%

Is the advice made public (complete or in summary form)?

30

13

13

2

2

17

76%

12%

12%

100%

Available in English?

30

15

6

2

7

15

40%

13%

47%

100%

Are the assessments & advice made public (complete or in summary form)?
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Result table 14. Comparative evaluations
Result table 14a. Comparative
evaluations: (single) rapid assessment

1.
2.
3.
4.
5.
6.
7.
8.
9.
10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.

Australia
Austria
Belgium
Canada
Czech Republic
Denmark
England& Wales
Estonia
Finland
France
Germany
Hungary
Ireland
Italy
Latvia
Luxembourg
Malta
Netherlands
New Zealand
Norway
Poland

22. Portugal
23. Scotland
24. Slovakia
25. Slovenia
26.
27.
28.
29.
30.

Spain
Sweden
Switzerland
Turkey
USA

Version 5B

Are (single) rapid assessments performed
that include comparison of the efficacy or
effectiveness between the, to be evaluated
pharmaceutical, compared with an
alternative intervention?
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
NA

Name of comparative evaluation

Comparative effectiveness
Medical-therapeutical evaluation
Evaluation of therapeutic value
Comparative clinical effectiveness
Therapeutic evaluation; effectiveness and safety assessment
clinical evaluation
Clinical effectiveness
Comparative efficacy
No specific name
Clinical Added Value; Amélioration du Service Médical Rendu
Benefit assessment
Relative effectiveness/efficacy assessment
Pharmacoeconomic evaluation
Therapeutic role or place in therapy
Therapeutic evaluation
Relative effectiveness assessment
Relative effectiveness assessment
Assessment of therapeutic value
Clinical evaluation
No specific name
Clinical effectiveness analysis
Relative effectiveness assessment (therapeutic evaluation and fulfilment of
medical need in case of no comparator)”
Clinical effectiveness
Medical opinion
Relative effectiveness assessment (therapeutic evaluation in case of no
comparator)
Therapeutic usefulness assessment
Pharmacoeconomic evaluation
Therapeutic comparison
Comparative effectiveness
NA
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Result table 14b. Comparative
evaluations: full assessment

1.
2.
3.
4.
5.
6.
7.
8.
9.
10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24.
25.
26.
27.
28.
29.
30.

Australia
Austria
Belgium
Canada
Czech Republic
Denmark
England& Wales
Estonia
Finland
France
Germany
Hungary
Ireland
Italy
Latvia
Luxembourg
Malta
Netherlands
New Zealand
Norway
Poland
Portugal
Scotland
Slovakia
Slovenia
Spain
Sweden
Switzerland
Turkey
USA

Version 5B

Are full assessments performed that
include comparison of the efficacy or
effectiveness between the to be evaluated
pharmaceuticals compared with an
alternative intervention?
Yes
Yes
Yes
Yes
NA
Yes
Yes
NA
NA
Yes
Yes
NA
Yes
NA
Yes
NA
NA
NA
Yes
NA
Yes
NA
NA
NA
NA
NA
Yes
NA
Yes
NA

Name of comparative evaluation

Comparative effectiveness
medical-therapeutical evaluation
evaluation of therapeutic value
comparative clinical effectiveness
NA
clinical evaluation
clinical effectiveness
NA
NA
Clinical added Value
benefit assessment
NA
Health technology assessment
therapeutic role or place in therapy
therapeutic evaluation
NA
NA
NA
Clinical evaluations
NA
Clinical effectiveness analysis
NA
NA
NA
NA
NA
Relative effectiveness or comparative effectiveness
NA
Comparative effectiveness
NA
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A
A
N
S

A
S
A
A

A
A
N
A

A
S290
A
A

A
S
A
S

A
A
A
N

A
A
N292
S

A
S
S
A

A
A
N
A

Are there guidelines for conducting comparative
evaluations?
Are they available in English?

Y293
Y

Y
N

N
NA

Y
Y

Y294
N

Y295
N

Y
Y

Y
Y

N
NA

N
NA

Y
Y

Y
Y

Y
Y

8.

14. Italy

A
S
A
A

Finland

S
A
A291
A

Estonia

13. Ireland

England&
Wales
7.

12. Hungary

Denmark
6.

11. Germany

Czech
Republic
5.

10. France

Canada
4.

9.

Belgium

Austria
2.

A
S
A
A

Australia

S289
S289
S
A

NA= not applicable (no (single) rapid assessment in
jurisdiction)
A=always
S=sometimes
N=never
Are the following options included in the comparative
evaluation?
Clinical efficacy assessment of A vs B
Clinical effectiveness assessment of A vs B
Benefit/risk assessment of A vs B
Cost-effectiveness of A vs B

1.

Result table 15a. Elements included in the
comparative evaluation: (single) rapid assessment
(jurisdictions 1-15)

3.

Result table 15. Elements included in the comparative evaluation

A
S
S
S

Y

296

Y

289

If no effectiveness data are available, efficacy is assessed
Only if data on effectiveness are available
291
We prefer the term "harm" to "risk" in this context (e.g., see Subsection B.7 of the PBAC Guidelines) because it more adequately conveys that harm is a composite of the risk
(likelihood) of negative outcomes multiplied by their severity
292
IQWIG prefers the term ‘harm’ to ‘risk’ in this context
293
Section B of the PBAC Guidelines. The PBAC Guidelines focus on presenting rather than conducting these
assessments.http://www.health.gov.au/internet/main/publishing.nsf/Content/pbacguidelines-index
294
Yes, according to the guidelines of the pharmacoeconomic society: http://www.farmakoekonomika.cz/doc/cfes_guidelines-2009.doc
295
“Guidelines of the medical secretary (unpublished)”
296
This is not a detailed document on methodology but a description of the general criteria (Criteria for ranking therapeutic innovation of new pharmaceuticals and elements for
supplementing the dossier for admission to the reimbursement system (2007))
290
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A
S
S
A

S298
S
S
S

A
A
A
A

A299
S300
S300
A

A
S300
A
S

A
S
A
S

A
S
N
A

A
A
N301
S

S
A
A
A

NA
NA
NA
NA

Are there guidelines for conducting comparative
evaluation?
Are they available in English?

Y
Y

N
NA

Y
N306

Y
Y

Y
Y

Y
N

Y302
Y

Y303
Y

Y
Y

Y
N

Y
N

Y304
N

Y
Y

N
NA

N 305
NA

NA
NA

24. Slovakia

17. Malta

30. USA

A
N
N
S

29. Turkey

27. Sweden

A
A
A
A

28. Switzerland

26. Spain

A297
A
A
S

25. Slovenia

21. Poland

S
A
S
A

23. Scotland

20. Norway

S
S
S
S

22. Portugal

16. Luxembourg

A
S
S
A

18. Netherlands

NA= not applicable (no (single) rapid assessment in
jurisdiction)
A=always
S=sometimes
N=never
Are the following options included in the
comparative evaluation?
Clinical efficacy assessment of A vs B
Clinical effectiveness assessment of A vs B
Benefit/risk assessment of A vs B
Cost-effectiveness of A vs B

15. Latvia

Result table 15a. Elements included in the
comparative evaluation: (single) rapid assessment
(jurisdictions 16-31)

19. New Zealand
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297

Due to the timing of the assessment (after market authorization) the efficacy has more emphasis than the effectiveness
Depending on the availability of data
299
A new legislation is expected in October 2011. If no data on real life are available conditional reimbursement is provided.
300
Only if data available
301
Benefit/risk assessment is the task of the approval authority Swissmedic, however the safety of the pharmaceutical is also considered for the discussions regarding reimbursement
302
“Guidelines for conducting Health Technology Assessment (HTA)” http://www.aotm.gov.pl/assets/files/wytyczne_hta/2009/09.06.29_wytyczne_HTA_eng_MS.pdf
303
As part of the guidelines for economic evaluation (Guidelines for economic pharmaceutical evaluation studies ). Accessible at
http://www.infarmed.pt/portal/page/portal/INFARMED/ENGLISH/PCAEC04_vering.pdf
304
Guía de aplicación de criterios para la financiación pública y determinación de precios de medicamentos
305
There is only a guideline on the procedure in Turkish
306
A Standard Operating Procedure (SOP) is available for internal use only. It mostly offer guidelines regarding section format and is not detailed on the content
298
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NA= not applicable (no (single) rapid assessment in jurisdiction)
A=always
S=sometimes
N=never
Y=yes
N=no

NA

A

S

N

Total

%A

%S

%N

Total

30

1

24

5

0

29

83%

17%

0%

100%

30

1

12

16

1

29

41%

55%

3%

100%

Benefit/risk assessment of A vs B

30

1

13

9

7

29

45%

31%

Cost-effectiveness of A vs B

30

1

18

10

1

29

62%

34%

Y

N

Total

%Y

%N

Total

Are the following options included in the comparative evaluation?
Clinical efficacy assessment of A vs B
Clinical effectiveness assessment of A vs B

Are there guidelines for conducting comparative evaluations?
Are they available in English?

Version 5B

Number of jurisdictions

Result table 15a. Summary table: Elements included in the
comparative evaluation: (single) rapid assessment

24% 100%
3%

100%

30

1

24

5

29

83%

17%

100%

30

6

15

9

24

63%

38%

100%

LVI

14. Italy
Y
Y

311

30. USA

Y
Y

29. Turkey

NA
NA

A
S
S
S

27. Sweden

Y
Y

A
A
N
A

28. Switzerland

NA
NA
NA
NA

13. Ireland

12. Hungary

N
NA

A
A
N308
S

26. Spain

NA
NA

NA
NA

11. Germany

A
A
A
S

25. Slovenia

NA
NA
NA
NA

24. Slovakia

9.

10. France

Finland

Estonia

Y
Y

NA
NA
NA
NA

23. Scotland

Y310
N

NA
NA

8.

England&
Wales
7.
A
A
N
A

22. Portugal

Denmark
A
S
A
A

21. Poland

Y
Y

6.

Czech
Republic
5.
NA
NA
NA
NA

20. Norway

A=always
S=sometimes
N=never

15. Latvia

Result table 15b. Elements included in the
comparative evaluation: Full assessment (jurisdictions
16-31)

N
N

16. Luxembourg

Y
N

A
A
A
S

19. New Zealand

Y309
Y

A
A
S
N

18. Netherlands

Are there guidelines for conducting the comparative
evaluation?
Are they available in English?

Canada

A
S
A
A

4.

S
A
A307
A

Belgium

Austria
2.

Are the following options included in the comparative
evaluation?
Clinical efficacy assessment of A vs B
Clinical effectiveness assessment of A vs B
Benefit/risk assessment of A vs B
Cost-effectiveness of A vs B

A=always
S=sometimes
N=never

17. Malta

Australia
1.

Result table 15b. Elements included in the
comparative evaluation: Full assessment
(jurisdictions 1-15)

3.

EUnetHTA JA WP5
Appendix of background review

Are the following options included in the comparative
307

We prefer the term "harm" to "risk" in this context (e.g., see Subsection B.7 of the PBAC Guidelines) because it more adequately conveys that harm is a compositve of the risk
(likelihood) of negative outcomes multiplied by their severity
308
IQWIG prefers the term ‘harm’ to ‘risk’ in this context
309
Section B of the PBAC Guidelines. The PBAC Guidelines focus on presenting rather than conducting these assessments.
http://www.health.gov.au/internet/main/publishing.nsf/Content/pbacguidelines-index
310
Guidelines of the medical secretary. This is an internal document that is not publicly available
311
This is not a detailed document on methodology but a description of the general criteria (Criteria for ranking therapeutic innovation of new pharmaceuticals and elements for
supplementing the dossier for admission to the reimbursement system (2007))
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NA
NA
NA
NA

NA
NA
NA
NA

NA
NA
NA
NA

Y

NA

NA

NA

Y

N

Y312

NA

NA

NA

30. USA

A
S
N
A

29. Turkey

A
S
S
A

28. Switzerland

A
A
A
A

27. Sweden

NA
NA
NA
NA

26. Spain

NA
NA
NA
NA

25. Slovenia

24. Slovakia

23. Scotland

21. Poland

22. Portugal

20. Norway

19. New Zealand

NA
NA
NA
NA

17. Malta

A
S
S
A

15. Latvia

A=always
S=sometimes
N=never

18. Netherlands

Result table 15b. Elements included in the
comparative evaluation: Full assessment (jurisdictions
16-31)

16. Luxembourg

EUnetHTA JA WP5
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evaluation?
Clinical efficacy assessment
Clinical effectiveness assessment
Benefit/risk assessment
Cost-effectiveness

of
of
of
of

Are there guidelines for conducting comparative
evaluations?
Are they available in English?

312
313

A
A
A
A

vs
vs
vs
vs

B
B
B
B

Y

NA

NA

NA

Y

NA

Y

NA

NA

NA

A
S300
A
S

Y
N

NA
NA
NA
NA

A
A
A
A

NA
NA
NA
NA

S
A
A
A

NA
NA
NA
NA

NA

Y

NA

N313

NA

NA

N

NA

NA

NA

“Guidelines for conducting Health Technology Assessment (HTA)” http://www.aotm.gov.pl/assets/files/wytyczne_hta/2009/09.06.29_wytyczne_HTA_eng_MS.pdf
There is only a guideline on the procedure in Turkish
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NA= not applicable (no (single) rapid assessment in jurisdiction)
A=always
S=sometimes
N=never
Y=yes
N=no

Number of jurisdictions

Result table 15b. Summary table: Elements included in the
comparative evaluation: Full assessment

NA

A

S

N

Total

%A

%S

%N

Total

30

13

15

2

0

17

88%

12%

0%

100%

30

13

10

7

0

17

59%

41%

0%

100%

Benefit/risk assessment of A vs B

30

13

9

4

4

17

53%

24%

24%

100%

Cost-effectiveness of A vs B

30

13

11

5

1

17

65%

29%

6%

100%

Y

N

Total

%Y

%N

Total

Are there guidelines for conducting comparative evaluations?

17

13

13

4

17

76%

24%

100%

Are they available in English?

21

16

9

5

14

64%

36%

100%

Are the following options included in the comparative evaluation?
Clinical efficacy assessment of A vs B
Clinical effectiveness assessment of A vs B

Results table 15c. Overview of guidelines that specify methods on relative effectiveness assessment (Pharmacoeconomic guidelines are only mentioned in case
there are not separate guidelines that specify methods on relative effectiveness assessment)
Jurisdiction

Agency

1.

Australia

PBAC

2.

Austria

HVB

3.

Belgium

INAMI/RIZI
V

Version 5B

Guideline
Guidelines for Preparing Submissions to the Pharmaceutical Benefits Advisory Committee. Version 4.3. Canberra:
Pharmaceutical Benefits Advisory Committee (PBAC); 2008.
Arbeitsbehelf Erstattungskodex. Hauptverband der österreichischen Sozialversicherungsträger (HBV); 2010.
No guideline for relative effectiveness assessment. However a guideline for economic evaluations is in use: Cleemput I, Van
Wilder P, Vrijens F, Huybrechts M, Ramaekers D. Richtlijnen voor farmacoeconomische. evaluaties in België. Health
Technology Assessment (HTA). Brussel: Federaal
Kenniscentrum voor de Gezondheidszorg (KCE); 2008. KCE Reports 78A (D/2008/10.273/23)

Comment
English, publicly
available
German, publicly
available

English, publicly
available
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Jurisdiction
4. Bulgaria

Agency

Guideline
Guidelines for the Economic Evaluation of Health Technologies: Canada. 3rd ed. Ottawa: Canadian Agency for Drugs and
Technologies in Health (CADTH); 2006.

5.
6.

7.
8.

Canada
Czech
Republic

Denmark
England&
Wales (UK)

CADTH
SUKL

Guidelines of the pharmacoeconomic society: http://www.farmakoekonomika.cz/doc/cfes_guidelines-2009.doc

DMA

Health Technology Assessment Handbook: Copenhagen: Kristensen FB & Sigmund H, Danish Centre for Health Technology
Assessment (DACEHTA ); 2007
Danish Medicines Agency: Guidelines of the medical secretary

NICE

9. Estonia
10. Finland
11. France

EHIF
HILA
HAS

12. Germany

IQWIG

13. Hungary

ESKI

14. Ireland

NPCE,
HIQA

15. Italy

AIFA

16. Latvia
17. Luxembourg

CHE
CNS

18. Malta

MoH

19. Netherlands

CVZ

Guide to the Methods of Technology Appraisal. London: National Institute for Health and Clinical Excellence (NICE); 2008.
Guideline for Pharmacoeconomic Analysis. Estonian Health Insurance Fund (EHIF); 2002.
http://www.haigekassa.ee/eng/health-insurance-in-estonia/medicinal-products/pharmacoeconomic-analysis
No guideline for relative effectiveness assessment
No guideline for relative effectiveness assessment
General Methods Version 3.0314. Cologne: Institute for Quality and Efficiency in Health Care (IQWIG); 2008.
There is no guideline for relative effectiveness assessment. However a guideline for economic evaluations is in use:
Methodological guidelines for conducting economic evaluation of healthcare interventions. a Hungarian proposal for
methodology standards: Szende, Mogyorósy, Muszbek, Nagy, Pallos, Dózsa; 2002.
There is no guideline specifically for relative effectiveness assessment. However a guideline for economic evaluations is in
use:
Guidelines for the Economics of Health Technologies in Ireland. Dublin: Health Information and Quality Authority (HIQA);
2010.
There is not a detailed document on methodology but a description of the general criteria (Criteria for ranking therapeutic
innovation of new drugs and elements for supplementing the dossier for admission to the reimbursement system; Italian
Medicines Agency (AIFA); 2007)
The Baltic Guideline for Economic Evaluations of Pharmaceuticals. http://www.haigekassa.ee/eng/healthinsurance-in-estonia/medicinal-products/pharmacoeconomic-analysis
No guideline
A Standard Operating Procedure (SOP) is available for internal use only. It mostly offers guidelines regarding format and is
not detailed on methodology.
Dutch Assessment Procedures for the Reimbursement of Outpatient Medicines. Diemen: College voor Zorgverzekeringen
(CVZ) and Ministry of Health, Welfare and Sport; 2010
http://www.cvz.nl/binaries/live/cvzinternet/hst_content/nl/documenten/rubriek+zorgpakket/cfh/assessment-outpatient-

Comment

English, publicly
available
Czech, publicly
available
English, publicly
available
Danish, not publicly
available
English, publicly
available
English, publicly
available

English, publicly
available
English, publicly
available

English, publicly
available
English, publicly
available
English, publicly
available

English, publicly
available

314 There is also a specific guideline for economic evaluations: General Methods for evaluating the relation between cost and benefit - version 1.0. Cologne: Institute for Quality and
Efficiency in Health Care (IQWiG); 2009
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Jurisdiction

20. New Zealand

PHARMAC

21. Norway

NOKC

Guideline
medicines.pdf
Procedure guideline for expensive hospital pharmaceuticals: Procedure herbeoordeling intramurale geneesmiddelen.
Diemen. College voor zorgverzekeringen, 2010
http://www.cvz.nl/binaries/live/cvzinternet/hst_content/nl/documenten/rapporten/2010/rpt1011+herbeoordeling+intramural
e+geneesmiddelen.pdf
Pharmaceutical Management Agency (PHARMAC). Guidelines for funding applications to PHARMAC 2010. Available at URL:
http://www.pharmac.govt.nz/2010/02/11/Guidelines%20for%20Suppliers%20Submissions.pdf.; Pharmaceutical
Management Agency (PHARMAC). Prescription for Pharmacoeconomic Analysis: Methods for Cost-utility Analysis (May
2007). Available at URL: http://www.pharmac.govt.nz/healthpros/EconomicAnalysis/pharmacoeconomics
Norwegian guidelines for pharmacoeconomic analysis in connection with applications for reimbursement; Oslo: Norwegian
Medicines Agency (NMA); 2005.

22. Poland

AHTApol

Guidelines for conducting Health Technology Assessment (HTA). Version 2.1. Warsaw: AHTAPol; 2009

23. Portugal

INFARMED

24. Scotland
(UK)

SMC

25. Slovakia

SLOVAHTA

26. Slovenia
27. Spain

29. Switzerland

ZZZS
MoH
TLV and
SBU
Federal
Medicines
Commissio
n

Guidelines for economic drug evaluation studies. INFARMED, 1998
Guidance to Manufacturers for Completion of New Product Assessment Form (NPAF) (Revised June 2010). Glasgow: Scottish
Medicines Consortium. Accessible at http://www.scottishmedicines.org.uk/files/New-Product-Assessment-Form-NPAFGuidance-Notes-June-2010.doc
There is a legislation of 15-20 pages including instructions for submission of data by marketing authorisation holder and how
data are evaluated (URL: http://www.mzsr.sk/?kategorizacia-liekov-1&sprava=odborne-usmernenie-ministerstvazdravotnictva-slovenskej-republiky-ktorym-sa-meni-a-doplna-odborne-usmernenie-ministerstva-zdravotnictva-slovenskejrepubliky-c-16652-2009-okclp-zo-dna-22-jula-2009-o-postupe-pri-podavani-ziadosti-o-zaradenie-lieku-ale)
In addition there is a instructions document regarding the pharmacoeconomic assessment (Farmako-ekonomický rozbor
lieku, URL: http://www.mzsr.sk/?farmako-ekonomicky-rozbor-lieku).
A regulation including some guidance is publicly available in Slovenian:
http://www.zzzs.si/zzzs/info/egradiva.nsf/o/54B4834F0D9B092DC1256CB40045469F?OpenDocument
Guía de aplicación de criterios para la financiación pública y determinación de precios de medicamentos

30. Turkey
31. USA

MoH
NA

28. Sweden

Version 5B

Agency

Working guidelines for the pharmaceutical reimbursement review. The Swedish Pharmaceutical Benefits Board; 2008
There is a guideline on the procedure in German which is not detailed on methodology: Handbuch betreffend die
Spezialitätenliste (SL) Gültig ab 1. Februar 2008.
http://www.bag.admin.ch/themen/krankenversicherung/06492/07568/index.html?lang=de
There is a guideline on the procedure in Turkish which is not detailed on methodology
NA

Comment

Dutch, publicly
available

English, publicly
available
English, publicly
available
English, publicly
available
As part of the
guidelines for
economic
evaluation. English,
publicly available
English, publicly
available

Slovakian, publicly
available
Slovenian, publicly
available
Spanish
English, publicly
available

German, publicly
available
Turkish, publicly
available
NA
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315
316
317

12. Hungary

A
A
A
A
A
A

A
N
N
S
A
A

A
S
A
S
A
A

A
S
S
N
A
N

A
A
N
N
N
A

S
S

S316
N

S
S

N
S

S
N

S
S

S
S

S
S

S
S

A
A

A
N
A317

N
N

S
S

N
N

14. Italy

11. Germany

A
S
A
S
A
A

13. Ireland

10. France

A
A
A
A
A
S

Finland

A
A
S
S
A
S

Estonia

9.

England&
Wales
7.

8.

Denmark
A
S
S
S
S
A

Czech
Republic
A
A
S
S
A
A

5.

A
A
S
S
A
S

Canada

A
S
A
S
A
A

4.

A
A
S
S
S
A

Belgium

A
A
S
A
A
S315

3.

Austria
2.

Which information sources are used for the assessment?
Manufacturer report
Expert knowledge
Clinical guidelines
Publications by other HTA-organizations
Literature (e.g. published clinical studies)
European public assessment report (EPAR) / national public
assessment report (NPAR) (including summary of product
characteristics [SPC])
Unpublished (raw) clinical data
Confidential data
Other,…………….

Australia

A=always
S=sometimes
N=never

1.

Result table 16a. Information sources used for the
assessment: (single) rapid assessment: (jurisdictions 115)

6.

Result table 16. Information sources used for the assessment

AUSPAR for Australia
Only if allowed to quote the data!
Web based study registries
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318
319
320
321
322
323

23. Scotland

24. Slovakia

25. Slovenia

26. Spain

27. Sweden

S
A
A
S
A
A

A
S
A
S
A
A

S
A
S
S
A
N

A
S
N
N
S
A

S
A
A
A
A
A

A
A
S
S
A
A

A
A
S
S
S
S

A
S
S
S
A
S

A
S
A
A
A
A

S
A
A
S
A
A

A
S
S
S
A
A

A
S318
S
S
A
S

A
A
A
A
A
S

NA
NA
NA
NA
NA
NA

S
S

S
S
A322

S
N

S
N
A

S
S

N
N

S
S

S319
S319

S
S321

S320
N

S
S
N

N
N
S323

S
S

S
S

N
N

NA
NA
NA

30. USA

22. Portugal

A
A
A
A
A
A

29. Turkey

21. Poland

A
S
A
A
A
A

28. Switzerland

20. Norway

19. New Zealand

18. Netherlands

Which information sources are used for the
assessment?
Manufacturer report
Expert knowledge
Clinical guidelines
Publications by other HTA-organizations
Literature (e.g. published clinical studies)
European public assessment report (EPAR) / national public
assessment report (NPAR) (including summary of product
characteristics [SPC])
Unpublished (raw) clinical data
Confidential data
Other,…………….

15. Latvia

A=always
S=sometimes
N=never

17. Malta

Result table 16a. Information sources used for the
assessment: (single) rapid assessment: (jurisdictions
16-31)

16. Luxembourg

EUnetHTA JA WP5
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In general at the level of the Federal Medicines Commission, sometimes additional experts are consulted
These data are only used for confirmation if there are doubts about results summarized, they do not influence the outcome of the assessment
Very rarely
The SMC will keep confidential data undisclosed for a of maximum of 12 months after which the SMC has the right to publish the data after all
National pharmaceutical consumption statistics
External expert report
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NA= not applicable (no (single) rapid assessment in jurisdiction)
A=always
S=sometimes
N=never

Number of jurisdictions

Result table 16a. Summary table: Information sources used
for the assessment: (single) rapid assessment

NA

A

S

N

Total

%A

%S

%N

Total

Which information sources are used for the assessment?
Manufacturer report

30

1

25

4

0

29

86%

14%

0%

100%

Expert knowledge

30

1

16

12

1

29

55%

41%

3%

100%

Clinical guidelines

30

1

13

13

3

29

45%

45%

10%

100%

Publications by other HTA-organizations

30

1

8

18

3

29

28%

62%

10%

100%

Literature (e.g. published clinical studies)
European public assessment report (EPAR) / national public
assessment report (NPAR) (including summary of product
characteristics [SPC])

30

1

24

4

1

29

83%

14%

3%

100%

30

1

19

8

2

29

66%

28%

7%

100%

Unpublished (raw) clinical data

30

1

2

21

6

29

7%

72%

21%

100%

Confidential data

30

1

1

17

11

29

3%

59%

38%

100%

Other,…………….

28

1

2

2

23

27

7%

7%

85%

100%
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NA
NA
NA
NA
NA
NA

NA
NA
NA
NA
NA
NA

A
A
A
A
A
A

S324
N
N
A
A
A

NA
NA
NA
NA
NA
NA

S325
A
S
S
A
S

N
A
A
A
A
A

S
S

S326
N
A

S
S
A

N
N
N

NA
NA
NA

S
S

S
S
A

NA
NA
NA

NA
NA
NA

A
A

S324
N
A327

NA
NA
NA

S
S

N
N

27. Sweden

26. Spain

25. Slovenia

24. Slovakia

23. Scotland

21. Poland
A
A
A

22. Portugal

20. Norway
N
S
S

29. Turkey

A
A
S
S
A
S

28. Switzerland

N
S
A
S
S
N

328

NA
NA
NA
NA
NA
NA

19. New Zealand

N
A
S
A
A
S

30. USA

14. Italy

13. Ireland

12. Hungary

11. Germany

10. France

9.

Finland

Estonia
8.

England&
Wales
7.

Czech
Republic
5.

Denmark

Canada
4.

6.

Belgium
3.

Austria
2.

A
S
A
S
A
A

18. Netherlands

15. Latvia

A=always
S=sometimes
N=never

A
A
S
S
S
A

17. Malta

Result table 16b. Information sources used for the
assessment: Full assessment (jurisdictions 16-31)

A
A
S
A
A
A

16. Luxembourg

Which information sources are used for the assessment?
Manufacturer report
Expert knowledge
Clinical guidelines
Publications by other HTA-organizations
Literature (e.g. published clinical studies)
European public assessment report (EPAR) / national public
assessment report (NPAR) (including summary of product
characteristics [SPC])
Unpublished (raw) clinical data
Confidential data
Other,…………….

Australia

A=always
S=sometimes
N=never

1.

Result table 16b. Information sources used for the
assessment: Full assessment (jurisdictions 1-15)

Sources
Manufacturer report
Expert knowledge
Clinical guidelines
324
325
326
327

A
S
A

NA
NA
NA

NA
NA
NA

NA
NA
NA

S
A
S

NA
NA
NA

NA
NA
NA

NA
NA
NA

A
S
A

NA
NA
NA

S
N
N

NA
NA
NA

A
A
A

NA
NA
NA

Always requested, however, since there is no legal obligation to provide the data, reports are not always submitted
The marketing authorisation holder may be requested to submit a dossier that includes data on efficacy, cost and other relevant data in support of their product
Only if allowed to quote the data!
Web based study registries

Version 5B

LXV

328

28. Switzerland

328

27. Sweden

25. Slovenia

24. Slovakia

23. Scotland

22. Portugal

NA
NA
NA

S
A
N

S
A
A

A
A
A

NA
NA
NA

NA
NA
NA

NA
NA
NA

A
A
A

NA
NA
NA

S
A
S

NA
NA
NA

A
A
S

NA
NA
NA

S
S
N

NA
NA
NA

NA
NA
NA

NA
NA
NA

S
S
N

N
N
N

S
S
N

NA
NA
NA

NA
NA
NA

NA
NA
NA

S
S
N

NA
NA
NA

S
N
N

NA
NA
NA

N
N
N

NA
NA
NA

30. USA

NA
NA
NA

29. Turkey

NA
NA
NA

26. Spain

21. Poland

19. New Zealand

A
A
A

17. Malta

20. Norway

Publications by other HTA-organizations
Literature (e.g. published clinical studies)
European public assessment report (EPAR) / national public
assessment report (NPAR) (including summary of product
characteristics [SPC])
Unpublished (raw) clinical data
Confidential data
Other,…………….

15. Latvia

A=always
S=sometimes
N=never

18. Netherlands

Result table 16b. Information sources used for the
assessment: Full assessment (jurisdictions 16-31)

16. Luxembourg
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The answer included is applicable to a full assessments that is performed by SBU. In case THL performs the full assessment the answers are A, S, S, S, A, A, S, S
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Result table 16b. Summary table: Information sources used
for the assessment: Full assessment

Number of jurisdictions

NA= not applicable (no (single) rapid assessment in jurisdiction)
A=always
S=sometimes
N=never

NA

A

S

N

Total

%A

%S

%N

Total

Which information sources are used for the assessment?
Manufacturer report

30

13

9

4

4

17

53%

24%

24%

100%

Expert knowledge

30

13

10

5

2

17

59%

29%

12%

100%

Clinical guidelines

30

13

8

7

2

17

47%

41%

12%

100%

Publications by other HTA-organizations

30

13

9

8

0

17

53%

47%

0%

100%

Literature (e.g. published clinical studies)
European public assessment report (EPAR) / national public
assessment report (NPAR) (including summary of product
characteristics [SPC])

30

13

15

2

0

17

88%

12%

0%

100%

30

13

10

5

2

17

59%

29%

12%

100%

Unpublished (raw) clinical data

30

13

1

12

4

17

6%

71%

24%

100%

Confidential data

30

13

1

9

7

17

6%

53%

41%

100%

Other,…………….

29

13

4

0

12

16

25%

0%

75%

100%
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Result table 17. Comparator/comparison

14. Italy

12. Hungary

11. Germany

10. France

Finland
9.

Estonia
8.

England& Wales
7.

Denmark
6.

5.

Canada
4.

Belgium
3.

Austria

13. Ireland

Is comparison limited to pharmaceuticals?

2.

A=always
S=sometimes
N=never?
With what is the pharmaceutical compared with?
Whatever is used in registration trials
Best possible care
Best standard care
Other, ……

Australia

Y=yes
N=no

1.

NA=not applicable (no (single) rapid assessment in this
jurisdiction)
X=applicable

Czech Republic

Result table 17a. Comparator/comparison: (single) rapid
assessment (jurisdictions 1-15)

X333

X334

X335

N343

N

Y

X
X329

X336

X337

X338

X339

N

N

Y342

Y

X340
N

X330

x331

X332

X

X341
Y

N

N

N

N

N

329

Relevant comparator technologies are chosen as comparator – usually the treatment(s) used in current clinical practice in the NHS to manage the disease or condition (this may
include non-licensed technologies if they are used in current clinical practice); sometimes the comparator is best supportive care, palliative therapy or no intervention
330
Most widely used alternative or current therapy
331
Most frequently used therapy (relevant therapy with the same indication)
332
Standard care is defined as the validated care in the field
333
The main comparator(s) should be the currently accepted standard therapy (therapies) that the new intervention is intended to replace. Selection of any other comparator(s)
should be justified. Best standard care is what the clinical guidelines mention as the best available, the best current, a proven, and an established effective treatment
334
The preferred comparator for the reference case is ‘routine care,’ that is, the technology or technologies most widely used in clinical practice in Ireland
335
The pharmaceuticals that are used for this indication in practice
336
"The therapy that prescribers would most replace with the proposed pharmaceutical in practice if the PBS subsidizes the proposed pharmaceutical as requested."
337
The most similar comparator according to ATC level as long this is reasonable. This is mostly all pharmaceuticals within a therapeutic class however it can also be diverted from this
338
Most frequently used pharmaceutical in practice
339
'Currently accepted therapy' which is defined as the single most prevalent clinical practice (if there is one that is dominant)
340
Standard care - product that is the reference product within the relevant reference group
341
All relevant comparators
342
For the therapeutic value assessment the comparison is limited to pharmaceuticals, for place in practice the pharmaceutical is also compared to other technologies
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12. Hungary

13. Ireland

14. Italy

11. Germany

7.

S
S
N
N
N

N
S
S
S
A350

S345
S345
S345
S345
N

A346
A346
A346
A346
N

A
A
A
S
A351

S
S
S
S
N

S
S
S
S
N

N
A349
N
N
N

A
A
A
A
N

S
S
N
S
N

S
S
S
N
N

If there are no direct comparisons, are indirect comparisons used in
the comparative evaluation?

Y352

Y

Y

Y

Y

Y

Y

Y

Y

Y353

Y354

Y

Y

Y355

9.

8.

10. France

6.

S
A348
A
S
N

Finland

5.

A
A347
N
N
N

Estonia

4.

England& Wales

Canada

3.

Denmark

Belgium

2.

S344
S
S
S
N

Y=yes
N=no

Austria

A=always
S=sometimes
N=never?
Which sources are used to identify the comparator?
Indicated by the product sponsor
Experts
Clinical guidelines
(International) methodological guidelines
Other……..

1.

Australia

NA=not applicable (no (single) rapid assessment in this
jurisdiction)
X=applicable

Czech Republic

Result table 17a. Comparator/comparison: (single) rapid
assessment (jurisdictions 1-15)

343
Mostly pharmaceuticals are compared with pharmaceuticals however in exceptional cases when the comparator is another technology (surgical intervention vs pharmaceutical
without any other comparator) than the non-pharmaceutical is accepted as the comparator
344
PBAC invariably determines whether it accepts the nominated main comparator(s), or substitutes its own determination (with reasons).
345
Determined by reimbursement committee
346
All stakeholders are asked to contribute to the identification of the correct comparator
347
The assessment body checks if the comparator indicated by the product sponsor is reasonable and may include another comparator
348
Internal experts in consultation with committee
349
Identified by internal experts of IQWIG
350
List with reference groups: product that is the reference product within the relevant reference group
351
Epidemiological data about treatments
352
Preferably compared with frequentist method after exchangeability assessment and determination of most appropriate metric of comparative treatment effect of the
pharmaceuticals of interest against the common reference
353
The methods for indirect comparisons should be according to an internal HAS guideline
354
Indirect comparisons can be used if studies are adequate for indirect comparison
355
In general not, however if there are relevant data on morbidity or mortality they can be included
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30. USA

X356

29. Turkey

X

28. Switzerland

26. Spain

X

27. Sweden

25. Slovenia

358

24. Slovakia

22. Portugal

357

23. Scotland

21. Poland

20. Norway

19. New Zealand

A=always
S=sometimes
N=never?

18. Netherlands

15. Latvia

Y=yes
N=no

17. Malta

NA=not applicable (no (single) rapid assessment in this
jurisdiction)
X=applicable

16. Luxembourg

Result table 17a. Comparator/comparison: (single) rapid
assessment (jurisdictions 16-31)

With what is the pharmaceutical compared with (X=applicable)?
Whatever is used in registration trials
Best possible care
Best standard care
Other, ……
Is comparison limited to pharmaceuticals (Y=yes, N=no)?

X
X365
N

X360

X366

X
X359
X367

N

N

N

X
X358

X368

X
X357
X357

Y

N

N370

X361

N

X
X

X
X362

X
X356
X356

X363
X363

N

N

N

N

X369
N

X

356

NA

X
X

X364

NA
NA
NA

N

N

NA

356

The ideal is to compare with the best standard treatment. If this is not possible/applicable it may be best possible care, what is used in the registration trial or other
(pharmaceuticals that belong to the same therapeutic subgroup)
357
According to Polish HTA guidelines the primary comparator for the assessed intervention must be the so-called existing practice. It is also recommended to perform a comparison
with other comparators, i.e. the following technologies: the most frequently used, the cheapest, the most efficient and compliant with the standards and guidelines for clinical
management
358
Usual care and/or best usual care
359
Standard care – the medicine assessed is compared with other pharmaceuticals on the Government Formulary List given for the same clinical indication
360
Defined as first line treatment according to clinical guidelines and for which the effectiveness is proven. If there is no standard care, the mostly used care is used for comparison
361
The comparator(s) used in the analyses should be the treatment that most prescribers would replace in NZ clinical practice, and the treatment prescribed to the largest number of
patients (if this differs from the treatment most prescribers would replace)
362
Standard care as for example indicated in guidelines
363
The most cost-effective care, or best standard care
364
All comparators
365
Most commonly used alternative for certain indication
366
Actually reimbursed treatments with the same therapeutic indication
367
Other medical substances
368
The most significant medical treatment possibilities which can be the most prevalent treatment, the most inexpensive treatment or other alternatives
369
The most appropriate comparator is the one that will most likely be replaced if the pharmaceutical under consideration is accepted by the SMC for use in Scotland
370
In out patient care usually pharmaceuticals are the comparator however but non pharmacological measures can be included in the comparison. For inpatient pharmaceuticals it is
more common to include non pharmacological interventions
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Result table 17a. Comparator/comparison: (single) rapid
assessment (jurisdictions 16-31)

21. Poland

24. Slovakia

25. Slovenia

26. Spain

27. Sweden

28. Switzerland

29. Turkey

30. USA

N
A
S
S
N

S371
A371
A371
A371
N

S
S
A
S
N

S
S
S
?
N

A
N
N
N
N

A
A
A
A
N

S
A
S
A

A372
A
S
N
N

S
S
S
S
S

A
A
A
A
A373

A
S
A
A
A374

A
S
S
S
N

S
S
S
S
N

A
S
A
A
N

NA
NA
NA
NA
NA

Y375

Y

Y

Y

Y376

Y

Y377

Y

Y378

Y

Y

Y

Y

Y

N

NA

23. Scotland

20. Norway

S
S
A
A
N

22. Portugal

19. New Zealand

If there are no direct comparisons, are indirect comparisons used
in the comparative evaluation (Y=yes, N=no)?

18. Netherlands

Which sources are used by the assessment body to identify the
comparator (A=always, S=sometimes, N=never)?
Indicated by the product sponsor
Experts
Clinical guidelines
(International) methodological guidelines
Other……..

17. Malta

A=always
S=sometimes
N=never?

16. Luxembourg

Y=yes
N=no

15. Latvia

NA=not applicable (no (single) rapid assessment in this
jurisdiction)
X=applicable

371

Identified by pharmacists doing HTAs based on multiple sources
But always validated by SMC
373
what other countries have choose in their assessments
374
Technical team's expert knowledge, relevant scientific literature
375
Only information from systematic reviews, meta-analyses and economic modeling are considered
376
Bayesian methods are not used, frequentist methods are preferred
377
The recommended method for performing indirect comparisons of studies with a common comparator depend on the outcome measures used – in the case of odd ratios, it is
recommended to use logical regression or metaregression, and in the case of measures such as relative risks, risk difference, difference of mean values or hazard ratios, the
recommended methods include adjusted indirect comparison Bucher or metaregression. In justified cases, network meta-analysis can be used
378
Bayesian analysis are preferred, naive indirect comparisons are not preferred. The SMC is developing a section on indirect comparison to be implemented in the manufacturers
guideline in the summer of 2011
372
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Result table 17a. : Summary table: Comparator/comparison (single) rapid
assessment
NA=not applicable (no (single) rapid assessment in this jurisdiction)
X=applicable

X

%X

Jurisdictions NA

Y=yes
N=no

Whatever is used in registration trials

5

17%

1

Best possible care

7

24%

1

Best standard care 20 69%
Other, …… 14 48%

1

A=always
S=sometimes
N=never
M=missing value
With what is the pharmaceutical compared with (X=applicable)?

1

Y

N

Total

%Y

%N

Total

5
Is comparison limited to pharmaceuticals?
Which sources are used by the assessment body to identify the comparator
A
(A=always, S=sometimes, N=never)?
Indicated by the product sponsor 11
Experts 11

24

29

17%

83%

100%

Clinical guidelines 12
(International) methodological guidelines
9
Other……..

If there are no direct comparisons, are indirect comparisons used in the
comparative evaluation ?

Version 5B

S

N

M

Total

%A

%S

15

3

0

29

38%

52% 10%

0%

100%

1

16

2

0

29

38%

55%

0%

100%

1

13

4

0

29

41%

45% 14%

0%

100%

1

13

6

1

29

31%

45% 21%

3%

100%

1

4

1

24

0

29

14%

0%

100%

1

Y

N

Total

%Y

%N

Total

26

1

27

96%

4%

100%

3%

%N

1

7%

83%

%M Total

1
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X388

N

N

Y392

N

NA

Y

NA

NA

N

S
S

S
S
S382

NA
NA
NA

N
N
A383

X390

NA
NA
NA
NA

N

NA

X385

N

14. Italy

NA
NA
NA
NA

10. France

Finland

NA
NA
NA
NA

X384
X389

Estonia

NA
NA
NA

13. Ireland

X387

NA
NA
NA

12. Hungary

X386

N
N
A381

11. Germany

X379

NA
NA
NA
NA

9.

X

S
S
N

8.

5.
NA
NA
NA

England& Wales

Canada
4.
S
S

Denmark

Belgium
3.
S
S

6.

Austria
N
S
S380

S
S
A379

7.

Is comparison limited to pharmaceuticals (Y=yes, N=no)?

2.

A=always
S=sometimes
N=never?
How are the multiple technologies selected (A=always,
S=sometimes, N=never)?
All technologies for a specific indication
All pharmaceuticals within a therapeutic class
Other, ………………………..
With what is the pharmaceutical compared with (X=applicable)?
Whatever is used in registration trials
Best possible care
Best standard care
Other, ……

Australia

Y=yes
N=no

1.

NA=not applicable (no full assessment in this jurisdiction)
X=applicable

Czech Republic

Result table 17b. Comparator/comparison: Full assessment
(jurisdictions 1-15)

N
A
N

X
X391
N

Y

379

As determined by the scope of the cost-effectiveness review
Selected on a case by case basis
381
All stakeholders are asked to contribute to the identification of the correct process (STA or MTA) and technologies
382
Selected pharmaceuticals
383
The preferred comparator for the reference case is ‘routine care’, that is the technology or technologies most routinely used in clinical practice in Ireland. The scope of the
evaluation (number of comparators) may be refined in consultation with key stakeholders
384
Relevant comparator technologies are chosen as comparator – usually the treatment(s) used in current clinical practice in the NHS to manage the disease or condition (this may
include non-licensed technologies if they are used in current clinical practice); sometimes the comparator is best supportive care, palliative therapy or no intervention
385
Standard care is defined as the validated care in the field
386
The most similar comparator according to ATC level as long this is reasonable. This is mostly all pharmaceuticals within a therapeutic class however it can also be diverted from this
387
Most frequently used pharmaceutical in practice
388
'Currently accepted therapy' which is defined as the single most prevalent clinical practice (if there is one that is dominant)
389
All relevant comparators
390
All technologies for a specific indication or within a therapeutic class or selected comparators
391
All pharmaceuticals within a therapeutic class
380
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12. Hungary

13. Ireland

N

NA

A396

N

Experts
Clinical guidelines
(International) methodological guidelines
Other……..

S393
S393
S393
N

A397

A398
A
S
N

S
S
S
N

NA
NA
NA
NA

S394
S394
S394
N

A395
A395
A395
N

NA
NA
NA
NA

NA
NA
NA
NA

S
S
S
N

N
S399
N
N400

NA
NA
NA
NA

A396
A396
A396
N

S
S
S
N

If there are no direct comparisons, are indirect comparisons used in
the comparative evaluation (Y=yes, N=no)?

Y401

Y

NA

NA

Y402

N403

NA

Y

Y404

N

Y

Y

14. Italy

11. Germany

S

10. France

NA

Finland
9.

NA

NA

Estonia
8.

England& Wales
7.

Denmark

A395

S

6.
S394

5.

S

Canada

A

4.

S393

A=always
S=sometimes
N=never?

Belgium

Austria
2.

Which sources are used by the assessment body to identify the
comparator (A=always, S=sometimes, N=never)?
Indicated by the product sponsor

Y=yes
N=no

3.

Australia
1.

NA=not applicable (no full assessment in this jurisdiction)
X=applicable

Czech Republic

Result table 17b. Comparator/comparison: Full assessment
(jurisdictions 1-15)

392

For the therapeutic value assessment the comparison is limited to pharmaceuticals, for place in practice the pharmaceutical is also compared to other technologies
PBAC invariably determines whether it accepts the nominated main comparator(s), or substitutes its own determination (with comparative reasons)
394
Determined by reimbursement committee
395
all stakeholders are asked to contribute to the identification of the correct comparator
396
Key stakeholders are consulted in identifying and refining the correct comparators
397
The assessment body checks if the comparator indicated by the product sponsor is comparative reasonable and may include another comparator
398
Internal experts in consultation with committee
399
Identified by internal experts of IQWIG
400
Sometimes it is decided by G-BA
401
Preferably determined by frequentist method after exchangeability assessment and determination of most appropriate metric of comparative treatment effect of the
pharmaceuticals of interest against the common reference
402
The methods for indirect comparisons should be according to an internal HAS guideline
403
In general no quantitative indirect comparisons are performed, sometimes a qualitative description is provided in the conclusion
404
In general not, however if there are relevant data on morbidity or mortality they can be included
393
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Result table 17b. Comparator/comparison: Full assessment
(jurisdictions 16-31)

Is comparison limited to pharmaceuticals (Y=yes, N=no)?

N

N

Y

Which sources are used by the assessment body to identify the
comparator (A=always, S=sometimes, N=never)?
Indicated by the product sponsor

S

NA

NA

NA

NA
NA
NA

S
S
N

NA
NA
NA

A
A
N

NA
NA
NA

NA
NA
NA
NA

NA
NA
NA
NA

X
X
X407

X

NA
NA
NA
NA

NA
NA
NA
NA

A

X
X
X

NA
NA
NA
NA

N

NA

Y

N

NA

NA

N

NA

NA

N

Y

N

S

N

A

NA

NA

NA

A

NA

A

NA

A

NA

X406
410

A
N
N

X408

30. USA

NA
NA
NA

29. Turkey

NA
NA
NA

A
N
N

26. Spain

S
N
S405

20. Norway

28. Switzerland

NA
NA
NA
NA

27. Sweden

NA
NA
NA
NA

25. Slovenia

X
X409

NA
NA
NA
NA

With what is the pharmaceutical compared with (X=applicable)?
Whatever is used in registration trials
Best possible care
Best Standard care
Other, ……

24. Slovakia

S
S
N

23. Scotland

19. New Zealand

NA
NA
NA

S
A

22. Portugal

18. Netherlands

NA
NA
NA

A=always
S=sometimes
N=never?
How are the multiple technologies selected (X=applicable)?
All technologies for a specific indication
All pharmaceuticals within a therapeutic class
Other, ………………………..

21. Poland

17. Malta

NA
NA
NA

Y=yes
N=no

15. Latvia

16. Luxembourg

NA=not applicable (no full assessment assessment in this
jurisdiction)
X=applicable

NA
NA
NA

NA
NA
NA
NA

405

According to Polish HTA guidelines the primary comparator for the assessed intervention must be the so-called existing practice. It is also recommended to perform a comparison
with other comparators, i.e. the following technologies: '- the most frequently used, - the cheapest, - the most efficient, - compliant with the standards and guidelines for clinical
management
406
The comparator(s) used in the analyses should be the treatment that most prescribers would replace in NZ clinical practice, and the treatment prescribed to the largest number of
patients (if this differs from the treatment most prescribers would replace)
407
Standard care as for example indicated in guidelines
408
All comparators
409
Most commonly used alternative for certain indication
410
All technologies for a specific indication
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Result table 17b. Comparator/comparison: Full assessment
(jurisdictions 16-31)

22. Portugal

23. Scotland

24. Slovakia

25. Slovenia

26. Spain

S
S
?

A
A
S

A
A
S

NA
NA
NA
NA

NA
NA
NA
NA

NA
NA
NA
NA

A
A
A
A411

NA
NA
NA
NA

A
A
A

NA
NA
NA
NA

S
A
A
N

NA
NA
NA
NA

If there are no direct comparisons, are indirect comparisons used in
the comparative evaluations (Y=yes, N=no)?

Y412

NA

NA

NA

Y413

Y

Y414

NA

NA

NA

Y

NA

N

NA

N

NA

30. USA

21. Poland

NA
NA
NA
NA

29. Turkey

20. Norway

NA
NA
NA
NA

28. Switzerland

19. New Zealand

NA
NA
NA
NA

27. Sweden

18. Netherlands

Experts
Clinical guidelines
(International) methodological guidelines
Other……..

412

17. Malta

A=always
S=sometimes
N=never?

411

S
A
A

15. Latvia

Y=yes
N=no

16. Luxembourg

NA=not applicable (no full assessment assessment in this
jurisdiction)
X=applicable

what other countries have choose in their assessments
Only information from systematic reviews, meta-analyses and economic modeling are considered

413

Bayesian methods are not used, frequentist methods are preferred
The recommended method for performing indirect comparisons of studies with a common comparator depend on the outcome measures used – in the case of odd ratios, it is
recommended to use logical regression or metaregression, and in the case of measures such as relative risks, risk difference, difference of mean values or hazard ratios, the
recommended methods include adjusted indirect comparison Bucher or metaregression. In justified cases, network meta-analysis can be used

414
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Jurisdictions NA

Result table 17b. Summary table: Comparator/comparison: Full
assessment
NA=not applicable (no full assessment assessment in this jurisdiction)
X=applicable
Y=yes
N=no
A=always
S=sometimes
N=never?

X

%X

How are the multiple technologies selected (X=applicable)?
All technologies for a specific indication

12

71%

13

All pharmaceuticals within a therapeutic class
Other, ………………………..

11

65%

13

6

35%

13

With what is the pharmaceutical compared with (X=applicable)?
Whatever is used in registration trials

X

%X

3

18%

13

Best possible care

2

12%

13

Best standard care

8

47%

13

10

59%

Y

N

Total

%Y

%N

Total

Is comparison limited to pharmaceuticals?

3

14

17

18%

82%

100%

How is the comparator identified by the assessment body?
Indicated by the product sponsor

A

S

N

M

Total

%A

%S

%N

%M

Total

7

7

3

0

17

41%

41%

18%

0%

100%

13

Other, ……

Experts
Clinical guidelines
(International) methodological guidelines
Other……..

If there are no direct comparisons, are indirect comparisons used in the
comparative evaluations?

Version 5B

13

13

8

8

1

0

17

47%

47%

6%

0%

100%

13

10

6

1

0

17

59%

35%

6%

0%

100%

13

6

8

2

1

17

35%

47%

12%

6%

100%

13

16

0

94%

0%

100%

13

1

0

17

6%

0%

Y

N

Total

%Y

%N

Total

14

3

17

82%

18%

100%

13
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Result table 18. Outcomes
Result table 18a.
(single) rapid
assessment
1.

Australia

2.

Austria

3.

Belgium

4.

Canada

5.
6.

Czech Republic
Denmark

7.

England& Wales
(UK)

How are endpoints selected that are included in the
assessment?

Which clinical endpoints are accepted for the assessment (overall survival,
disease specific survival, event-free survival etc)?

According to their rigor (i.e., more confident conclusions can
be drawn from the primary analyses of direct randomised
trials than from say secondary or subgroup analyses or from
nonrandomised comparisons) and relevance to patients
Submitted by marketing authorisation holder and validated by
assessment body
Identified by internal experts in consultation with committee
Selected by the marketing authorisation holder according to
the submission guidelines

Any/all. There is no pre-determined minimum standard of outcome (endpoint)
according to type of outcome.

Identified by the assessment body according to the indication.
Selected by medical secretariat
Identified in scoping exercise

Selected by the assessment agency
8.

Estonia

9.

Finland

10. France

11. Germany
12. Hungary

Submitted by marketing authorisation holder
Critically reviewed by HAS (validated outcomes are preferably
selected)
Selected by assessors (based on legal definitions), however,
organisations of patient representatives are consulted for
endpoint definition

13. Ireland

Endpoints from clinical trials are used
Submitted by marketing authorisation holder and validated by
assessment body

14. Italy
15. Latvia

By the assessment body based on the therapeutic effect
Selected by the agency's investigators, based on the ‘Baltic

Version 5B

No general rules, on a case by case basis. Hard clinical endpoints are preferred.
Difference in mortality, morbidity and quality of life is preferred
Final clinical outcomes which is defined as relevant and noticeable to patients,
including Survival (overall) and/or non-subjective clinical outcome measures, or
disease or condition-related events that enable health benefits to be expressed in lifeyears, QALYs, or events (e.g., myocardial infarction, stroke, or fracture), and surrogate
outcomes
All are accepted however overall survival is preferred
All (clinical relevant endpoints are preferred)
Outcome measures can be either intermediate or final endpoints. The clinical outcome
measures would usually be expected to have an impact on survival or health-related
quality of life (HRQL) and be able to be translated into quality-adjusted life years
(QALYs) for the evaluation of cost effectiveness
Clinically important outcomes. Depending on the overall treatment goal. If treatment is
life prolonging/saving, then overall survival is paramount. If not available, other
alternatives. Overall survival, QALY and other clinically relevant events are preferred.
All. Hard clinical endpoints are and QALYs are preferred
All endpoints, however outcomes related to mortality and/or morbidity are preferred
Mortality, morbidity (complaints and complications), health-related quality of life. In
addition, invested time and effort related to the disease and the intervention can be
considered as well as patient satisfaction. However, these aspects are normally
regarded only as secondary outcomes.
Depends on the disease, however hard endpoints are preferred
For the reference case, outcomes should be expressed as QALYs. In exceptional
circumstances a CEA may be conducted using intermediate or final endpoints, provided
clear empiric evidence is provided to justify the outcome selected
All endpoints that are considered relevant, preferably mortality & morbidity
Prevention of death, reduced incidence of complications, reduced incidence of side-
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Result table 18a.
(single) rapid
assessment

16. Luxembourg
17. Malta
18. Netherlands
19. New Zealand
20. Norway
21. Poland

22. Portugal
23. Scotland (UK)
24. Slovakia
25. Slovenia
26. Spain
27. Sweden
28. Switzerland
29. Turkey
30. USA

Version 5B

How are endpoints selected that are included in the
assessment?

Which clinical endpoints are accepted for the assessment (overall survival,
disease specific survival, event-free survival etc)?

guideline for economic evaluations of pharmaceuticals’
according to their clinical relevance
Endpoints are selected by agency according to their clinical
relevance
According to scientific literature after discussing issues with
experts

effects, incidence of well controlled therapy symptoms, etc

Selected by the assessment agency based on the EMEA
guidelines and comparative evaluation guidelines
Identified by assessment body from the clinical trial and other
evidence and sometimes expert opinion
Presented by marketing authorisation holder
Identified by assessment body: the clinical analysis should
evaluate the health effects which represent clinically
significant endpoints, playing an important role in a given
disease
Preferably from RCT
Selected by SMC
Submitted by marketing authorisation holder and verified by
assessors
Presented by marketing authorisation holder but critically
evaluated
Selected by the agency, usually the endpoints from clinical
trials are selected
Submitted by marketing authorisation holder and critically
reviewed by TLV
Selected by the agency’s investigators based on the submitted
data of the marketing authorisation holder
Provided by the manufacturer
NA

All clinical endpoints are accepted
Onset of symptoms, decrease of pain (for pain medication), hospitalisation, overall
survival/ survival rate, disease progression, event-free survival (Survival rate and
disease progression are preferred)
All endpoints are accepted, however clinical relevant endpoints such as morbidity,
mortality and quality of life are preferred
Can be either overall survival, disease specific survival, event-free survival, depending
on evidence. Overall survival > disease specific survival > event-free survival
All endpoints are accepted
Patient-oriented clinically significant endpoints (deaths, cases or recoveries, quality of
life, adverse effects (divided into serious and non-serious) and/or medical events) or
surrogate endpoints. Patient-oriented clinically significant endpoints are preferred
Depends on the disease. For oncology overall survival is preferred over progression
free survival
Hard clinical endpoints are accepted such as overall survival and quality of life. QALY’s
are the preferred outcome.
All clinical endpoints are accepted, final clinical endpoints are preferred.
All, preference for long-term endpoints
All of them, depending on the clinical relevance in the pathology and those selected in
the clinical studies. Final clinical endpoints are preferred
Morbidity, mortality, QALY, WTP. Hard endpoints are preferred
Clinically relevant endpoint (e.g. cardiovascular events, overall survival, increasingly
frequently used is progression-free survival)
All clinical relevant endpoints
NA

LXXIX

Y421
Y428
Y433

Y422
Y422
Y

Y416
Y
Y434

Y423
Y429
Y

14. Italy

Y420
Y
Y432

13. Ireland

10. France

Y419
Y427
N

12. Hungary

9.

Y418
Y418
Y431

11. Germany

8.

Y417
Y
Y

Finland

7.

Y416
Y426
Y

Estonia

6.

England& Wales

5.

Denmark

4.

Y
Y
Y

Canada

3.

Y415
Y415
Y430

Belgium

Austria
2.

Are the following endpoints included in the assessment?
Are surrogate endpoints included?
Are composite endpoints included?
Are generic quality of life end-points included?

Australia

NA=not applicable (no (single) rapid assessment in this jurisdiction)
Y=yes
N=no
M=Missing value

1.

Result table 18b. Outcomes: (single) rapid assessment (jurisdictions
1-15)

Czech Republic
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Y
Y
Y

Y424
Y
Y

Y425
Y425
N

415

If they form the primary outcome in the primary analysis of the relevant direct randomised trial
If no other endpoints are available and if they are considered clinically relevant
417
Surrogate endpoints may be used as primary endpoints when appropriate (when the surrogate is reasonably likely or well known to predict clinical outcome). If data are not
available to support the relationship between surrogate and Final Clinical Outcomes, a cost-consequence should be provided
418
In general they are accepted however the use should be justified by the marketing authorisation holder
419
If available, however considered less relevant for the outcome of the decision
420
Outcomes that are related to the outcome of interest but may be more easily assessed within the context of a clinical study
421
If no directly clinically relevant measures have been used in trials
422
If no other endpoints are available
423
Surrogate outcomes are considered only as proof of a(n) (additional) benefit of an intervention if appropriate statistical methods applied beforehand showed that the effect of an
intervention (with a comparable mechanism of action) on the patient-relevant outcome to be substituted was explained to a sufficient degree by the effect on the surrogate outcome.
In the case of extremely serious diseases in terms of morbidity and mortality without treatment alternatives, surrogate outcomes of unclear validity may have to be accepted as
outcomes that potentially indicate a benefit of an intervention.
424
Where it has a validated, well established link, with an important patient outcome
425
If considered relevant
426
Only if they are regarded as clinical relevant
427
If available, e.g. cardiologic areas
428
When these are standard and have been widely used in trials
429
If all components are patient relevant endpoints. Quality criteria are applicable: for example separate reporting of all components
430
When they are reported in the relevant direct randomised trials, because they assess patient-relevant outcomes
431
If submitted by the manufacturer, however this does not happen that often
432
The measurement of changes in health related quality of life should be reported directly from patients and the value of changes in patients’ HRQL (that is, utilities) should be based
on public preferences using a choice-based method
433
If the applicant has decided to submit cost-utility analysis in addition to cost-effectiveness analysis
434
As complementary data
416
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N
Y
Y447
Y452

Y
Y
Y
N

14. Italy

N
Y441
Y
Y451

13. Ireland

Y
Y
Y
Y

12. Hungary

Y
Y440
Y
Y

11. Germany

Y436
Y439
Y446
Y450

10. France

N
Y
Y445
Y

9.

Y
Y431
Y444
N

Finland

Estonia
8.

England& Wales

Denmark

Canada
Y
Y
Y
Y

7.

N
Y
Y
Y

4.

Belgium
3.

Austria
N
Y
Y
Y

6.

Y435
Y438
Y443
Y

5.

Are utilities used?
Are disease specific quality of life end-points included?
Are safety data taken into account?
Are contra-indications considered?

2.

1.

NA=not applicable (no (single) rapid assessment in this jurisdiction)
Y=yes
N=no
M=Missing value

Australia

Result table 18b. Outcomes: (single) rapid assessment (jurisdictions
1-15)

Czech Republic
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Y437
Y
Y448
Y

N
Y442
Y449
Y

435

If based on HUI2, HUI3, EQ-5D, SF-6D or AQOL
The EQ-5D is the preferred measure of HRQL in adults. The methods to elicit EQ-5D utility values should be fully described. When EQ-5D data are not available or are inappropriate
for the condition or effects of treatment, the valuation methods should be fully described and comparable to those used for the EQ-5D. Data collected using condition-specific,
preference-based measures may be presented in separate analyses. The use of utility estimates from published literature must be supported by evidence that demonstrates that they
have been identified and selected systematically
437
EQ-5D, SF-6D are accepted to calculate utilities
438
When they are reported in the relevant direct randomised trials, because they assess patient-relevant outcomes.
439
When an alternative measure is preferred, those submitting analysis should provide reasons, supported by empirical data on the properties of the instrument used. They should
also indicate any evidence that will help the Committee understand to what extent their choice of instrument has impacted on the valuation of the QALYs gained. If direct valuations of
descriptions of health states based on HRQL measures other than the EQ-5D are used, the valuation methods must be comparable to those used for the EQ-5D
440
Only in addition to CEA data
441
When Quality of life scales are validated and appropriate to the specific disease
442
If considered relevant, this is however the exemption
443
As a minimum, the number of trial participants reporting (a) any adverse event, (b) any adverse event resulting in discontinuation of the randomised treatment, (c) any adverse
event resulting in hospitalisation, (d) any adverse event resulting in death, and (e) each and every other type of adverse event where the frequency or severity differs substantially
across randomised groups, preferably on an intention-to-treatment basis
444
Deaths due to side-effects and major vs minor side-effects are preferred
445
all, with special emphasis on potential serious side effects
446
There is a preference for adverse effects that are important to patients and/or their careers
447
In particular, adverse effects can be defined as relevant that may: • Completely or almost completely counterbalance the benefit of an intervention; • Substantially differ from
adverse effects occurring with (an) otherwise equivalent treatment option(s); • Occur predominantly with treatment options that may be particularly effective; • Have a dose-effect
relationship; • Be regarded by patients as especially important; • Be accompanied by serious morbidity or even increased mortality, or be associated with substantial impairment in
Quality of life
448
All adverse effects that are of clinical or economic importance should be included
449
Preferred are the severity of unintended effects and frequency
450
Indirectly as contraindications would possibly affect the comparator
436
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Y

Y464

Y465

Y

466

Y467

Y

12. Hungary

13. Ireland

14. Italy

11. Germany

Y

Y468

Y

Y

30. USA

Y462

Y453
Y459
Y

29. Turkey

Y463

N
Y458
N

28. Switzerland

Y

Y453
Y
Y

27. Sweden

Y462

26. Spain

Y461

N455
N
N

25. Slovenia

10. France

Finland

N
N457
Y

24. Slovakia

9.

Estonia

Y453
Y
Y422

23. Scotland

8.

England& Wales

Y
Y
N

22. Portugal

7.

Denmark
6.

N
Y456
Y460

21. Poland

Y453
Y
Y

20. Norway

5.

Canada
4.

Belgium

Y454
Y
Y

18. Netherlands

3.

Austria
2.

Y453
Y
Y

19. New Zealand

Are the following endpoints included in the assessment?
Are surrogate endpoints included?

N
Y
Y

16. Luxembourg

NA=not applicable (no (single) rapid assessment in this
jurisdiction)
Y=yes
N=no

Y453
N
Y

15. Latvia

Result table 18b. Outcomes: (single) rapid assessment
(jurisdictions 16-31)

Y453
N
Y

17. Malta

Is a benefit-risk analysis part of the analysis?
Is the ease of use considered?
Is experience with the pharmaceutical considered?

1.

NA=not applicable (no (single) rapid assessment in this jurisdiction)
Y=yes
N=no
M=Missing value

Australia

Result table 18b. Outcomes: (single) rapid assessment (jurisdictions
1-15)

Czech Republic
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NA

451

It is not a major criteria and it is taken into account on a case by case basis
For the inclusion criteria for study selection
453
Qualitative
454
In case of orphan pharmaceutical and very innovative pharmaceuticals. It is a qualitative assessment
455
A benefit / risk assessment is possible according to the methods paper, but has not been done so far
456
Included in the HRQL
457
Unless it is demonstrated that the ease of use has clinical impact
458
This is considered part of HRQL
459
But not so relevant for the decision making
460
If experience (as in surgical procedures) affects the efficacy/effectiveness
461
This depends on illness. They are only included if clinical trials reporting significant outcomes are not available (e.g., rheumatoid arthritis, multiple sclerosis etc.)
462
If no clinically relevant endpoints are available
463
If clinical relevant endpoints are not available yet and there is an established connection between the surrogate marker and the clinical relevant endpoint
452

Version 5B

LXXXII

Y
Y
N
Y
Y
Y

S472
Y475
Y
Y
Y
Y

Y
Y
N
Y
Y
?

30. USA

Y
Y
Y
Y
Y
Y

28. Switzerland

Y
N477
Y
Y484
N486

Y467
Y467
Y
Y467
Y
Y

29. Turkey

Y465
Y474
N476
Y474
Y483
Y

27. Sweden

22. Portugal

21. Poland
Y
Y
Y
Y
Y
N

26. Spain

Y
Y
Y
Y
N482
N

25. Slovenia

Y471
Y
Y
Y
Y481
Y

20. Norway

Y
Y473
N
Y
Y480
Y

19. New Zealand

?470
?470
N
Y478
Y479
Y

24. Slovakia

Y
N
N
N
Y
Y

23. Scotland

Y469
N
N
N
Y
Y

18. Netherlands

Are composite endpoints included?
Are generic quality of life end-points included?
Are utilities used?
Are disease specific quality of life end-points included?
Are safety data taken into account?
Are contra-indications considered?

17. Malta

NA=not applicable (no (single) rapid assessment in this
jurisdiction)
Y=yes
N=no

15. Latvia

Result table 18b. Outcomes: (single) rapid assessment
(jurisdictions 16-31)

16. Luxembourg
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Y
N
N
N
Y485
Y487

NA
NA
NA
NA
NA
NA

464

If no clinical trials with patient-oriented clinically significant endpoints have been found, surrogates can be assessed as the outcomes. In this case it is recommended to present the
relationship between the surrogates used and the clinically significant endpoints in the analysis
465
If no better evidence is available
466
Only accepted as leads to hard endpoints
467
However decided on a case by case basis
468
Only validated surrogate endpoints are accepted - e.g. surrogate endpoints recommended by EMA, FDA, ICH etc.
469
if clinical trials reporting single outcomes are not available
470
No policy is determined yet regarding this as it has not been the case yet
471
If other endpoints are not available
472
Only in rare and selected cases
473
EQ-5D is preferred
474
If considered relevant for the disease
475
On a case-by-case decision
476
They are only included in cost effectiveness assessment
477
Only in cost-effectiveness analysis
478
For example in oncology/ palliative care
479
Deaths due to side-effects, major vs minor side-effects, contra-indications
480
Drop-out from study due to side effects is considered a very relevant outcome however all endpoints available may be used. Also considered very relevant are severe side-effects
and frequent side-effects
481
drop-out from study due to side effects, deaths due to side-effects, major side-effects, irreversible side-effects
482
Only if they are provided by the marketing authorisation holder. The manufacturer has to demonstrate seriousness of disease/condition, that long-term treatment is necessary
(more than 3 mo), efficacy and cost-effectiveness to be granted reimbursement.
483
If there are major differences on safety versus comparator
484
If relative safety is an issue. Difference in side-effects or mortality are preferred
485
Serious side-effects and side-effects that have impact on the budget
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Y489
Y
Y

Y453
Y
Y

Y453
Y
Y

N
Y
N

30. USA

Y453
Y
Y493

29. Turkey

Y488
N
Y

28. Switzerland

Y453
Y492
Y

27. Sweden

26. Spain

N
Y
N

25. Slovenia

Y453
Y491
N

24. Slovakia

Y453
Y
Y

23. Scotland

Y453
Y
Y

22. Portugal

Y453
Y
Y

21. Poland

18. Netherlands

Y453
N
N

20. Norway

17. Malta

Is a benefit-risk analysis part of the analysis?
Is the ease of use considered?
Is experience with the pharmaceutical considered?

16. Luxembourg

NA=not applicable (no (single) rapid assessment in this
jurisdiction)
Y=yes
N=no

15. Latvia

Result table 18b. Outcomes: (single) rapid assessment
(jurisdictions 16-31)

19. New Zealand
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N490
Y
Y

Y453
Y
Y

NA
NA
NA

486

Contra-indication should be considered by the clinicians. It is assumed that the assessment is only performed for the patient groups that is indicated for the pharmaceutical (this
contra-indication is outside of the scope)
487
Sometimes
488
Numbers needed to treat (NNT) or numbers needed to harm (NNH)
489
It can be, however it is not obligatory
490
Benefit/risk assessment is the task of the approval authority Swissmedic, however the safety of the pharmaceutical is also considered for the discussions regarding reimbursement
491
But only to a limited extent. It should contribute to the outcome of treatment
492
Only if it is important
493
On occasion
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NA=not applicable
Y=yes
N=No
M=Missing value

Number of
jurisdictions

Result table 18b. Outcomes: (single) rapid assessment

NA

Y

N

M

Total

%Y

%N

%M

Total

30
30
30
30

1
1
1
1

29
28
23
14

0
0
5
15

0
1
1
0

29
29
29
29

100%
97%
79%
48%

0%
0%
17%
52%

0%
3%
3%
0%

100%
100%
100%
100%

30
30
30
30

1
1
1
1

26
28
23
21

3
1
5
8

0
0
1
0

29
29
29
29

90%
97%
79%
72%

10%
3%
17%
28%

0%
0%
3%
0%

100%
100%
100%
100%

30

1

23

6

0

29

79%

21%

0%

100%

30

1

22

7

0

29

76%

24%

0%

100%

Are the following endpoints included in the assessment?
Are
Are
Are
Are
Are

surrogate endpoints included?
composite endpoints included?
generic quality of life end-points included?
utilities used?
disease specific quality of life end-points included?

Are safety data taken into account?
Are contra-indications considered?
Is a benefit-risk analysis part of the analysis?
Is the ease of use considered?
Is experience with the pharmaceutical considered?
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Result table 18c. Outcomes: Full
assessment

How are endpoints selected that are included in the
assessment?
According to their rigor (i.e., more confident conclusions can be
drawn from the primary analyses of direct randomised trials than
from say secondary or subgroup analyses or from nonrandomised
comparisons) and relevance to patients
Submitted by marketing authorisation holder and validated by
assessment body.

1.

Australia

2.

Austria

3.

Belgium

Identified by internal experts in consultation with committee

4.

Canada

consultations with experts (clinicians), consideration of Patientreported outcomes, discussion with advisory committee members,
international work (vis-à-vis methods, esp pertaining to surrogate
outcomes)

5.
6.

Czech Republic
Denmark

NA
selected by medical secretariat

7.

England& Wales (UK)

Identified in scoping exercise

8.
9.

Estonia
Finland

NA
NA
Critically reviewed by HAS (validated outcomes are preferably
selected)

10. France

11. Germany

Selected by assessors (based on legal definitions), however,
organisations of patient representatives are consulted for endpoint
definition

12. Hungary

NA

13. Ireland

Identified as part of scoping exercise

14. Italy

By the assessment body based on the therapeutic effect

Version 5B

Which clinical endpoints are accepted for the
assessment (overall survival, disease specific survival,
event-free survival etc)?
Any/all. There is no pre-determined minimum standard of
outcome (endpoint) according to type of outcome.
No general rules, on a case by case basis. Hard clinical
endpoints are preferred.
Difference in mortality, morbidity and quality of life is
preferred
Final clinical outcomes which are defined as relevant and
noticeable to patients, including survival (overall) and/or nonsubjective clinical outcome measures, or disease or conditionrelated events that enable benefits to be expressed in lifeyears, QAYS, or events (e.g, MI, stroke, fracture) or surrogate
outcomes (preferably validated)
NA
All (clinical relevant are preferred)
Outcome measures can be either intermediate or final
endpoints. The clinical outcome measures would usually be
expected to have an impact on survival or health-related
quality of life (HRQL) and be able to be translated into
quality-adjusted life years (QALYs) for the evaluation of cost
effectiveness.
NA
NA
All endpoints, however outcomes related to mortality and/or
morbidity are preferred
Mortality, morbidity (complaints and complications), healthrelated quality of life. In addition, invested time and effort
related to the disease and the intervention can be considered
as well as patient satisfaction. However, these aspects are
normally regarded only as secondary outcomes.
NA
For the reference case, outcomes should be expressed as
QALYs. In exceptional circumstances a CEA may be conducted
using intermediate or final endpoints, provided clear empiric
evidence is provided to justify the outcome selected
All endpoints that are considered relevant, preferably
mortality & morbidity
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Result table 18c. Outcomes: Full
assessment
15. Latvia
16. Luxembourg
17. Malta
18. Netherlands

How are endpoints selected that are included in the
assessment?
Selected by the agency's investigators, based on the ‘Baltic guideline
for economic evaluations of pharmaceuticals’ according to their
clinical relevance
NA
NA
NA

19. New Zealand

Identified by assessment body from the clinical trial and other
evidence and sometimes expert opinion

20. Norway

Identified by NOKC with clinicians

21. Poland

The clinical analysis should evaluate the health effects which
represent clinically significant endpoints, playing an important role in
a given disease

22.
23.
24.
25.
26.
27.
28.
29.
30.

NA
NA
NA
Presented by marketing authorisation holder but critically evaluated
NA
Selected by the agency
NA
Provided by the manufacturer
NA

Portugal
Scotland (UK)
Slovakia
Slovenia
Spain
Sweden
Switzerland
Turkey
USA

Version 5B

Which clinical endpoints are accepted for the
assessment (overall survival, disease specific survival,
event-free survival etc)?
Prevention of death, reduced incidence of complications,
reduced incidence of side-effects, incidence of well controlled
therapy symptoms, etc.
NA
NA
NA
Can be either overall survival, disease specific survival, eventfree survival, depending on evidence. Overall survival >
disease specific survival > event-free survival
Patient-centred endpoints are preferred
Patient-oriented clinically significant endpoints (deaths, cases
or recoveries, quality of life, adverse effects (divided into
serious and non-serious) and/or medical events) or surrogate
endpoints. Patient-oriented clinically significant endpoints are
preferred.
NA
NA
NA
All, preference for long-term endpoints
NA
Morbidity, mortality, QALY
NA
All clinical relevant endpoints
NA

LXXXVII

5.

6.

7.

8.

9.

10. France

11. Germany

12. Hungary

13. Ireland

Y495
Y500
Y
N
Y

Y
Y
Y
Y
Y

NA
NA
NA
NA
NA

Y496
Y501
N
N
Y

Y497
Y
Y504
Y507
Y509

NA
NA
NA
NA
NA

NA
NA
NA
NA
NA

Y495
Y
Y505
N
Y510

Y498
Y502
Y
N
Y

NA
NA
NA
NA
NA

Y
Y
Y
Y
Y

14. Italy

Canada
4.

Y
Y
Y
N
Y

Finland

Belgium
3.

Y494
Y415
Y503
Y506
Y508

Estonia

Austria
2.

Denmark

Australia

Are the following endpoints included in the assessment?
Are surrogate endpoints included?
Are composite endpoints included?
Are generic quality of life end-points included?
Are utilities used?
Are disease specific quality of life end-points included?

1.

NA=not applicable (no full assessment in this jurisdiction)
Y=yes
N=no

Czech Republic

Result table 18d. Outcomes: Full assessment ( 1-15)

England& Wales
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Y499
Y425
N
N
Y511

494

If they form the primary outcome in the primary analysis of the relevant direct randomised trial
If no other endpoints are available and if they are considered clinically relevant
496
If available, however considered less relevant for the outcome of the decision
497
Outcomes that are related to the outcome of interest but may be more easily assessed within the context of a clinical study
498
Surrogate outcomes are considered only as proof of a(n) (additional) benefit of an intervention if appropriate statistical methods applied beforehand showed that the effect of an
intervention (with a comparable mechanism of action) on the patient-relevant outcome to be substituted was explained to a sufficient degree by the effect on the surrogate outcome.
In the case of extremely serious diseases in terms of morbidity and mortality without treatment alternatives, surrogate outcomes of unclear validity may have to be accepted as
outcomes that potentially indicate a benefit of an intervention
499
If considered relevant
500
Only if they are regarded as clinical relevant
501
If available, e.g. cardiologic areas
502
If all components are patient relevant endpoints. Quality criteria are applicable: for example separate reporting of all components
503
When they are reported in the relevant direct randomised trials, because they assess patient-relevant outcomes
504
The measurement of changes in health related quality of life should be reported directly from patients and the value of changes in patients’ HRQL (that is, utilities) should be based
on public preferences using a choice-based method
505
As complementary data
506
If based on HUI2, HUI3, EQ-5D, SF-6D or AQOL
507
The EQ-5D is the preferred measure of HRQL in adults. The methods to elicit EQ-5D utility values should be fully described. When EQ-5D data are not available or are inappropriate
for the condition or effects of treatment, the valuation methods should be fully described and comparable to those used for the EQ-5D. Data collected using condition-specific,
preference-based measures may be presented in separate analyses. The use of utility estimates from published literature must be supported by evidence that demonstrates that they
have been identified and selected systematically
508
When they are reported in the relevant direct randomised trials, because they assess patient-relevant outcomes
495
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10. France

11. Germany

12. Hungary

13. Ireland

Y514
Y517
N
Y522
Y525

NA
NA
NA
NA
NA

NA
NA
NA
NA
NA

Y
Y518
N
N523
Y

Y515
Y519
N521
N
N

NA
NA
NA
NA
NA

Y
Y
N
Y
N

14. Italy

9.

Y513
Y
Y520
Y
Y

Finland

8.

NA
NA
NA
NA
NA

Estonia

7.

Denmark
6.

Czech Republic
5.

Y
Y
Y520
Y
Y

Canada

Y
Y
N
Y
Y

Belgium

Y
Y
Y520
N
Y

Austria

4.

Y512
Y
Y520
N
Y

3.

Are safety data taken into account?
Are contra-indications considered?
Is a benefit-risk analysis part of the analysis?
Is the ease of use considered?
Is experience with the pharmaceutical considered?

2.

1.

NA=not applicable (no full assessment in this jurisdiction)
Y=yes
N=no

Australia

Result table 18d. Outcomes: Full assessment ( 1-15)

England& Wales

EUnetHTA JA WP5
Appendix of background review

Y516
Y
Y520
Y524
Y

509
When an alternative measure is preferred, those submitting analysis should provide reasons, supported by empirical data on the properties of the instrument used. They should
also indicate any evidence that will help the Committee understand to what extent their choice of instrument has impacted on the valuation of the QALYs gained. If direct valuations of
descriptions of health states based on HRQL measures other than the EQ-5D are used, the valuation methods must be comparable to those used for the EQ-5D
510
When Quality of life scales are validated and appropriate to the specific disease
511
If considered relevant, this is however the exemption
512
As a minimum, the number of trial participants reporting (a) any adverse event, (b) any adverse event resulting in discontinuation of the randomised treatment, (c) any adverse
event resulting in hospitalisation, (d) any adverse event resulting in death, and (e) each and every other type of adverse event where the frequency or severity differs substantially
across randomised groups, preferably on an intention-to-treatment basis
513
All, with special emphasis on potential serious side effects
514
There is a preference for adverse effects that are important to patients and/or their careers
515
In particular, adverse effects can be defined as relevant that may: • Completely or almost completely counterbalance the benefit of an intervention; • Substantially differ from
adverse effects occurring with (an) otherwise equivalent treatment option(s); • Occur predominantly with treatment options that may be particularly effective; • Have a dose-effect
relationship; • Be regarded by patients as especially important; • Be accompanied by serious morbidity or even increased mortality, or be associated with substantial impairment in
Quality of life
516
Preferred are the severity of unintended effects and frequency
517
Indirectly as contraindications would possibly affect the comparator
518
It is not a major criteria and it is taken into account on a case by case basis
519
For the inclusion criteria for study selection
520
Qualitative
521
A benefit / risk assessment is possible according to the methods paper, but has not been done so far
522
Included in the HRQL
523
Unless it is demonstrated that the ease of use has clinical impact
524
But not so relevant for the decision making
525
If experience (as in surgical procedures) affects the efficacy/effectiveness
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NA
NA
NA
NA
NA
NA
NA
NA
NA
NA

NA
NA
NA
NA
NA
NA
NA
NA
NA
NA

Y
Y
Y
Y
Y
Y
Y
Y453
Y
Y

NA
NA
NA
NA
NA
NA
NA
NA
NA
NA

30. USA

NA
NA
NA
NA
NA
NA
NA
NA
NA
NA

29. Turkey

Y528
Y
Y
Y
Y
Y
N
Y520
Y537
Y

28. Switzerland

Y527
N
Y
Y
Y531
Y533
N
Y536
Y
N

27. Sweden

26. Spain

Y462
Y530
Y
Y
Y
Y532
Y
Y520
Y
N

25. Slovenia

NA
NA
NA
NA
NA
NA
NA
NA
NA
NA

24. Slovakia

NA
NA
NA
NA
NA
NA
NA
NA
NA
NA

23. Scotland

19. New Zealand

NA
NA
NA
NA
NA
NA
NA
NA
NA
NA

22. Portugal

18. Netherlands

Y526
Y529
N
N
N
Y
Y
Y520
N
N

21. Poland

17. Malta

Are the following endpoints included in the assessment?
Are surrogate endpoints included?
Are composite endpoints included?
Are generic quality of life end-points included?
Are utilities used?
Are disease specific quality of life end-points included?
Are safety data taken into account?
Are contra-indications considered?
Is a benefit-risk analysis part of the analysis?
Is the ease of use considered?
Is experience with the pharmaceutical considered?

16. Luxembourg

NA=not applicable (no full assessment in this jurisdiction)
Y=yes
N=no

15. Latvia

Result table 18d. Outcomes: Full assessment ( 16-31)

20. Norway
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Y
Y
Y
Y
Y
Y
Y
Y
Y
N

NA
NA
NA
NA
NA
NA
NA
NA
NA
NA

Y
Y
N
N
N
Y534
Y535
Y520
Y
Y

NA
NA
NA
NA
NA
NA
NA
NA
NA
NA

526

This depends on illness. They are only included if clinical trials reporting significant outcomes are not available (e.g., rheumatoid arthritis, multiple sclerosis etc.)
Only if there is an established link
528
If no clinical trials with patient-oriented clinically significant endpoints have been found, surrogates can be assessed as the outcomes. In this case it is recommended to present
the relationship between the surrogates used and the clinically significant endpoints in the analysis
529
If clinical trials reporting single outcomes are not available
530
If other endpoints are not available
531
EQ-5d preferred
532
drop-out from study due to side effects, deaths due to side-effects, major side-effects, irreversible side-effects
533
Death, drop out, major vs minor
534
Serious side-effects and side-effects that have impact on the budget
535
Sometimes
536
Quantitative through modeling
537
Only if it is important
527
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NA=not applicable
Y=yes
N=No
M=Missing value

Number of
jurisdictions

Result table 18d Summary table:. Outcomes: Full
assessment

NA

Y

N

M

Total

%Y

%N

%M

Total

30
30
30
30

13
13
13
13

17
16
13
9

0
1
4
8

0
0
0
0

17
17
17
17

100%
94%
76%
53%

0%
6%
24%
47%

0%
0%
0%
0%

100%
100%
100%
100%

30
30
30
30

13
13
13
13

15
17
15
12

2
0
2
5

0
0
0
0

17
17
17
17

88%
100%
88%
71%

12%
0%
12%
29%

0%
0%
0%
0%

100%
100%
100%
100%

30

13

12

5

0

17

71%

29%

0%

100%

30

13

11

6

0

17

65%

35%

0%

100%

Are the following endpoints included in the assessment?
Are
Are
Are
Are
Are

surrogate endpoints included?
composite endpoints included?
generic quality of life end-points included?
utilities used?
disease specific quality of life end-points included?

Are safety data taken into account?
Are contra-indications considered?
Is a benefit-risk analysis part of the analysis?
Is the ease of use considered?
Is experience with the pharmaceutical considered?
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538
539
540
541
542
543
544
545
546
547
548
549
550
551

11. Germany

12. Hungary

13. Ireland

N

N

N544

A

N

N

S545

A546

A

A

A

S547

A

A

A

A

A

A

S

A

S

A

S

A

A

A

S

A

S548

S

A

A

S

A

S

S549
S552

S550
N

A
N

A
A

S
S

S
N

A
A

S
N

S
N

A
N

N
N

N
N

S
S

N551
N

14. Italy

10. France

A

Finland
9.

A543

Estonia
8.

England& Wales
7.

Denmark
6.

A542

Canada
S541

Belgium
S540

Austria
A539

2.

A538

Australia

5.

Is the effectiveness of the comparative evaluation assessed as part
of the analysis?
How is the effectiveness assessed if not available through clinical
trial data?
Qualitative description based on efficacy data
Quantitative extrapolation (e.g. modeling) of efficacy data

4.

Is a classification system used to indicate the quality of the studies
included (internal validity)?
Is the generalisability of the study data (e.g. RCTs) to the
proposed population considered (external validity)?

1.

NA=not applicable (no (single) rapid assessment in this
jurisdiction)
A=always
S=sometimes
N=never

3.

Result table 19a. Level of evidence and extrapolation: (single)
rapid assessment (jurisdictions 1-15)

Czech Republic

Result table 19. Level of evidence and extrapolation

The approach pre-dates, but is generally consistent with GRADE
Hierarchy is used that was developed by the assessment body
The selection of the classification system (internal validity) is dependent on body of literature
Grade
Own developed classification system based on EBM
'Quality of evidence', with a ranking in levels A - D for evidence, defined by the UK NHS.
The internal validity is always considered but no classification system is used
No specific instrument
The term used is "applicability".
Mainly for evaluations of new pharmaceuticals
If data are available
Less often
The qualitative description is limited to whether data are generalisable
AIFA ask for a registry if they feel the clear need for effectiveness data that are not available yet

Version 5B

XCII

A
N
N

A560

N

N

S

S541

S561

30. USA

14. Italy

S
S
S

29. Turkey

13. Ireland

S
S
S

28. Switzerland

12. Hungary

A
N
N

27. Sweden

11. Germany

A
N
N

26. Spain

10. France

S
S
S

25. Slovenia

Finland
9.

S
S
S

24. Slovakia

Estonia

N
A
A

23. Scotland

8.

England& Wales
7.

Denmark
S
S
N

22. Portugal

N

6.

Canada
4.
S559

5.

Belgium
A558

S554
N
S

21. Poland

N

S
S
S

20. Norway

S557

N
A
N

19. New
Zealand

17. Malta

N556

3.

Austria

16. Luxembourg

Is a classification system used to indicate the quality of the

A
N
N

15. Latvia

Result table 19a. Level of evidence and extrapolation: (single)
rapid assessment (jurisdictions 16-31)
NA=not applicable (no (single) rapid assessment in this
jurisdiction)
A=always
S=sometimes
N=never

2.

S553
S555
S552

18. Netherlands

If data on long-term effects are absent, are short term clinical data
extrapolated?
No extrapolation
Qualitative description based on short-term data
Quantitative extrapolation (e.g. modeling) of short-term data

Australia

NA=not applicable (no (single) rapid assessment in this
jurisdiction)
A=always
S=sometimes
N=never

1.

Result table 19a. Level of evidence and extrapolation: (single)
rapid assessment (jurisdictions 1-15)

Czech Republic
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S

N

A562

NA

552

More often
Rarely: but, for example, cure of infection by an antibiotic rarely needs long-term data
554
Specially in orphan and innovative pharmaceuticals
555
The PBAC has defined two distinct concepts ("extrapolation" and "transformation" e.g., surrogate to "target clinical outcome") that seem to be combined here
556
Criteria stated in the ‘Baltic Guideline for Economic Evaluations of Pharmaceuticals’
557
Grade
558
EBRO classification (Evidence Based Richtlijn Ontwikkeling)
559
Scottish Intercollegiate Guidelines Network (SIGN) see http://www.pharmac.govt.nz/EconomicAnalysis/pharmacoeconomics
560
Jadad scale or QUADAS scale or NOS questionnaire (it depends on the type of study); a separate assessment using modified scales may also be considered; however, their
selection should be justified; GRADE
561
Scientific Evidence Level and Grade of Recommendation
562
Own developed hierarchy
553
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563
564
565
566
567

19. New
Zealand

21. Poland

22. Portugal

23. Scotland

24. Slovakia

25. Slovenia

26. Spain

27. Sweden

28. Switzerland

29. Turkey

30. USA

A

S

S

A

A

S

A

A

A

A

S

S

A

S

S

NA

S

S

A

A

A

S563

S

S

A

S564

S

S565

S

S

A

NA

S
S

A
N

S
N

S
N

S
S

N
S566

S
S

A
S

A
S

N
N

S
S

?
?

N
A

N
N

S
A

NA
NA

S
S
S

N
A
N

A
N
N

S
S
N

S
S
S

N
N
S566

S
S
S

S
S
S567

N
S567
S

S
S
S

S
S
S

A
N
N

N
N
A

S
S
N

N
S
A

NA
NA
NA

20. Norway

18. Netherlands

Is the effectiveness of the comparative evaluation assessed as
part of the analysis?
How is the effectiveness assessed if not available through
clinical trial data?
Qualitative description based on efficacy data
Quantitative extrapolation (e.g. modeling) of efficacy data
If data on long-term effects are absent, are short term clinical
data extrapolated?
No extrapolation
Qualitative description based on short-term data
Quantitative extrapolation (e.g. modeling) of short-term data

17. Malta

studies included (internal validity)?
Is the generalisability of the study data (e.g. RCTs) to the
proposed population considered (external validity)?

16. Luxembourg

NA=not applicable (no (single) rapid assessment in this
jurisdiction)
A=always
S=sometimes
N=never

15. Latvia

Result table 19a. Level of evidence and extrapolation: (single)
rapid assessment (jurisdictions 16-31)

Only if data are available and part of CE analysis
Only if data are available
For the comparator, not for the new pharmaceutical
In case of CE analysis
Rarely
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Result table 19a. Summary table:. Level of evidence and extrapolation: (single) rapid
assessment
Number of
jurisdictions

NA=not applicable (no (single) rapid assessment in this jurisdiction)
A=always
S=sometimes
N=never
M=missing

NA

A

S

N

M

30

1

9

9

11

0

29

31% 31% 38% 100%

30

1

19

10

0

0

29

66% 34% 0% 100%

30

1

14

15

0

0

29

48% 52% 0% 100%

Qualitative description based on efficacy data 30
Quantitative extrapolation (e.g. modeling) of efficacy data 30

1
1

7
4

14
10

7
14

1
1

29
29

25% 50% 25% 100%
14% 36% 50% 100%

No extrapolation 30

1

6

16

7

0

29

21% 55% 24% 100%

Qualitative description based on short-term data 30
Quantitative extrapolation (e.g. modeling) of short-term data 30

1

3

17

9

0

29

10% 59% 31% 100%

1

3

15

11

0

29

10% 52% 38% 100%

Is a classification system used to indicate the quality of the studies included (internal
validity)?
Is the generalisability of the study data (e.g. RCTs) to the proposed population
considered (external validity)?

Is the effectiveness of the comparative evaluation assessed as part of the analysis?

Total %A

%S

%N Total

How is the effectiveness assessed if not available through clinical trial data?

If data on long-term effects are absent, are short term clinical data extrapolated?
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10. France

11. Germany

12. Hungary

13. Ireland

A

NA

NA

N573

A

NA

S

S574

A575

A

A

A

NA

A

A

NA

NA

A

A

NA

A

S

Is the effectiveness of the comparative evaluation assessed as part of
the analysis?
How is the effectiveness assessed if not available through clinical
trial data?
Qualitative description based on efficacy data
Quantitative extrapolation (e.g. modeling) of efficacy data
If data on long-term effects are absent, are short term clinical data
extrapolated?
No extrapolation

A

S

A

A

NA

S

A

NA

NA

A

A

NA

A

S

S576
S579

S577
N

A
N

A
A

NA
NA

S
N

A
A

NA
NA

NA
NA

A
N

N
N

NA
NA

S
S

N578
N

S580

A

N

S

NA

S

N

NA

NA

A

A

NA

N

A

568
569
570
571
572
573
574
575
576
577
578
579
580

8.

3.

2.

14. Italy

9.

A572

Finland

England&
Wales
7.

NA

Estonia

Denmark
6.

Y571

Canada

S570

Belgium

5.

Is a classification system used to indicate the quality of the studies
included (internal validity)?
Is the generalisability of the study data (e.g. RCTs) to the proposed
population considered (external validity)?

Austria
A569

Australia
A568

1.

NA=not applicable (no full assessment in this jurisdiction)
A=always
S=sometimes
N=never

4.

Result table 19b. Level of evidence and extrapolation: Full
assessment (jurisdictions 1-15)

Czech Republic

EUnetHTA JA WP5
Appendix of background review

The approach pre-dates, but is generally consistent with GRADE
Hierarchy is used that was developed by the assessment body
Jadad score
GRADE is sometimes used; otherwise, critical appraisal & quality assessment used to inform analysis (e.g., subgroup) and subsequent interpretation
'Quality of evidence', with a ranking in levels A - D for evidence, defined by the UK NHS
The internal validity is always considered but no classification system is used
No specific instrument
The term used is "applicability"
Less often
The qualitative description is limited to whether data are generalisable
AIFA ask for a registry if they feel the clear need for effectiveness data that are not available yet
More often
Rarely: but, for example, cure of infection by an antibiotic rarely needs long-term data
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A584

Y585

NA

NA

A

NA

NA

NA

A

A

A

NA

NA

NA

S

NA

NA

NA

A

A

S

NA

NA

S
S

NA
NA

NA
NA

NA
NA

S
S

S
S

S
S

NA
NA

S
S
S

NA
NA
NA

NA
NA
NA

NA
NA
NA

S
S
S

S
S
S

S
S
S

NA
NA
NA

30. USA

S583

N
N

29. Turkey

NA

A
A

28. Switzerland

NA

NA
NA

27. Sweden

NA

N
N

A586

NA

A587

NA

A

NA

S

NA

NA

S

NA

A

NA

S
S

NA
NA

N
S

NA
NA

S
A

NA
NA

S
S
S

NA
NA
NA

N
S
S

NA
NA
NA

N
S
A

NA
NA
NA

25. Slovenia

23. Scotland

N582

N
N

24. Slovakia

22. Portugal

NA
NA

21. Poland

NA
NA

20. Norway

A
A

19. New Zealand

S
N

18. Netherlands

Is the effectiveness of the comparative evaluation assessed as part
of the analysis?
How is the effectiveness assessed if not available through clinical
trial data?
Qualitative description based on efficacy data
Quantitative extrapolation (e.g. modeling) of efficacy data
If data on long-term effects are absent, are short term clinical data
extrapolated?
No extrapolation
Qualitative description based on short-term data
Quantitative extrapolation (e.g. modeling) of short-term data

NA
NA

17. Malta

Is a classification system used to indicate the quality of the studies
included (internal validity)?
Is the generalisability of the study data (e.g. RCTs) to the proposed
population considered (external validity)?

S
S

16. Luxembourg

NA=not applicable (no full assessment in this jurisdiction)
A=always
S=sometimes
N=never

A
N

15. Latvia

Result table 19b. Level of evidence and extrapolation: Full
assessment (jurisdictions 16-31)

N
N

NA

S541
S

NA

NA

S

NA
NA

NA
NA

NA
NA
NA

NA
NA
NA

26. Spain

S581
S552

Qualitative description based on short-term data
Quantitative extrapolation (e.g. modeling) of short-term data

NA

581

The PBAC has defined two distinct concepts ("extrapolation" and "transformation" e.g., surrogate to "target clinical outcome") that seem to be combined here.
Criteria stated in the ‘Baltic Guideline for Economic Evaluations of Pharmaceuticals’
583
Scottish Intercollegiate Guidelines Network (SIGN) see http://www.pharmac.govt.nz/EconomicAnalysis/pharmacoeconomics
584
Risk of bias tool and GRADE
585
Jadad scale or QUADAS scale or NOS questionnaire (it depends on the type of study); a separate assessment using modified scales may also be considered; however, their
selection should be justified; GRADE
586
Strength of evidence 1 - 4
587
Own developed hierarchy
582
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Result table 19b. Summary table: Level of evidence and extrapolation: Full assessment
Number of
jurisdictions

NA=not applicable (no (single) rapid assessment in this jurisdiction)
A=always
S=sometimes
N=never
M=missing

NA

A

S

N

M

29

12

9

6

2

0

17

53% 35% 12% 100%

29

12

14

3

0

0

17

82% 18% 0% 100%

29

12

10

7

0

0

17

59% 41% 0% 100%

How is the effectiveness assessed if not available through clinical trial data?
Qualitative description based on efficacy data 29
Quantitative extrapolation (e.g. modeling) of efficacy data 29

12
12

4
3

10
8

3
6

0
0

17
17

24% 59% 18% 100%
18% 47% 35% 100%

No extrapolation 29

12

4

8

5

0

17

24% 47% 29% 100%

Qualitative description based on short-term data 29
Quantitative extrapolation (e.g. modeling) of short-term data 29

12

3

10

4

0

17

18% 59% 24% 100%

12

3

8

6

0

17

18% 47% 35% 100%

Is a classification system used to indicate the quality of the studies included (internal
validity)?
Is the generalisability of the study data (e.g. RCTs) to the proposed population
considered (external validity)?

Is the effectiveness of the comparative evaluation assessed as part of the analysis?

Total %A

%S

%N Total

If data on long-term effects are absent, are short term clinical data extrapolated?
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Appendix II: References used for data abstraction
Australia
Healy J, Sharman E, Lokuge B. Australia: Health system review. Health Systems in Transition 2006; 8(5): 1–158.
Australian Government Department of Health and Ageing. Pharmaceutical Benefits Scheme. Available at URL:
http://www.pbs.gov.au/html/home (accessed June 2010)
Australian Government Department of Health and Ageing. Pharmaceutical Benefits Advisory Committee. Available at
URL:http://www.health.gov.au/internet/main/publishing.nsf/Content/health-pbs-general-pubs-pharmpac-part1.htm
(accessed June 2010)
Australian Government Department of Health and Ageing. 2008. Guidelines for preparing submissions to the
Pharmaceutical Benefits Advisory Committee. Version 4.3. Available at http://www.pbs.gov.au/pbs/pdfviewer?pdf=%2Findustry%2Flisting%2Felements%2Fpbac-guidelines%2FPBAC4.3.2.pdf (Accessed December 2010)
National Health Act 1953. Available at URL:
http://www.comlaw.gov.au/ComLaw/Legislation/ActCompilation1.nsf/0/C0C41F531FF9CA90CA2577CB000396AC/$file/Nati
onalHealth1953_WD02.pdf (accessed November 2010)
Australian Government Department of Health and Ageing. 2003. PBAC Outcomes Information for Pharmaceutical
Companies. Available at URL:
http://www.health.gov.au/internet/main/publishing.nsf/Content/86C324EA5E108324CA2572BA007D0197/$File/pbac_outc
omes_info_letter.pdf (accessed November 2010)
Australian Government Department of Health and Ageing. Public Summary Documents. Available at URL:
http://www.health.gov.au/internet/main/publishing.nsf/Content/pbac-psd-psds_explained (accessed November 2010)

Austria
International Society For Pharmacoeconomics and Outcomes Research. Global Health Care Systems Road Map; Austria pharmaceuticals; updated October 2009. Available at URL: http://www.ispor.org/htaroadmaps/austria.asp (accessed
June 2010)
Gesundheit Österreich GmbH / Österreichisches Bundesinstitut für Gesundheitswesen. Pharmaceutical Pricing and
Reimbursement Information. Austria. September 2008. Available at URL:
http://ppri.oebig.at/Downloads/Results/Austria_PPRI_2008_Englih_Version.pdf (accessed June 2010)

Belgium
Gesundheit Österreich GmbH / Österreichisches Bundesinstitut für Gesundheitswesen. Pharmaceutical Pricing and
Reimbursement Information (PPRI) Report. Vienna, June 2008. Available at URL:
http://ppri.oebig.at/index.aspx?Navigation=r|2|0- (accessed June 2010)
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Canada
Canadian Agency for Drugs and technologies in Health. Canadian Expert Drug Advisory Committee (CEDAC). Available at
URL: http://www.cadth.ca/index.php/en/cdr/committees/cedac (accessed October 2010)
Canadian Agency for Drugs and technologies in Health. Common Drug Review Submission Guidelines for Manufacturers.
December 2010. Available at URL: http://www.cadth.ca/media/cdr/process/CDR_Submission_Guidelines.pdf (accessed
December 2010)
Canadian Agency for Drugs and technologies in Health. Common Drug Review Time Frames. May 2010. Available at URL:
http://www.cadth.ca/media/cdr/process/cdr_timeframes_e.pdf (accessed October 2010)
Canadian Healthcare Overview. Health Care Funding. Available at URL: http://www.canadian-healthcare.org/page8.html
(accessed October 2010)
Canadian Agency for Drugs and technologies in Health. Procedure for Common Drug Review. December 2010. Available
at URL: http://www.cadth.ca/media/cdr/process/CDR_Procedure_e.pdf (accessed December 2010)
International Society For Pharmacoeconomics and Outcomes Research. Canada – reimbursement process. ISPOR Global
Health Care Systems Road Map. Available at URL: http://www.ispor.org/htaroadmaps/canada.asp
(http://www.ispor.org/htaroadmaps/canada.asp) (accessed October 2010)
Morgan S, McMahon M, Mitton C, Roughead E, Kirk R, Kanavos P, MenonD. Centralized Drug Review Processes In
Australia, Canada, New Zealand, And The United Kingdom. Health Affairs 25, no. 2 (2006): 337–347;
10.1377/hlthaff.25.2.337
Ontario Ministry of Health and Long-term Care. Drug Submissions. Inter- Provincial Joint Oncology Drug Review Process.
Available at URL:
http://www.health.gov.on.ca/english/providers/program/drugs/drug_submissions/inter_oncology_drugs.html (accessed
October 2010)

Czech Republic
Rokosová M, Háva P, Schreyögg J, Busse R. Health care systems in transition: Czech Republic. Copenhagen, WHO
Regional Office for Europe on behalf of the European Observatory on Health Systems and Policies, 2005.
Österreichisches Bundesinstitut für Gesundheitswesen. Surveying, Assessing and Analysing the Pharmaceutical Sector in
the 25 EU Member States. Vienna. July 2006. Available at URL:
http://ec.europa.eu/competition/mergers/studies_reports/oebig.pdf (accessed June 2010)

Denmark
Gesundheit Österreich GmbH / Österreichisches Bundesinstitut für Gesundheitswesen. Pharmaceutical Pricing and
Reimbursement Information (PPRI) Report. Vienna, June 2008. Available at URL:
http://ppri.oebig.at/index.aspx?Navigation=r|2|0- (accessed May 2010)
International Society For Pharmacoeconomics and Outcomes Research. ISPOR global health care systems road map 2009.
Denmark – Pharmaceuticals. Available at URL: www.ispor.org/htaroadmaps/Denmark.asp (accessed June 2010)
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Relative Effectiveness Assessment of Pharmaceuticals (consultation period: 1
October – 30 November 2012)

Public consultation of WP5 HTA Core Model for Rapid Relative Effectiveness Assessment
of Pharmaceuticals
The draft HTA Core Model for Rapid Relative Effectiveness Assessment of Pharmaceutical under
production by Work Package 5 Joint Action 1 was open for public consultation from 1 October
2012 to 30 November 2012.
Objective of the Model
It is the objective of work package 5 (WP5) to develop HTA tools and methods for relative
effectiveness assessment (REA) of pharmaceuticals. For this purpose the HTA Core Model was
adapted into a version that specifically aims at REA of pharmaceuticals: the HTA Core Model for
Rapid Relative Effectiveness Assessment of Pharmaceuticals.
List with commentators
The list below provides the contact information of all the organisations that properly submitted
contributions as part of the public consultation.

1.

2.

3.

4.

5.

6.

Comments provided by
Association of the European Self-Medication Industry
George Yiangou (g.yiangou@aesgp.eu)
7 avenue de Tervuren, 1040 Brussels, Belgium
Tel: +3227355130
EuropaBio
Aleksandra Krygiel-Nael (a.krygiel@europabio.org)
Avenue de l’Armée 6, 1040 Brussels Belgium
Tel : +32 2 739 11 82
European Federation of Pharmaceutical Industries and Associations
Edith Frénoy (edith.frenoy@efpia.eu)
Rue du Trone 108, 1050 Bruxelles, Belgium
Tel: +3226262548
Novartis
Jennifer Cain Birkmose (Jennifer.cain@novartis.com)
Novartis Campus, Forum 1, CH 4051, Switzerland
Tel: +41797857397
Eli Lilly and Company
Franz Pichler (fpichler@network.lilly.com), Jim Murray, David
Grainger
Lilly UK, Erl Wood Manor, Windlesham, Surrey, GU20 6PH, UK
Tel: +447711389672
Healthcare Improvement Scotland
Heather McIntosh (heather.mcintosh1@nhs.net)
Delta House, 50 West Nile St, Glasgow, G1 2PN, Scotland, UK
Tel: +441412256980

Abbreviation
AESGP
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EFPIA
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Eli Lilly

HIS
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Page and line
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Response by authors

1.

AESGP

General
comments

Thank you for this comment. And, indeed the Model will
be further improved, based on the experiences from the
pilots.

2.

EuropaBio

General

AESGP welcomes the public consultation on the HTA Core Model for Rapid Relative
Effectiveness Assessment of Pharmaceuticals. As some issues have already been raised and
addressed within the Stakeholder Advisory Group, we would like to use this occasion to take
note of the following: The objectives set by WP5 with regard to the rapid REA Core Model are to
a great extent successfully met with this document. A challenge lies ahead with the application
of the rapid REA Core Model in different pilot assessments in the second Joint Action of
EUnetHTA. This will allow for a concrete assessment on whether the model can be broadly
applied and help identify areas where modifications or improvements may be required for the
delivery of results in a timely, transparent, efficient and replicable manner.
We would appreciate that the guidelines also include a specific decision-making framework.
HTA is best understood as tool to inform and enable consistent decision making about the
adoption of a health technology within a specific healthcare system and its associated financing
system. In the absence of such a context it is difficult to assess the likely utility of the guidelines
or core model.

3.

EuropaBio

General

It is appropriate that REAs be sponsor submission driven.

4.

EuropaBio

General

The HTA Rapid REA Model v2.3 needs some additional clarity about the nature of the data
sources to be used in the assessment process. The focus of the current version is upon two key
data sources that are to be the manufacturer’s submission and the EPAR [e.g. page 7, lines 4246]. However, the document indicates that the rapid assessment may relate to either a new
pharmaceutical launched onto the market or a pharmaceutical for a new indication or with new
relevant data [page 7, lines 17-20], the focus of the rapid model pilots will be on assessment of
new pharmaceuticals in parallel with the marketing authorisation process of the EMA. Although
this is not specified in the document, it is implied that the assessment will occur prior to the
generation of any ‘real-world’ data and that it will thus be limited to assessment of RCT data.
This creates a fundamental problem with the document as these two different processes (preauthorisation rapid assessment vs. post-authorisation rapid assessment) are mixed into the

It has been a deliberate choice not to include decision
making frameworks in the model. This is because the
aim of the model is to assist in defining and producing
core information which can be utilized by the HTA
organisations of all Member States when they develop
their local HTA with local guidance on decisions. That is
why the guidance in the Model targets at scientific rigor,
and not clear guidance for decision making.
Thank you for the comment.
The pilot assessments in WP5 JA2 will not be limited to
only new pharmaceuticals at the time of market
authorization. The Model should be useful for a new
pharmaceutical launched onto the market or a
pharmaceutical for a new indication or with new relevant
data. The pilots in WP5 JA2 should show whether the
Model is suitable for both purposes and whether further
specifications are required.
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descriptions of the assessment methodologies. It would be very beneficial to separate the two
processes and, considering the focus of the pilots in 2013, to focus only on rapid assessment of
new pharmaceuticals prior to market authorisation at the EMA.
5.

EuropaBio

General

In the context of new pharmaceuticals being assessed prior to the EU Commission Decision, it
is important to note that the EPAR will not be available until up to 15 days after the Commission
Decision. It may be possible for the rapid REA assessment to use the CHMP Assessment
Report which contains the key information regarding safety and efficacy required by the
EUnetHTA process. However under the current EMA process, the CHMP Assessment Report
will contain commercially confidential information as well as internally confidential information
(e.g. names of reviewers) and is not as complete as the full EPAR. At Day 45 post the CHMP
positive opinion the first draft of the EPAR is formally adopted by the CHMP and at this stage
the confidentiality issues should have been identified and resolved. Therefore, the information
available from the EMA for rapid assessment needs further clarification including detail about
the proposed information exchange between the EMA and the EUnetHTA reviewers.

For pilots in WP5 JA2 that start pre-market authorisation
it is indeed the intention to work with the CHMP
assessment report (to be provided by the manufacturer
as this is not publicly available), Once the final EPAR is
available, a check will be made by comparing the EPAR
with the content of the draft assessment.

6.

EuropaBio

General

While we recognise that a template for the manufacturer’s submission is to be developed under
Joint Action 2, it is clear that the rapid REA will be reliant on this submission and so there
should be more explicit focus in the model about what exactly the manufacturer will be providing
for all four domains. It is unclear whether the manufacturer will be required to provide
information about differences in standard of care, usage or dosage patterns of comparators
across the EU Member States. In addition, there needs to be a description of the mechanism by
which the assessors can request clarifications from the manufacturer during the review process
and how the manufacturer can have the opportunity to review the rapid REA assessment so as
to ensure that their submission has been correctly interpreted.

These are good suggestions for harmonizing submission
file and the Model, and being explicit what is required for
a submission file from the point of view of HTA. This is
an activity that will proceed during JA2. We have stored
these suggestions for future use.
It should be noted that the Model is a tool for producing
rigor HTA information. Details on for example reviewing
mechanisms may better be described in a procedure
manual. A procedure manual for doing the pilots in WP5
JA2 will be produced in the early phase of JA2.

7.

EuropaBio

General

It is fundamental to the understanding of the rapid REA model that the process by which the
assessment will be conducted is made explicit. Unfortunately, in version 2.3 of the model, very
limited information about the process is provided. The process description is limited to a
statement that the review will be limited to two authoring agencies that will review the product
across all of the domains of the model followed by an in-depth review by ‘several’ agencies

Describing the process has not been included in the
original HTA Core Model as the Model is a tool for
producing rigor HTA information. Details on the process
may be better described in a procedure manual. A
procedure manual for doing the pilots in WP5 JA2 will be
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(Page 71, lines 34-35, plus p72, lines 1-2). In a slide presentation by the WP5 leaders (W.
Goettsch and S. Kleijnen, October 11, 2012) more detail on the planned process with respect to
the forthcoming rapid REA pilots is provided. These slides make it very clear that the process is
envisaged to commence with dual submission to the EMA for Regulatory approval and to the
EUnetHTA process with submission of a concept file with the REA process commencing at the
time of the CHMP positive opinion. It would have been helpful for this information to have been
included into the rapid REA model and we recommend that this information is built into the next
version of the model.

produced in the early phase of JA2. This procedure
manual will be based on discussions with WP5
members and industry and will also be subject to
consultation by the Stakeholder Advisory Group (SAG).
Based on the experience gained in the pilots in WP5
JA2 the procedure manual will be further improved.

8.

EuropaBio

General

The document indicates that there will be two authoring agencies followed by multi-agency
review. It would be helpful to expand upon this. Is the intention to follow a rapporteur/corapporteur model with a reviewing CHMP-style HTA committee? A clear description of the
assessment process is required including specification as to which agencies will be selected as
rapporteurs and co-rapporteurs. Different possibilities can be envisaged such as where a
‘mature’ agency will be the lead author with a ‘weaker’ agency joining them to help build
experience; alternatively the two agencies might be selected based upon capturing diversity of
systems. Secondly, how will the review be conducted? Will this be done separately by agencies
or together in the form of a committee? How will conflicting opinions be resolved? How will
additional information be requested, if at all, and at what stage? Thirdly, there is considerable
focus on the issue of industry bias, however how will assessor bias be evaluated? Such biases
may occur due to the nature of that agencies HTA system and how that agencies weights risks
and benefits, or due to a local need for cost containment that may lead to more stringent
reviews of products perceived to have a high budget impact.

Thank you for the suggestions for the process of REA.
They will be considered for the procedure manual to be
developed for the pilots in WP5 JA2. See also previous
response (no 7).
In addition, we would like to mention that the way of
collaborating in the pilots will not be fixed in order to
explore what works well. The selection of the
authoring/co-authoring agencies will mainly be based on
the interest of the agencies to participate in a specific
topic as well as on their experience in doing these
assessments.

9.

EuropaBio

General

There needs to be further clarity in the model as to how the rapid REA process will interact with
the EMA regulatory approval process. The draft process from the Goettsch/Kleijnen
presentation indicates that T=0 is the day of the CHMP positive opinion with steps related to
scoping and manufacturer preparation of the submission file occurring prior to that date. This
would require at minimum notification from the CHMP and possibly also the provision of either
the CHMP Assessment Report and/or the draft EPAR at day 45. Either way there will also be a

Thank you for the suggestions for the process of REA.
They will be considered for the procedure manual to be
developed for the pilots in WP5 JA2. See also response
to comment 7.
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requirement for interaction prior to T=0 in order to determine the likely label that will be
authorised as this will have a direct impact on the manufacturer’s submission.
10.

EuropaBio

General

The manufacture’s submission will be the key document upon which the rapid REA will be
conducted. As such it will be critical to build into the process the opportunity for the assessors to
request clarification from the manufacturer and also for the manufacturer to have the ability to
review the assessment prior to its finalisation and thus have the opportunity to provide feedback
or dispute findings that they may consider inappropriate. At this stage there should also be
consideration of a process for arbitration in order to resolve differences in opinion. This might
also apply where there are differences between the reviewing agencies that cannot be readily
resolved.

Thank you for the suggestions for the process of REA.
They will be considered for the procedure manual to be
developed for the pilots in WP5 JA2. See also response
to comment 7.

11.

EuropaBio

General

We think that it will be important to explain how EUneHTA propose to understand the value of
this report to the Member States and we suggest that EUnetHTA consider including a
mechanism to learn from and refine the process after reviewing the extent of adoption by
Member States.

12.

EuropaBio

General

While we recognise that due to the difference in HTA and reimbursement systems at the
Member State level some aspects of the findings in the report may be more or less useful for
individual agencies, it is of critical importance to industry – and to the ultimate success of the
model itself – that those agencies that do use some or all of the rapid assessment reports do so
in a consistent manner. Therefore, we recommend that EUnetHTA establish a scorecard to
track the dissemination and use of the rapid reports, this will also help EUnetHTA learn from
their “customers” – the Member States, about the value of the report (as mentioned above).

13.

EuropaBio

General

It is stated the MA holder should “preferably” be consulted. This should be changed to “must be
consulted”, e.g. in formal scoping workshops conducted by the well-established agencies.
Manufacturers have typically the deepest insights into their technologies, trial designs,
populations studied, etc and their input will contribute to delivering best results.

Mechanisms to monitor the use of the model and
maximising the user experiences in Model development
is an important issue and it is built in the EUnetHTA
structure already. WP8 in EUnetHTA JA2 is responsible
for coordinating the overall Core Model development
and WP5 feeds in that process by updating the REA
Model (including the process) based on the experiences
from the JA2 REA-projects.
Monitoring the use of REA model and the pilot
assessments, as well as the national HTA reports
prepared based on the pilot assessments is important
and is already taken into consideration in the Core
Model development in general. In addition, WP5 and
WP3 of JA2 will put efforts in monitoring these type of
data as well. However, it should be noted that actual
decision making is a national competence.
The tools developed by EUnetHTA are guidelines and
recommendations on best practices. They can not
enforce behaviour such as consulting the manufacturer
although we do think this is preferred way of working.
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14.

EuropaBio

General

The term “Manufacturers Submission Files" should relate to a product’s HTA submission file
and not the Marketing Authorisation submission However this is not always clear in the current
guidelines. The language should be therefore reviewed and clarified as appropriate.

Thank you for the comment, this has been improved.

15.

EuropaBio

General

There is a potential duplication of efficacy and safety assessments that are performed by
Regulatory. –Regulatory assessments should not be duplicated by the EUnetHTA process.

16.

EuropaBio

Section 3.1,
page 25-30

Multiple sources are cited but not the manufacturer’s submission. Pragmatically, the
manufacturer’s submission would constitute a significant part of this section and should be
included.

The duplication of work will be controlled better in the
upcoming rapid REA projects of WP5 due to the
changes made in the Model and the process. In
addition, the 10 pilots can provide further inside in
possible reduction of overlap. The aim of the safety
assessment as part of the REA is to assess the relative
safety compared to products already on the market.
Manufacturer’s submission file is added as a source in
most of the elements of the HPCU domain.

17.

EuropaBio

Section 3.1,
page 25-30

There is in general a lack of specificity in the recommendations regarding production of the
HPCU (3.1) and DCT (3.2) sections. Granted, the objective is in most cases to produce a
“descriptive summary,” but recommending the use of an extremely broad list of sources (see
page 16), to include “Google” and “other internet search engines,” is of questionable value. It
would be beneficial to work towards a consistent approach to at least some of the elements in
these sections, even if the selected approaches/sources are not necessarily authoritative, they
should have a high degree of validity and reliability.

The value of these sources is indicated as “additional”.
“Additional sources may be useful to find domainspecific information” referring to table 1 with all the
possible information sources..

The guidance appears to call for redundant work in the safety section (3.3) and effectiveness
(3.4) domains relative to what can be found in the EPAR. The focus should be beyond the
scope of regulatory documents (element C0008, for example, which calls for a comparative
safety assessment)? There is a potential duplication of efficacy and safety assessment that is
performed by Regulatory. We would like to underline that regulatory assessments should not be
duplicated.

The point is taken about avoiding duplicate efforts. We
agree that the focus is to produce information about the
balance of benefits and harms. The 10 pilots in WP5 can
provide further inside in possible reduction of overlap.

It appears that the assessors of the REA are being asked to make judgments on safety issues.
Use of the term “harms” is new within the EUnetHTA guideline. For example, would there be a

The authors of safety domain encountered the varied
use of safety concepts. Moreover, in the context of

& 3.2, page 3134

18.

EuropaBio

Section 3.3,
page 35-38
& 3.4, page
39-42

19.

EuropaBio

Section 3.3,
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page 35-38

consistent understanding of the difference between harm vs. ADE vs. ADR vs. serious or severe
ADR. It may be inappropriate in this context and appears to come from a negative point of view.

pharmaceuticals assessment there are even more
specific uses of words. The text represents the current
use of safety terms by several EUnetHTA partner
organisations. We are aware that there are still
inconsistencies and the guidance to authors could be
improved. Based on the experiences from the pilots we
hope to further refine the safety guideline and the
consistency of the safety reporting in the assessments.

Some additional examples and issues are:


CTs determine relative frequencies of adverse events and suspected ADRs. How is
this to be used by EUnetHTA?



Adverse events/suspected ADRs can be frequent and severe (e.g. a headache is
frequent but not necessarily important from a safety perspective. How will these be
weighed against one another? Some are more of a tolerability issue rather than an
ADR.)



Very rare cases of hepatic effects would be of greater clinical concern. Are HTA
assessors trained to make this judgement call?

20.

EuropaBio

Page 7, line
45-46

The section cites the call for a full systematic literature search in reference databases. In what
circumstances is it envisaged that this would be needed?

21.

EuropaBio

Page 8, line
22-24

In addition, the focus of the evaluation of relative effectiveness is to determine the magnitude of
health benefits and harms or, in other words, of the net benefit (benefits minus harms) of an
intervention and the certainty of the evidence.
We suggest that “to determine magnitude of health benefits and harms” be replaced by “to
assess the incremental benefit of a technology relative to current standards of care, including
consideration of harms.”
“in other words, of the net benefit (benefits minus harms) of an intervention”
It is rare that in the absence of an economics component that benefits and harms will be
measured on a single scale (e.g. by use of a utility measure) that would permit a quantitative
assessment of net benefit. At best in an assessment that confines itself to a consideration of

We changed the text to state that “a systematic
literature search in reference databases is only
performed if the submission file appears to be
incomplete or relevant new information is likely to be
available’
The paragraph defining the assessment of relative
effectiveness is modified using the commenter’s notions:
“When assessing the relative effectiveness of
pharmaceuticals the focus is on determining the
magnitude of the health benefits and harms of a (new)
pharmaceutical compared with existing pharmaceuticals
or some other technology. As stated in the principles on
relative effectiveness (HLPF 2008b), a REA should
include a comparison with the most appropriate
healthcare intervention(s). The assessment should
primarily focus on data derived from usual
circumstances of health care practice, although these
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EuropaBio

Page and line

Page 8, lines
25-26

23.

EuropaBio

Page 9, line 8

24.

EuropaBio

Page 9, line
22-24

Comment

Response by authors

clinical effectiveness, only a qualitative assessment will be permitted.

are usually not available right after marketing
authorisation. Additionally, the assessment should
present the uncertainties affecting interpretation of
reliability and clinical relevance of the results..”

“and the certainty of the evidence”
Care should be used with the terms “certainty” and “uncertainty” throughout the document as
they are not semantically symmetrical from a decision maker’s perspective. It is important also
to point out the difference between statistical, qualitative, and structural uncertainty and provide
advice as efforts to address these might be presented.
As an illustration of the above point it states that data on results under usual circumstances of
health care are often not available at a first launch but then the guidelines go on to discuss
implications of using additional data for assessment of relative effectiveness. The guidelines
should clarify what data are expected under at least two unique circumstances: (1) a first launch
for the product, or (2) when the product has been approved and launched elsewhere such that
additional “real world” information is available.
“Finally, the evaluation should be about the results under the usual circumstances of health care
practice. However, often these data are not (yet) available soon after marketing authorisation”
There is some confusion throughout the document about the preference for RCT level evidence
vs. so-called real world evidence. On Page 8 a preference is expressed for the latter, whilst
further on (page .20) in the body of the document the stated preference is for systematic
reviews or RCTs due to the lack of generalisability of pragmatic trials or observational datasets
(not to mention that many mature HTA agencies around the world still regard “observational
datasets” as unreliable for the purposes of assessing effectiveness due to unresolved
methodological challenges in controlling for unobserved confounding variables.) This
inconsistency should be addressed.
The guidelines request data on the patterns of use of the technology but these data are unlikely
to be available unless the product has been launched elsewhere in the world (see comments
above).
“Anticipated problems in the technology’s use, e.g. inappropriate extension of indications (offlabel use), bad compliance and misuse are to be discussed.”
In order to make the language clearer, please consider replacing with:

The Model should be useful for new pharmaceutical
launched onto the market or a pharmaceutical for a new
indication or with new relevant data. The pilots in WP5
JA2 should show whether the Model is suitable for both
purposes and whether further specifications are
required.
The evidence requirements or criteria fur study-designs
in various contexts seems to be an area where there is
variation in perceptions and practices across national
HTA organisations. Evidence requirements of individual
organisations will be further investigated as part of WP7
JA2 (development of submission file template for rapid
assessments). This may lead to further refinement of the
guidance.
The Model does not request data but instead, suggests
issues to be dealt with in the report. The authors select
from the list of Assessment Elements those elements
which are pertinent, and where there is data available.
Thank you, we have modified the sentence into:
“Potential problems with the use of a technology within a
health system should be identified: examples include,
risk of use beyond the authorized marketing label,
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“Potential problems with the use of a technology within a health system should be identified
upfront. Examples include: risk of use beyond the authorized marketing label or reimbursed
indication; compliance challenges; and the misuse or diversion of the product. Sponsors should
be provided with the opportunity to present approaches to minimize such problems.”
25.

EuropaBio

Page 10, line
14

The guidelines do not state how safety should be compared for and against a comparator.

26.

EuropaBio

Page 11, line
7-8

“The assessment of health benefits should primarily consider clinically meaningful endpoints
such as mortality, morbidity, and quality of life.”
Consider replacing with “patient relevant endpoints” as many surrogate endpoints, especially
those used to treat chronic and progressive conditions, are regarded as both clinically
meaningful and significant within routine medical practice.

Response by authors
compliance challenges, and the misuse or diversion of
the product.”

A more through guidance for methods is presented in
the Safety Guideline document (Endpoints used in REA
of pharmaceuticals – Safety)
We keep the word ‘clinically meaningful’ as it matches
better the current Guideline document (Endpoints used
in REA of pharmaceuticals- clinical endpoints).
Specifics on surrogate outcomes are dealt with in the
guideline ‘Endpoints used in REA of pharmaceuticalssurrogate endpoints’.

Acknowledgement should also be given for why surrogate endpoints are often selected as the
primary endpoint for clinical trials, including consideration of adequate statistical powering and
baseline event frequency.
Validation of surrogate endpoints should be considered pragmatically for decision making
purposes. Validation requirements should not result in an unreasonable burden of proof.
Various policy option and incentives might be introduced to encourage surrogate validation
research without delaying access to medicines (e.g. CED).
27.

EuropaBio

Page 11, line
11

Who determines, and how, whether surrogate end-points are appropriately validated. What if
there is disagreement between Regulatory and HTA?

This is discussed in the guidelines on surrogate
endpoints: If surrogate endpoints are used for REA, they
should be adequately validated: the surrogate-final
endpoint relationship must have been demonstrated
based on biological plausibility and empirical evidence.
The level of evidence, the uncertainties associated and
the limits of their use should be explicitly explained.
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28.

EuropaBio

Page 12 ,
section 2.2
Scoping

It appears the manufacturer needs to submit a file PRIOR to scoping occurring. Shouldn’t the
scoping come before the submission in order that the appropriate data are contained in the
submission, e.g. choice of comparator

29.

EuropaBio

Page 13, Line
24

The guidelines should give additional clarification on what is meant by “usually”, perhaps
choose a different term, or request for information. For example, if “usually” is the standard, are
there any notable exceptions?

30.

EuropaBio

Page 13, lines
44-49

The possibility for variable practice across Europe means the choice of a single comparator
based on “current clinical practice” will be difficult if there are not clear guidelines on how to do
this for current clinical practice and in which countries. The choice of comparators needs further
explanation, given that treatment practice and reimbursements varies between countries in the
EU. From this paragraph “the number of comparators should be limited and thus the most

Response by authors
Complete validation data should always be provided.
For adequately validated surrogate endpoints, a second
validation for REA purposes will not be necessary. For
more detailed guidance on the use and relevance of
surrogate endpoints see the guideline on surrogate
endpoints.
HTA and regulatory assessment have a different
purpose. Therefore it is possible that a specific
surrogate outcome is accepted for regulatory purposes
but not for HTA purposes.
For the pilot assessment we will test the following
approach: a draft submission file will be submitted by the
(future) marketing authorisation holder; this will be
followed by a scoping meeting with the future) marketing
authorisation holder. After the scoping meeting the
(future) marketing authorisation holder will receive
comments on the draft submission file after which the
(future) marketing authorisation holder is asked to
submit a final submission file. The pilot assessments will
show whether this is the optimal way of working.
There might be cases in which the off-label use of a new
pharmaceutical (for instance in first-line treatment
instead of second-line according to the label) is obvious
because similar treatment patterns were observed for
the comparators with a similar label. We would assume
that in general the assessments would be restricted to
the label.
Thank you for sharing these considerations.
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meaningful comparator will be current clinical practice because this will be most informative and
relevant.”
“In the rapid relative assessment context, i.e. the assessment of the effectiveness of a new
technology relative to existing technologies, the number of comparators should be limited and
thus the most meaningful comparator will be current clinical practice because this will be most
informative and relevant.”
In the context of any HTA being conducted to inform a decision to adopt a technology, it is vital
to have a well-defined and consistently applied policy of comparator selection to prevent gaming
from both payers and sponsors alike.
Various considerations follow:


From a static economics perspective the comparator should be that product
which the new technology will most likely displace in the market. This is broadly
aligned with the comments in the guidelines. From a dynamic economics
perspective care should be taken to how this might be translated into any
subsequent pricing and reimbursement decision, as it will disincentise bringing to
market new technologies where considerable time has passed since the current
standard of care was introduced.



In the application of any comparator selection policy consideration should,
however, also be given to the quality and standard of evidence available. Older
products may be underpinned by poorer quality trial design making comparisons
difficult (e.g. through lack of exchangeability) and the size of any incremental
benefits uncertain. Standards of care may also have changed since a clinical
development program involving a head to head trial was finalised making
assessments against the new standard of care, e.g. through 2 step indirect
comparisons, more uncertain.



It is important that the selected comparator is registered and marketed for the
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indication in the applicable jurisdiction.

31.

EuropaBio

Page 14, line
25

‘Checklist for potential ethical, organisational, social and legal aspects’
Ethical and legal considerations often influence what is possible to demonstrate by constraining
clinical trial design, often to the detriment of the sponsor of the new technology. The clearest
example of this is the ethical requirement to permit early crossover to the active treatment arm
in oncology trials for those whose cancer progresses. Such crossover biases the results
towards the null hypothesis, resulting in a systematic underestimation of the actual treatment
effect. A number of techniques are now employed to partially correct for this bias but these are
generally acknowledged as not ideal.

This is an important general issue. As the proposed
checklist for eth/org/soc/legal issues will be tested in the
upcoming REA projects of WP5 we probably encounter
the potential benefits and drawbacks of the check list as
a tool.

It is important that the effects of such ethical and legal constraints are well understood by HTA
agencies, and the implications fairly acknowledged and accounted for in decision making.
Reducing such considerations to an additional checklist is unlikely to ensure this.
32.

EuropaBio

Page 14, lines
1-3
Comparison(s)

A request is made for data on current treatment pathways from as many member states as
possible are requested. Who will generate this data?

33.

EuropaBio

Page 15,
section 2.3 and
line 11:
“Original
Studies”

It is not clear what is being requested in this part of the document. Is it the Clinical Study
Report?

We feel that it is primary the responsibility of the (future)
marketing authorization holder to provide this
information from the European countries. These data will
be checked in the upcoming rapid REA projects by
participating countries (authors and dedicated
reviewers). Additionally the result cards structure allows
easy amendments: so in principle this information can
be added later on too by countries that use the REA
report.
Bullet point is removed as the missing information is
already covered in the first bullet point.
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34.

EuropaBio

Page 16, Table
1

Table 1 has been originally developed for the full HTA
Core Model. Some adjustments were made during REA
model development but refining further this table is
probably appropriate in the next update of the Model.
Your comment is taken forward to the REA model
developers.

35.

EuropaBio

Page 17, Line
10-11

We believe that this table should be more focused on sources of high quality evidence. Many of
the websites listed do not seem to be appropriate sources for REA, (i.e. national health services
websites, etc).
It is vital that HTA agencies are transparent about the methodologies that they use and apply to
any data that they require from sponsors and they consult carefully with sponsors on the use
and interpretation of such data. Sponsors are best positioned to understand the data and this
should be acknowledged.
Is there a requirement that the manufacturer provide updates over time to their HTA Core Model
Submission – if so at what frequency and how should the updates be provided?

36.

EuropaBio

Page 19, Line
18

It is not clear what is meant by “artificial” relevance. Clarification would be appreciated.

37.

EuropaBio

Page 20, Line
1

Is there a suggested template or format for the manufacturers to use?

38.

EuropaBio

Page 20, Line
7-12

We suggest that the sentence: "unsystematic gathering of information from ...the internet can be
considered" – is either removed or the context is clarified* so that the approach will make for the
basis of a robust scientific review.

No policy on (the frequency of) updates has been
established yet. This may be more appropriate after the
experience gained WP5 JA2.
The following sentence has been deleted: Assessing
relevance is not straightforward: As all issues can have
some relevance for someone in some time, judgment is
required to weigh their relative relevance, without
rejecting them too easily as irrelevant either.
There is not yet any template made for the
manufacturers to use. A submission file template will be
developed in WP7 JA2.
In principle, after the REA Model is published, the tools it
includes can be used, taking into account the terms of
use http://www.eunethta.eu/outputs/hta-core-modelterms-use.
This paragraph is removed.

*perhaps this refers to the gathering of the "background" information such as burden of disease
and epidemiology, but this needs to be clarified
Also this paragraph does not seem to be aligned with the rest of the document (i.e. it implies
that a systematic review from the MA holder is not mandatory).
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39.

EuropaBio

Page 20, Line
number 11-12

Does the entire regulatory submission to the EMEA need to be submitted?

The section was referring to an HTA submission file.
However, the paragraph is removed (see comment 38)

40.

EuropaBio

Page 20, line
30

General point for this section – perhaps worth including here the relevance of meta-analysis and
where it lies within the levels of evidence.

41.

EuropaBio

Page 20, Line
number 52

What does full assessment mean here?

42.

EuropaBio

Page 21, Line
17-18

The reference to "truth" is inappropriate and misleading language. We believe that the
paragraph should refer simply for the need to assess for bias when considering the internal
validity of the evidence.

The following sentence has been added: A (well
conducted) meta-analysis of the results of more than
one RCT would provide the highest level of evidence.
The paragraph is removed and the previous paragraph
amended with the information of rarity of pragmatic trials
just after marketing authorization.
The sentence has been slightly reworded according to
rewording in the final version of the guideline: ‘Internal
validity describes the extent to which the (treatment)
difference observed in a trial (or a meta-analysis) is
likely to reflect the ‘true’ effect within the trial (or in the
trial population) by considering methodological quality
criteria’
We do not think the sentence is misleading as this
appropriately addressed in the next sentence: ‘Because
the ‘truth’ can never be assessed, it is more appropriate
to speak of the potential for or risk of bias.’
We think that the recommendations in the guideline
provide sufficient guidance for a structured and
transparent manner of assessing bias.
In WP7 JA2 the guideline on internal validity will be
extended to observational studies.
There is no preference presented on purpose. We are in
an initial phase of European Collaboration where we can
only list the methodological solutions that all can
approve. In later stages we are probably able to end up
with recommending one solution over the others.
Some guidance is provided on page 23, lines 17-22, on
estimating the clinical significance of a statistically

In respect to assessment of bias, it is imperative that this be undertaken in a structured and
transparent manner that minimises subjectivity on behalf of the assessor. More consideration is
required as to how this should be done to avoid exclusion of meaningful evidence.

43.

EuropaBio

Page 21, Line
25-28

Of the three options listed for assessing bias in clinical effectiveness data – which is preferred?

44.

EuropaBio

Page 23, Line
38-40

Whilst is it is important to acknowledge that statistical significance does not translate
automatically into claims of clinical significance, more guidance is required on how to set the
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parameters demarcating the latter in an objective and justified way, especially where usage of
surrogates are involved.

significant difference. We assume that the commenter is
concerned about objective and justified ways of
estimating what is “clinically significant”. For some
endpoints, such as pain measured with VAS scale, there
is some published information of the threshold of
clinically meaningful differences, for many other
endpoints there is no such information available. But,
the point is valid, and it could be useful to collect and
present this information in the EUnetHTA Guidelines.

Medicinal products interactions in patient populations outside of the clinical trial are not likely to
be known at the time of REA. Is there an expectation to provide updates on this information
over time as it becomes available? This is another example of the clarity needed for a first
launch vs. a follow-on launch after the product has been on the market elsewhere in the world.
45.

EuropaBio

Page 24, line
6-11

The extent of medication errors are also not likely to be known at the time of a REA.

46.

EuropaBio

Page 25,
A0003

Is it expected that the manufacturer will do a literature search to identify and present prevalence
of risk factors across geographic areas and subpopulations?

47.

EuropaBio

Page 26,
A0006

Based on the sources/methods listed – incidence/prevalence/mortality should not be identified
via a literature review. If national statistics are to be used, aren’t these country-specific? Does
the manufacturer need to try to identify country-specific numbers via these national databases
across all EU member states?

Updating policies of rapid REAS have not been
discussed yet.
Not very likely but as they belong inherently to the
assessment of pharmaceuticals we find it better to
include it here.
We think this is helpful, but feasibility should be
checked. This kind of information can also be gathered
collectively, which is one of the specific ideas of
structuring information into assessment elements.
National information can be added afterwards in the
result cards by e.g. national HTA agency.
The sources/methods fields are written for HTA
organisations. They contain the usual sources and
methods used by the HTA agencies. In some pilot
projects testing the Core Model the authors have made
efforts to locate the information from as many countries
as possible.
The information provided in cross-border assessment
should be useful to all or most of the Member States.
Therefore the objective is to provide primarily EU level
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48.

EuropaBio

Page 26,
A0006

Guidance on whether EU or country specific data is preferred. If this is country specific, then it
should be considered how many and which countries will be involved?

49.

EuropaBio

Page 27,
A0023

Does manufacturer need to identify and present the potential number of people in the target
population for each of the EU member states?

50.

EuropaBio

Page 27,
A0023

“How many people belong to the target population?” The clarification notes that “this information
is required e.g., for budget impact and other resource calculations,” which are specifically called
out of scope for the REA. We believe the guidance around this element should discuss the
importance of this information for REA purposes, for example, increase in population exposed
and greater potential for benefit/harm. It would also help to provide guidance around specific
geographies to focus on (again, for REA rather than budget impact purposes).

51.

EuropaBio

Table 2.
Explanation of
assessment
element table
(Transferability)

Transferability: The problem of assessing transferability occurs only when the HTA is being
conducted outside a specific healthcare system. Within a healthcare system, the question is one
of applicability of the presented evidence to the local situation; in the context of the core model it
is a subjective assessment of whether the evidence is generically transferrable to multiple
jurisdictions, without articulating specifically the requirements of those systems. This is an
insurmountable problem that will only introduce significant bias to the assessment.

Response by authors
or comprehensive country level data when differences
on country level are expected and seem to be relevant..
See response to comment 47
The sources/methods fields are written for HTA
organisations. They contain the usual sources and
methods used by the HTA agencies. The information
provided should be useful to all or most of the Member
States. Therefore the objective is to provide primarily EU
level or comprehensive country level data when
differences on country level are expected and seem to
be relevant..
The clarification was reworded to focus more on the
non-financial aspect of the importance of knowing the
size of the target population: “This information can also
be used to give an idea of the resource requirements in
general of implementing the pharmaceutical.”
This is in the root of the idea of Core Model. We know
that there are pieces of information that can be shared
and those should be produced jointly using the Core
Model structure. When we intend to make a tailored
document for decision making in our own jurisdiction we
need something additional. So, we need to be able to
separate the transferable or partly transferable
information from the non-transferable and do only the
transferable together. A Rapid REA does not have the
aim to be the document which is used in all decision
making settings, but it is rather a document which all
countries can use when they prepare their documents
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52.

EuropaBio

Page 33, B004
and B005

We could not determine who administers this and in what level of care it is administered and it
will vary by country – Is it assumed this is consistent across the EU as a whole? This may not
be a valid assumption.

53.

EuropaBio

Page 34,
B0011

“What kind of registry is needed to monitor the use of the technology and comparator?” This
strikes us as fundamentally a regulatory concern. Is it proposed that both the EMA and a central
HTA agency make this determination independently? Per earlier comments, this is not an
appropriate issue for the HTA agency as it has at best the potential for redundancy and, at
worst, the potential for conflict and confusion.

54.

EuropaBio

Page 36, C002

The concept of dose relationship is introduced here. If this has been established in CTs, then it
would have been taken into account in the approval process and the final recommended doses
which would seek to optimise benefit risk…presumably doses which would tip the B/R into the
marginal or negative would not be approved; similarly doses where the therapeutic index is so
marginal ……if there were implications for training and organisation, then that would be covered
in the conditions of approval with respect to the risk and covered in the RMP …a publically
available summary will be published.

55.

EuropaBio

Page 36, C004

It is difficult to see how this information will be available from controlled CTs…also it is in the
remit of risk management and regulators and not HTA.

56.

EuropaBio

Page 36, C005

If these subgroups have been identified, then that it actually a positive point as it can help make
appropriate mitigation.

Response by authors
for their own decision making setting.
The response to this question could be as follows: the
first paragraph describes the administration issues
which are common to all. Then, it will be followed by
country specific paragraphs describing the nuances in
different countries. The examples from other countries
may be useful for others to see too. As mentioned
earlier, these clarifications have been written for HTA
organisations.
There is a trend that new technologies become available
on conditional basis (conditional approval and/or
conditional reimbursement). During this period of
conditional availability often additional data are
requested from the MAH. For these data collection,
registries are used. If this is relevant it should be
checked that requirements for additional data collection
from regulators and reimbursers/HTA agencies should
be aligned as much as possible.
The pilots in WP5 JA2 should provide further information
on how relevant this element is for rapid assessment of
pharmaceuticals.

The pilots in WP5 JA2 should provide further information
on how relevant this element is for rapid assessment of
pharmaceuticals.
Thank you for the comment. In addition it may be
relevant in a REA in order to identify differences in
prescribing possibilities versus comparator
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57.

EuropaBio

Page 37, C008

This is a clinical judgement that may fit more with the regulators rather than the HTA agencies.

58.

EuropaBio

Page 39
General
comment on
section 3.4
Clinical
effectiveness
elements

General comment on the example clinical effectiveness elements:

This question is essential for providing an assessment of
the relative effectiveness of the pharmaceutical. The
focus is on the ‘relative safety’ vs comparator.
The sources fields could indeed be more specific for
rapid assessment of pharmaceuticals in some issues.
Based on the input from the pilots in JA2 this may be
further specified.

The sources listed for the Clinical effectiveness data are very broad especially if this needs to
be applied to the selected comparators (observational data, registries are listed). Could the data
sources listed be more focused and selective? Would the issue best be handled b a systematic
review of RCT data and, if so, who should do it?

59.

EuropaBio

Page 42,
D0016, D0012,
& D0013

We suggest that clarification is needed here. The guideline proposes to report the results in
absolute terms and relative to the comparator. Please clarify whether this mean quantitatively
relative to the comparator (i.e., an indirect meta-analysis)?

60.

EuropaBio

Page 42,
D0017

“Was the use of the technology worthwhile?” The clarification here calls for information on
patients’ perceptions of value and satisfaction. These are two very different issues, and we
would propose that neither answers the question of whether a technology is worthwhile. We
would suggest rephrasing this issue as “What is the effect of the technology on patient
satisfaction?” and perhaps having another separate issue “What is the effect of the technology
on patient perceptions of value?” to include data from contingent valuations, etc.

This is further specified in the guideline for clinical
endpoints: Outcomes can be summarised and
presented in absolute or relative terms. Absolute
measures are useful to clinicians as they provide a
quantification of treatment effect that is meaningful for
treatment evaluation and prognosis. However, due to
the dependence of absolute measures on baseline risk,
relative measures are more generalisable across
studies. The manner in which clinical outcomes are
presented leaves significant scope for misleading
conclusions to be supported. Every attempt should be
made to provide both absolute and relative measures in
tandem.
We agree that satisfaction and perception of value are
two different things and would thus deserve two different
questions (issues). On the other hand Core Model has
been criticised of being two split and including two many
assessment elements. Therefore we rather keep the
issue as one. Additionally, the current clarification
guides the authors to report satisfaction and value
perception separate.
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61.

EuropaBio

Page 56,
Template5

We assume that it would not be expected that this be completed for comparators and that we
would report abbreviated data on comparators?

62.

EuropaBio

Page 75, 76
Appendix 5

The specificity of these guidelines will be key to the implementation of this Core Model.

The use of data extraction tables or evidence tables is a
new feature in the upcoming rapid-REA-projects of
WP5. These projects will test the feasibility the
templates proposed by the current version of the REA
Model and they will be very likely further adjusted for
optimal use. The idea has been until now to produce
templates for the use of HTA organisations. There has
not yet been any discussions how should the templates
be adjusted to manufactures’ requirements. A
submission file template for the marketing authorisation
holder will be developed in WP7 JA2.
Thank you for this comment.

63.

EFPIA

General

The document makes frequent reference to the methodological guidelines that are currently
being finalized based on the input received during various public consultations. We refer to the
EFPIA comments submitted in the framework of these public consultations.

Thank you for this comment.

In general we welcome the fact that the core model acknowledges that rapid REA will base on a
manufacturer submission and look forward to discussing with EMA the need for a template
submission format. We also welcome that the rapid REA will base on the EPAR as a source of
information, which will enable to build on knowledge developed in the regulatory process. The
interface to the EMA remains an important matter on which further clarification is needed, in
order to avoid redundancy and/or inconsistency in the assessment of some domains,
particularly the Safety parameters.

Thank you for this comment. This will also be further
tested in the pilots in WP5 JA2.

The involvement of stakeholders in the Rapid REA should be further defined, in particular with
respect to Clinical Experts and Patients representatives.

Your point of hearing clinical experts and patients, as
well as the suggestions for the scoping phase will be
discussed within WP5 of EUnetHTA JA2 when
designing the process of rapid REAs, including the
procedural details. The Model itself is not intended as a
procedural document.
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EFPIA

Page and line

p. 7, l. 24

Comment

Response by authors

We consider that the MAH should be systematically and directly involved in the Rapid REA
scoping process. That joint scoping phase should take place as early as possible in the
development process, preferably before the start of phase III pivotal studies. It could be
complemented by a second scoping before the start of the preparation of the Rapid REA
submission dossier.

For the pilots in WP5 JA2 involvement of the MAH in the
scoping phase is intended. The scoping should indeed
start timely however it is not likely to do this before the
start of the phase III pivotal studies as WP5 JA2 is only
a three year project.

The selection of relevant comparators (and selection criteria) for the Rapid REA is of critical
importance, as is the interpretation at launch of efficacy results in terms of effectiveness (Rapid
REA). We to our comments on the guidelines on these specific points.

OK

Further clarification on the exact procedure for a joint rapid REA would be useful, such as whom
to contact and procedural rights of applicants, the status of the assessment in the European
context, the impact of the joint REA on national decision-making, and what EUnetHTA intends
to do to avoid any duplication between European and national activities.

The Model itself is not intended as a procedural
document. The procedure for the WP5 JA2 pilots will be
described in a procedure manual to be developed for
this purpose at the beginning of JA2.

At a number of points in the document the terminology shifts from Rapid REA to HTA or Core
HTA. The aim should be to focus attention on a Rapid REA, The main value of a Rapid REA will
be at or around the launch of a new medicine. More could be done to slim down some of the
draft to ensure that the focus is on the kinds of data which are likely to be available at launch.

There may be still remnants of terminology from the
HTA Core Model, which are more suitable for full HTA of
established technologies. The text will be checked for
these in the next updated version of the REA model. In
addition, possible further selection of assessment
elements will be done based on the input from the pilots
in WP5 JA2.
Reference amended as suggested.

Please refer to Directive 89/105/EEC relating to the transparency of measures regulating the
pricing of medicinal products for human use and their inclusion within the scope of national
health insurance systems (commonly referred to as the Transparency Directive).
The Transparency Directive mandates timelines for pricing and reimbursement decisions. This
means that any rapid assessment of REA, to the extent that it might be used in national P&R
decision, should be made within these timelines, and therefore will be shorter than these
timelines.
The reference to the Transparency Directive implies that EUnetHTA is working towards Rapid
REA as a tool to be used in national reimbursement decisions of pharmaceuticals. It might be

The role of REA model in national reimbursement
decisions will be defined by the voluntary uptake of the
Model and of the cross-border produced rapid REAs in
the work of national/regional HTA organizations. There
will not be any obligation to use the tool or the products.
However, to increase the likelihood of national uptake of
cross-border assessments in countries it is the aim to fit
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relevant to clarify this situation further in the EUnetHTA mandate moving forward.

within the timelines of the Directive.

65.

EFPIA

p. 7, l. 42

We welcome the fact that the REA will be conducted on the basis of a manufacturer submission
file. It would be interesting to clarify the submission template that manufacturers should work on
moving forward in the context of EUnetHTA activities.

Thank you for this comment. The submission template
will be developed in WP7 JA2 in close collaboration with
WP5 JA2.

66.

EFPIA

p. 7, l. 51

The new structure for the joint REA seems indeed more practicable. Questions arise regarding
the mode for selection of the rapporteur and co-rapporteur, in particular regarding the level of
capacity of the given HTA agency, whether some therapeutic specialisation will be sought
across countries, and what the role of the manufacturer will be in this process. It should also be
carefully considered how to ensure sufficient buy-in from the other EUnetHTA members (i.e.
those who are not rapporteur and co-rapporteur) in order to ensure that the outcomes of the
joint REA are used in national decision-making, as otherwise it would lead to duplication and
unnecessary waste of resources.

67.

EFPIA

p. 8 section 1.2

This section is useful and fully in line with the outcomes of the High Level Pharmaceutical
Forum. Since the core model is about a rapid assessment at launch when real life data is not
yet available (as acknowledged in Page 20 line 50-53), more explicit acknowledgement of the
need for models and inferred data and real world impacts would help. ..

68.

EFPIA

p. 9, figure 1

We welcome the focus of the model for rapid REA on the first four domains of the core model,
as these are the most transferrable across countries.

Requirements for capacity or specialisation of the HTA
organisations that are about to perform assessment
using Core Model (and hence also REA Model) has
been recently discussed in relation to formulating the
policies for the use of the HTA Core Model. The Policies
for the use of the Core Model do not contain details of
the assessment process, which means that
manufacturer involvement in specific phases of the
project needs to be defined by REA model users; in this
case WP5 of JA2 who coordinates the rapid REAs of
pharmaceuticals.
Your point of ensuring the use of the rapid REA project’s
results by countries other than the ones involved is an
important point to take forward.
There is also the potential to use the Model in rapid
assessment of not-new pharmaceuticals, as mentioned
in the introduction, page 7: “It may assess a new
pharmaceutical launched onto the market, or (re)assess
a pharmaceutical for a new indication or when new
relevant data are available”.
Thank you for the comment

69.

EFPIA

p. 9, l. 22-24

Off-label or other inappropriate use is important for potential comparators currently established
in medical practice, but speculation on potential off-label use of the new medicine or other
technology seems inappropriate here. The wording on p. 13 21-24 is better. Discussing potential

The sentence is edited to the form: “. Potential problems
with the use of a technology within a health system
should be identified: examples include risk of use
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off-label uses is more speculative than a core part of any rapid relative effectiveness
assessment. Consideration of this topic is probably best done by regulatory agencies.

beyond the authorized marketing label or reimbursed
indication, compliance challenges, and the misuse or
diversion of the product.”
Information about off-label use has been considered
potentially relevant information for decision making and
it is therefore included as part of the Assessment
Element number A0001.
Thank you for this comment and the comments to safety
guideline. We agree that minimizing overlapping in
safety assessment is important and this will be further
tested in the pilots in WP5 JA2.
Indirect comparisons are referred to in the section 2.5.4.
(Extrapolation of efficacy to give relative effectiveness
data)

70.

EFPIA

p. 10, section
1.3.3

The interface and respective roles of EMA and EUnetHTA in the assessment of safety should
be clearly defined to avoid redundant work and diverging interpretations of the same data. We
refer to the EFPIA comments submitted on the safety guideline.

71.

EFPIA

p. 11, l. 1-5

In case the assessment body requires a different comparator from that used in the clinical trial,
indirect comparisons are an important tool to ensure that manufacturers can meet the
requirements of the assessment and regulatory authorities.
There is a commitment from industry and other stakeholders to improving the availability of the
right information at the time of launch (such as through the IMI project on ‘Incorporating real-life
clinical data into drug development’, see topic text available online at
http://www.imi.europa.eu/sites/default/files/uploads/documents/7th_Call/Call7_FinalCallText.pdf)
and this could be referred to and acknowledged in the documents.

72.

EFPIA

73.

EFPIA

p.12, l.9:
"Preferably the
marketing
authorization
holder should
be consulted
regarding the
scope"
p. 13, l. 11-13

We refer to the EFPIA comments on the guidelines related to endpoints to complement our
comments to this section.
Delete “Preferably”. We suggest that the MAH be systematically and directly involved in
scoping, well ahead of the REA submission. That joint scoping phase should take place as early
as possible in the development process, preferably before the start of phase III pivotal studies.
Please clarify how clinical experts and patient organization representatives will be involved. We
would like to reiterate the importance and value added of including the perspectives of also
these stakeholders in the REA process.

The tools developed by EUnetHTA are guidelines and
recommendations on best practices. They can not
enforce behaviour such as consulting the manufacturer
although we do think this is preferred way of working.
The involvement of other stakeholders will also be
explored in WP5 JA2 pilots.

It needs to be carefully considered how subgroups and sub-indications are defined. Ideally

We agree with your comment, this should be considered
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these should be agreed at the stage of trial design, as otherwise trials would not be powered
enough for statistically meaningful sub-group analyses.

carefully.

74.

EFPIA

p. 13, l. 14

We would suggest to remove ‘preferably’ (see comment above)

See response to comment 72

75.

EFPIA

p. 13, l. 24

We would suggest to remove ‘usually’ (see comment above)

See response to comment 29

76.

EFPIA

p. 13, l. 27

We would suggest to remove ‘in general’

77.

EFPIA

78.

EFPIA

p. 14, l. 1-3
Comparison(s)
p. 15, l. 1
first bullet

A request is made for data on current treatment pathways from as many member states as
possible are requested. Who will generate this data?
Whilst it is true indeed that available HTA reports will be a valuable source of information, it
poses the question of the place of the rapid REA and the interface with national assessments
and decision-making. If the intention of the rapid REA is to be conducted at the time of
marketing authorisation, to support subsequent national decision-making, then probably there
will be no HTA reports available at that time. It would be interesting to better understand the role
of the rapid REA in supporting access to innovative pharmaceuticals.

We have not removed general as it sometimes happen
that the population for the REA slightly differs (e.g. more
narrow population) from the patient population for which
it received market authorisation.
See response to comment 32.

Furthermore, if existing HTA reports are referenced, it would be interesting to clarify what
exactly will be used from these reports. i.e. facts and evidence are transferrable, but judgments
and conclusions might not be.
79.

EFPIA

80.

EFPIA

p. 15, l. 1,
second bullet
and l. 17
Page 15,
section 2.3 and
line 11:
“Original

We consider that industry can be a trustworthy partner in the process and will work to avoid any
bias.
It is not clear what document is being requested here. Is it the Clinical Study Report?

National HTA reports may be available when doing a
rapid assessment of an already available
pharmaceutical (for e.g. new indication) which is the
other potential use of the REA Model.
If existing HTA reports are referenced it is likely that
mainly the facts and evidence that is presented in the
reports will be used.
The aim of this sentence is not to question the
trustworthiness but remind the authors of the importance
of critical appraisal of every phase of the assessment.
Bullet point is rewritten to indicate what kind of additional
information could be taken into account.

24

EUnetHTA WP5
Relative Effectiveness Assessment (REA) of Pharmaceuticals
Comments provided during public consultation of HTA Core Model for Rapid Relative Effectiveness Assessment of Pharmaceuticals (consultation
period: 1 October – 30 November 2012)

Comment #

Provided
by

Page and line

Comment

Response by authors

General: this table needs to be more focused on sources of high quality evidence. – many of
the websites listed do not seem to be appropriate sources for REA

The recommended sources could indeed be more
specific for rapid REA. The current complete set of
sources derives from the “full Core Model” which was
the starting point for the REA model developers. It
should be checked throughout the Model. This feedback
is taken to the Model developers. But, as the current
version states: “Additional sources may be useful to find
domain-specific information” referring to table 1 with all
the possible information sources, we think that the value
of these sources is indicated as “additional”.
See response to comment 35.

81.

EFPIA

Studies”
p. 16, Table 1

82.

EFPIA

p. 17, l. 10-11

83.

EFPIA

p. 18 footnote 1

Is there a requirement that the manufacturer provide updates over time to their REA Core Model
Submission – if so at what frequency and how should the updates be provided?
We welcome the indication that EUnetHTA will continue updating the core model following
learning following further piloting and look forward to contributing to this discussion with
EUnetHTA.

84.

EFPIA

p. 19, l. 18

It is not clear what is meant by “artificial” relevance – Please clarify

85.
86.

EFPIA
EFPIA

p. 20, l. 1
p. 20, l. 7-12

87.

EFPIA

p. 20, l. 12

Is there a suggested template or format for the manufacturers to use?
Suggest that the sentence: "unsystematic gathering of information from ...the internet can be
considered" – is either removed or the context is clarified* or as this approach will not make for
the basis of a robust scientific review.
*perhaps this refers to the gathering of the "background" information such as burden of disease
and epidemiology, but this needs to be clarified
Also this paragraph does not seem to be aligned with the rest of the document.= (i.e. it implies
that a systematic review from the MA holder is not mandatory)
And at the time of marketing authorisation is probably the most relevant source.

We look forward to collaborating.

The following sentence has been deleted: Assessing
relevance is not straightforward: As ll issues can have
some relevance for someone in some time, judgment is
required to weigh their relative relevance, without
rejecting them too easily as irrelevant either.
See response to comment 37.
See response to comment 38.

The paragraph is removed and the previous paragraph
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amended with the information of rarity of pragmatic trials
just after marketing authorisation.
See response to comment 41.
See response to comment 43..
Thank you for providing these comments. Individuals
responses to these comments will be answered as part
of the guideline development process.

88.
89.
90.

EFPIA
EFPIA
EFPIA

p. 20, l. 52
p. 21, l. 25-28
p. 22, l.16

What does full assessment mean here?
Of the three options listed for assessing bias in clinical effectiveness data – which is preferred?
The process of “transformation” (referred) to here is a very critical one in the context of the
Rapid REA at launch and would certainly deserve a comprehensive presentation and discussion
in the context of this guideline on surrogate endpoints. We refer to the EFPIA comments to this
guideline for further details.

91.

EFPIA

p. 22, l.21-27

These lines also support the use of indirect comparison
where evidence from direct comparison is insufficient.

92.

EFPIA

p. 22, l 34

We strongly support a pragmatic approach that makes use of indirect comparisons and robust
models. Rapid REA will not be possible without a willingness to accept the realities of data
availability at launch.
Replace “Core HTA” with “Rapid REA”

93.

EFPIA

p. 22, l 41

Replace “HTA reports” with “Rapid REA reports”

Done

94.

EFPIA

p. 22, l 45

Replace “HTA report” with “Rapid REA report”

Done

95.

EFPIA

p. 23, l. 3-5

It is interesting to see that collaboration with the EMA resulted in this table. Would more
information be available on other outcomes of collaboration between EUnetHTA and EMA?

96.

EFPIA

p.23, l 29

Replace “HTAs” with “relative effectiveness assessments”

The collaboration with EMA was started with the
collaboration on the EPAR. This also led to preparation
of the template of the table. It is foreseen that parts of
the work on the EPAR will published in the near future.
Other outcomes of collaboration between EMA and
EUnetHTA will be shared with the Stakeholder Forum
HTA replaced by REA

97.

EFPIA

p. 23, l. 38-40

98.

EFPIA

p. 24, l 8-9

Drug interactions in patient populations outside of the clinical trial are not likely to be known at
the time of REA. Is there an expectation to provide updates on this information over time as it
becomes available? This is another example of the clarity needed for a first launch vs. a followon launch after the product has been on the market elsewhere in the world.
“difficulties of reading handwriting that lead to mistakes by the patient or professional” may be

Done

See response to comment 35.

Specific practical concerns of e.g. administration of a

26

EUnetHTA WP5
Relative Effectiveness Assessment (REA) of Pharmaceuticals
Comments provided during public consultation of HTA Core Model for Rapid Relative Effectiveness Assessment of Pharmaceuticals (consultation
period: 1 October – 30 November 2012)

Comment #

Provided
by

Page and line

Comment

Response by authors

an important factor in general medicines use, but is not appropriate for a consideration in a
Rapid REA. We agree it is the remit of the marketing authorisation agencies.

drug, are important information for implementing
decisions, as they may require added attention to
organisational issues. Therefore these issues are
covered in Assessment Element C0007. Further testing
in the WP5 JA2 pilots will show whether some elements
can be regarded as redundant for performing a rapid
REA.
Added in the source fields of several assessment
elements.

99.

EFPIA

p. 25-30,
Section 3.1

Multiple sources are cited but not the manufacturer’s submission. Pragmatically, the
manufacturer’s submission would constitute a significant part of this section and should be
included.
There is in general a lack of specificity in the recommendations regarding production of the
HPCU (3.1) and DCT (3.2) sections. Granted, the objective is in most cases to produce a
“descriptive summary,” but recommending the use of an extremely broad list of sources (see
page 16), to include “Google” and “other internet search engines,” is of questionable value. It
would be beneficial to work towards a consistent approach to at least some of the elements in
these sections, even if the selected approaches/sources are not necessarily authoritative, they
should have a high degree of validity and reliability.
It does not seem appropriate to grade reimbursement status as completely transferrable.
Reimbursement is a decision that will build on the results of a REA, taking into account priorities
of a given healthcare system. Reimbursement status is not an assessment element and it is
therefore questionable that it should be part of the core model for REA.

100.

EFPIA

Section 3.1,
page 25-30
& 3.2, page 3134

101.

EFPIA

p. 30, A0021

102.

EFPIA

p. 31, B0002

Should it not be ‘expected’ benefit rather than ‘claimed’ benefit?

103.

EFPIA

P. 32, B0003

The concept of ‘truly novel/innovative’ technology is difficult to understand: the Rapid REA will
be about determining the relative efficacy or effectiveness of the technology. We refer to the
three dimensions of value outlined by the High Level Pharmaceutical Forum.

See response to comment 17.

The reimbursement status of a certain country is
considered completely transferrable information
because it is a fact that does not change depending on
the view of the reader and it can be used for guiding
reimburse decisions in other countries (which may be of
course different). Not all assessment elements require
truly “assessment”: this holds also for prevalence data.
The expectations are mentioned in the clarification.
Sometimes this information is relevant even in rapid
assessment. The phase of development –information
helps the decision maker to place the new product in
context which may affect e.g. purchase decisions. The
word ‘truly’ has been deleted.
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104.

EFPIA

p. 34, B0011

We welcome the reference to various schemes for additional data collection and encourage
further action to ensure alignment between these various mechanisms.

Thank you for the comment.

105.

EFPIA

Section 3.3,
page 35-38
& 3.4, page
39-42

See response to comment 18

106.

EFPIA

Section 3.3,
page 35-38

107.

EFPIA

p. 49, l. 8

The guidance appears to call for redundant work in the safety section (3.3) and effectiveness
(3.4) domains relative to what can be found in the EPAR. The focus should be beyond the
scope of regulatory documents (element C0008, for example, which calls for a comparative
safety assessment)? There is a potential duplication of efficacy and safety assessment that is
performed by Regulatory –Regulatory assessments should not be duplicated.
It appears that the assessors of the REA are being asked to make judgments on safety issues.
Use of the term “harms” is new within the EUnetHTA guideline. For example, would there be a
consistent understanding of the difference between harm vs. ADE vs. ADR vs. serious or severe
ADR. It may be inappropriate in this context and appears to come from a negative point of view.
Some additional examples and issues are:
 CTs determine relative frequencies of adverse events and suspected ADRs. How is
this to be used by EUnetHTA?
 Adverse events/suspected ADRs can be frequent and severe (e.g. a headache is
frequent but not necessarily important from a safety perspective. How will these be
weighed against one another? Some are more of a tolerability issue rather than an
ADR.
 Very rare cases of hepatic effects would be of greater clinical concern. Are HTA
assessors trained to make this judgement call
This list is useful but could be complemented by other sources of information. Furthermore it
might be relevant to classify the various guidelines they are referring to (guidelines by
professional organizations, by HTA agencies…)

108.

EFPIA

p. 49, l. 12

See comment on p. 30, A0021

See response to comment 101. .

109.

EFPIA

p. 52, template
2

Whilst it is useful to provide examples for a better understanding of the concepts presented,

We would be grateful to have the unclarities specified.
The format and content of the templates will be further

See response to comment 19

We are open for suggestions for complementing the list.
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some of these are not totally clear.

tested in the WP5 JA2 pilots.

By whom will this table be used moving forward?

This table may be used in the WP5 JA2 pilots.
Feasibility of the use of this table will be checked.
Information about participating organisations will be
available in the first months of 2013.

110.

EFPIA

111.

EFPIA

p. 56, template
5
p. 70, l. 5

112.

EFPIA

p. 71, l. 26

Please refer to Directive 89/105/EEC relating to the transparency of measures regulating the
pricing of medicinal products for human use and their inclusion within the scope of national
health insurance systems (commonly referred to as the Transparency Directive).
The Transparency Directive mandates timelines for pricing and reimbursement decisions for all
EU Member States. This means that any rapid assessment of REA, to the extent that it is used
in national P&R decision, should be made within these timelines, and therefore will be shorter
than these timelines.
The reference to the Transparency Directive implies that EUnetHTA is working towards Rapid
REA as a tool to be used in national reimbursement decisions of pharmaceuticals. It might be
relevant to clarify this situation further in the EUnetHTA mandate moving forward.

See response to comment 64

113.

EFPIA

We refer to the EFPIA comments to the various guidelines listed in the appendix

114.

Novartis

p. 75, appendix
5
Overall
comments on
EUnetHTA
core model

Thank you, those comments will be considered for the
production of the final version of the guidelines.
Thank you for this comment.

115.

Novartis

The overview on the process leading to the development of the core model is very useful. It
would be interesting to getting more information on the Member States that will collaborate on
joint assessments moving forward.

We would like to thank you for the opportunity to comment on the proposed core model for rapid
REA. EUnetHTA commitment to involving industry as a partner is very much appreciated. As in
our previous comments on proposed EUnetHTA methodologies, we would like to emphasize
stakeholder engagement in the HTA processes, specifically, the essential role of patients,
health care professionals, clinical experts, and clinicians in health technology assessment as
well as in the formation of such guidelines and models for future European relative efficacy
assessments. It is our hope that these stakeholders are involved in developing the core model
and will have a voice in future assessments.
There is a general lack of clarity of the future that the core model holds as well as REA
assessments in Europe. From a manufacturer’s perspective, this lack of clarity is around:
 the overall framework of decision making,

Your point of hearing clinical experts and patients, as
well as the suggestions for the scoping phase will be
discussed within WP5 of EUnetHTA JA2 when
designing the process of rapid REAs.
Thank you for the comment. We would like to underline
that the production of rapid REAs in cross-border
projects using REA model does not signify European
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when such European assessments would be taking place,
how REA will be deployed,
how decisions will be taken,
and whether such decisions will be binding at the Member State level and at the
Member State budget holder level (e.g. national, regional, local).
The comments that follow should have these overarching concerns in consideration as this is an
area of relative uncertainty for manufacturers and for Novartis.
116.

Novartis

There is a general confusion with the terminology REA. We are aware that EUnetHTA refers to
“relative effectiveness assessments”, however at time of launch no or very little effectiveness
data is available, and that effectiveness will have in many cases to be estimated and modelled
from the efficacy data obtained from clinical studies. We propose that moving forward; REA in
Europe is correctly labelled as “relative efficacy assessment”.

117.

Novartis

118.

Novartis

119.

Novartis

The interface to the EMA remains an important matter on which further clarification is needed.
While agreeing to keep the EMA and the EUnetHTA respective assessments separate, we see
persistent risks of redundancy and/or inconsistency in the assessment of some domains,
particularly the Safety parameters. Accordingly, we aim to have any REA assessment to accept
and be based on the decisions of EMA. Additionally, a standardised terminology should be
adopted and consistently used between EMA and EUnetHTA. The interface and respective
roles of EMA and EUnetHTA in the assessment of safety should be clearly defined to avoid
redundant work and diverging interpretations of the same data.
A relative efficacy assessment should not involve the assessment of costs or assignment of
price. Accordingly, this is the domain of clinical experts, clinicians and patients, not of health
economists.
The market access holder (manufacturer) should be systematically and directly be involved in
the HTA scoping process. That joint scoping phase should take place as early as possible in the
development process, preferably before the start of phase III pivotal studies. It could be
complemented by a second scoping before the start of the preparation of the HTA submission
dossier. This again emphasizes the close collaboration between manufacturer, EMA and

Response by authors
assessment. The aim is to produce a set of sharable
pieces of information which each country can use in the
preparations of national documents, for their national
decision making. REA reports produced within
EUnetHTA are not binding and not even
recommendations: they are purely a collection of
research evidence and other information which is
produced in order to avoid unnecessary duplication of
efforts collecting this type of information.
This is a valid point. However, as EUnetHTA WP5
follows the recommendations (and terminology) of
Pharmaceutical Forum 2008 a change of the term
requires profound discussions and agreement.
consideration. In addition, the model should also be
suitable for assessment of new indications or when new
data are available.
We have notified the concern of possible overlap
between the work of EMA and EUnetHTA, particularly
related to safety domain. This issue will be given special
attention in the upcoming rapid REA projects by WP5 of
EUnetHTA JA2.

Assessing costs will not be a part of rapid REAs by WP5
of EUnetHTA JA2.
For the pilots in WP5 JA2 involvement of the MAH in the
scoping phase is intended. The scoping should indeed
start timely however it is not likely to do this before the
start of the phase III pivotal studies as WP5 JA2 is only
a three year project.
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120.

Novartis

121.

Novartis

122.

Novartis

123.

Novartis

124.

Novartis

125.

Novartis

Page and line

Comment
EUnetHTA.
We welcome the fact that the core model acknowledges that rapid REA will based on a
manufacturer submission. We also welcome that the rapid REA will be based on the EPAR as a
source of information, which will enable to build on knowledge developed and decisions taken in
the regulatory process. Again as this is efficacy data that has been submitted to EMA, this REA
should be a relative efficacy assessment.
EMA judgments and decisions of the MAH dossier should be accepted and not further
challenged in the REA process.

REA should be conducted by unbiased reviewers, specifically, REA should not be conducted by
budget holders and payors – especially at the multi-country/European level, as assignment of
price and reimbursement decisions shall be taken at the Member State level.
As with Member State HTA assessments, European REAs should also have appeals
procedures that are clear and unbiased, should disagreements arise in the assessment of a
product.
The selection of relevant and/or meaningful comparators (and selection criteria) for the Rapid
REA is of critical importance. We suggest that the matter be addressed in a collaborative
manner between EUnetHTA and Industry in parallel to the Joint Action 2.
The definition of a unique “most meaningful” comparator for the Rapid REA would not account
for the fact that there are often several HTA-relevant comparators across and within National
markets. So full use should be made of both direct and indirect comparisons methods in order to
provide information that is relevant. Decision analytic modelling should also play a role here. We
would like to suggest that this matter be further addressed in a direct collaboration between

Response by authors

Thank you for this comment. See response to comment
116.

The aim of REA is not to challenge EMA judgments but
to provide national HTA organisations structured
information which could be easily used for national HTA
production, or even directly to decision making (on
reimbursement, pricing, purchase and implementation).
The added value of REA over EMAs documents is in the
presentation of the balance between benefits and harms
across relevant comparators, demanding clinically
relevant endpoints, and providing additional pieces of
information relevant for decision making
The rapid REAs performed in WP5 of JA2 will be
performed by HTA professionals from several national or
regional European HTA organisations.
The rapid REAs should be documents that contain a
synthesis of the evidence available. REAs by EUnetHTA
will not contain any recommendations supporting use or
non-use of the technology, and they are by no means
binding for Member States.
For the pilots in WP5 JA2 involvement of the MAH in the
scoping phase is intended.
The number of relevant comparators may indeed be
large. In the upcoming rapid REAs of WP5 we will
gather experiences of optimal procedures of selecting
comparators. The likelihood of needing indirect
comparisons will indeed increase with more
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EUnetHTA and Industry.

comparators to be included.
As for the use of decision analytic modeling techniques,
this does not seem to be current practice in most
Members States for relative effectiveness assessment
(see results of WP5 background review). We can
foresee in the future that the use of these models will be
discussed between HTA agencies across Europe and
might lead to recommendations on how to use these
models in a REA.
Thank you for this comment and your comments on the
methodological guidelines. It is indeed difficult to assess
the whole picture of the REA model without seeing the
guidelines, we are sorry for this inconvenience caused
by the timelines of a three year project.
It should be noted that all documents should be
considered living documents that will be updated when
needed.
We agree and this is also expressed in the sentence
“The choice of comparator should be justified explicitly in
the report.”
Increased and earlier involvement of manufacturer will
be tested in the upcoming rapid REA projects and we
will gather experience of this activity.
A REA has a different purpose than an assessment in
the light of a market authorisation. Therefore it is
possible that different requirements are needed.

126.

Novartis

The document makes frequent reference to the methodological guidelines that are currently
being finalised based on the input received during various public consultations. It is thus difficult
to have a clear discussion on the core model without having a clear understanding of these
guidelines as well as the degree for which the use of these guidelines will be for a Europeanwide assessment, or are they for guidance for national Member States analysis. In this case, we
refer to the Novartis’ comments submitted in the framework of these public consultations to
revisit our comments on the proposed methodologies.

127.

Novartis

14, 2

For transparency the justification of the comparator should not be optional but mandatory.

128.

Novartis

13, 14

Manufacturers should be involved in all scoping activities.

129.

Novartis

11, 7-13

130.

Novartis

62, 13

131.

Novartis

52, 1-ff.

Surrogates are often accepted by regulatory authorities. As registration studies are the basis for
the rapid assessment the limited acceptance makes it difficult/impossible for the manufacturer to
show benefits. Accordingly, in cases where EMA has accepted surrogates, these should be
applied in REA.
Like in the endpoint papers it remains unclear how the decision is made about weighting of
different endpoint with potential different effect directions. This is very subjective.
In a European assessment only very high level assessments of ethical, organisational, social
and legal aspects can be made as the differences are relevant between the countries.
Specifically these are domains that belong at the Member State level.

The methodology of balancing benefits and harms is still
under construction.
This is usually so but there are also cases where
universal ethical concerns may affect the
implementation of a technology, or e.g. the mode of
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132.

Novartis

133.

134.

Page and line

Comment

Response by authors
administration affects significantly the organisation of
care, irrespective of the country. This table is there to
help identifying these kind of issues.
See response to comment 116.

It is mentioned that original and registration studies should be included and provided by the
manufacturer. This will refer to assessments of relative efficacy.

Eli Lily

66, 17-21; 15,
box and line
11-12
General

The HTA Rapid REA Model v2.3 needs some additional clarity about the nature of the data
sources to be used in the assessment process. The focus of the current version is upon two key
data sources that are to be the manufacturer’s submission and the EPAR [e.g. page 7, lines 4246]. However, the although the document indicates that the rapid assessment may relate to
either a new pharmaceutical launched onto the market or a pharmaceutical for a new indication
or with new relevant data [page 7, lines 17-20], the focus of the rapid model pilots will be on
assessment of new pharmaceuticals in parallel with the marketing authorisation process of the
EMA. Although this is not specified in the document, it is implied that the assessment will occur
prior to the generation of any ‘real-world’ data and that it will thus be limited to assessment of
RCT data. This creates a fundamental problem with the document as these two different
processes (pre-authorisation rapid assessment vs. post-authorisation rapid assessment) are
mixed into the descriptions of the assessment methodologies. It would be very beneficial to
separate the two processes and, considering the focus of the pilots in 2013, to focus only on
rapid assessment of new pharmaceuticals prior to market authorisation at the EMA.

The Model has been developed to suit both purposes
(pre-authorisation rapid assessment vs. postauthorisation rapid assessment). In future updates of the
more explicit separation of the required methodology will
be pursued.

Eli Lily

General

In the context of new pharmaceuticals being assessed prior to the EU Commission Decision, it
is important to note that the EPAR will not be available until up to 15 days after the Commission
Decision. It may be possible for the rapid REA assessment to use the CHMP Assessment
Report which contains the key information regarding safety and efficacy required by the
EUnetHTA process. However under the current EMA process, the CHMP Assessment Report
will contain commercially confidential information as well as internally confidential information
(e.g. names of reviewers) and is not as complete as the full EPAR. At Day 45 post the CHMP
positive opinion the first draft of the EPAR is formally adopted by the CHMP and at this stage
the confidentiality issues should have been identified and resolved. Therefore, the information
available from the EMA for rapid assessment needs further clarification including detail about
the proposed information exchange between the EMA and the EUnetHTA reviewers.

Agreeing on timelines and tasks between regulators and
HTA community would indeed reduce duplicate efforts
and facilitate keeping the timelines given in the
Transparency Directive. These considerations will be
taken forward for the WP5 JA2 pilots.
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135.

Eli Lily

General

These are good suggestions for harmonising submission
file and the Model, and being explicit what is required for
a submission file from the point of view of HTA. This is
an activity that will proceed during JA2. We have stored
these suggestions for future use.

136.

Eli Lily

General

137.

Eli Lily

General

While we recognise that a template for the manufacturer’s submission is to be developed under
Joint Action 2, it is clear that the rapid REA will be reliant on this submission and so there
should be more explicit focus in the model about what exactly the manufacturer will be providing
for all four domains. It is unclear whether the manufacturer will be required to provide
information about differences in standard of care, usage or dosage patterns of comparators
across the EU Member States. In addition, there needs to be a description of the mechanism by
which the assessors can request clarifications from the manufacturer during the review process
and how the manufacturer can have the opportunity to review the rapid REA assessment so as
to ensure that their submission has been correctly interpreted.
It is fundamental to the understanding of the rapid REA model that the process by which the
assessment will be conducted is made explicit. Unfortunately, in version 2.3 of the model, very
limited information about the process is provided. The process description is limited to a
statement that the review will be limited to two authoring agencies that will review the product
across all of the domains of the model followed by an in-depth review by ‘several’ agencies
(Page 71, lines 34-35, plus p72, lines 1-2). In a slide presentation by the WP5 leaders (W.
Goettsch and S. Kleijnen, October 11, 2012) more detail on the planned process with respect to
the forthcoming rapid REA pilots is provided. These slides make it very clear that the process is
envisaged to commence with dual submission to the EMA for Regulatory approval and to the
EUnetHTA process with submission of a concept file with the REA process commencing at the
time of the CHMP positive opinion. It would have been helpful for this information to have been
included into the rapid REA model and we recommend that this information is built into the next
version of the model.
The document indicates that there will be two authoring agencies followed by multi-agency
review. It would be helpful to expand upon this. Is the intention to follow a rapporteur/corapporteur model with a reviewing CHMP-style HTA committee? A clear description of the
assessment process is required including specification as to which agencies will be selected as
rapporteurs and co-rapporteurs. Different possibilities can be envisaged such as where a
‘mature’ agency will be the lead author with a ‘weaker’ agency joining them to help build
experience; alternatively the two agencies might be selected based upon capturing diversity of
systems. Secondly, how will the review be conducted? Will this be done separately by agencies
or together in the form of a committee? How will conflicting opinions be resolved? How will
additional information be requested, if at all, and at what stage? Thirdly, there is considerable

See response to comment 7.

See response to comment 8
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138.

Eli Lily

General

139.

Eli Lily

General

140.

Eli Lily

General

141.

Eli Lily

General

142.

Eli Lily

General

Comment
focus on the issue of industry bias, however how will assessor bias be evaluated? Such biases
may occur due to the nature of that agencies HTA system and how that agencies weights risks
and benefits, or due to a local need for cost containment that may lead to more stringent
reviews of products perceived to have a high budget impact.
There needs to be further clarity in the model as to how the rapid REA process will interact with
the EMA regulatory approval process. The draft process from the Goettsch/Kleijnen
presentation indicates that T=0 is the day of the CHMP positive opinion with steps related to
scoping and manufacturer preparation of the submission file occurring prior to that date. This
would require at minimum notification from the CHMP and possibly also the provision of either
the CHMP Assessment Report and/or the draft EPAR at day 45. Either way there will also be a
requirement for interaction prior to T=0 in order to determine the likely label that will be
authorised as this will have a direct impact on the manufacturer’s submission.
The manufacture’s submission will be the key document upon which the rapid REA will be
conducted. As such it will be critical to build into the process the opportunity for the assessors to
request clarification from the manufacturer and also for the manufacturer to have the ability to
review the assessment prior to its finalisation and thus have the opportunity to provide feedback
or dispute findings that they may consider inappropriate. At this stage there should also be
consideration of a process for arbitration in order to resolve differences in opinion. This might
also apply where there are differences between the reviewing agencies that cannot be readily
resolved.
We think that it will be important to explain how EUneHTA propose to understand the value of
this report to the Member States and we suggest that EUnetHTA consider including a
mechanism to learn from and refine the process after reviewing the extent of adoption by
Member States.
While we recognise that due to the difference in HTA and reimbursement systems at the
Member State level some aspects of the findings in the report may be more or less useful for
individual agencies, it is of critical importance to industry – and to the ultimate success of the
model itself – that those agencies that do use some or all of the rapid assessment reports do so
in a consistent manner. Therefore, we recommend that EUnetHTA establish a scorecard to
track the dissemination and use of the rapid reports, this will also help EUnetHTA learn from
their “customers” – the Member States, about the value of the report (as mentioned above).
The term “Manufacturers Submission Files" should relate to a product’s HTA submission file

Response by authors

See response to comment 9

See response to comment 10

See response to comment 11

Monitoring the use of REA model and the REA reports,
as well as the national HTA reports prepared based on
the REA report is important and is already taken into
consideration in the Core Model development in general.
Concrete plans become topical when there the first
actual core reports (the HTA reports that have used the
Core Model) are published
Thank you for the comment, this has been improved.
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143.

Eli Lily

General

144.

Eli Lily

Section 3.1,
page 25-30

145.

Eli Lily

Section 3.1,
page 25-30
& 3.2, page 3134

146.

Eli Lily

Section 3.3,
page 35-38
& 3.4, page
39-42

147.

Eli Lily

Section 3.3,
page 35-38

Comment
and not the Marketing Authorisation submission However this is not clear always clear in the
current guidelines; the language should be reviewed and clarified as appropriate.
There is a potential duplication of efficacy and safety assessments that are performed by
Regulatory. –Regulatory assessments should not be duplicated by the EUnetHTA process.
Multiple sources are cited but not the manufacturer’s submission. Pragmatically, the
manufacturer’s submission would constitute a significant part of this section and should be
included.
There is in general a lack of specificity in the recommendations regarding production of the
HPCU (3.1) and DCT (3.2) sections. Granted, the objective is in most cases to produce a
“descriptive summary,” but recommending the use of an extremely broad list of sources (see
page 16), to include “Google” and “other internet search engines,” is of questionable value. It
would be beneficial to work towards a consistent approach to at least some of the elements in
these sections, even if the selected approaches/sources are not necessarily authoritative, they
should have a high degree of validity and reliability.
The guidance appears to call for redundant work in the safety section (3.3) and effectiveness
(3.4) domains relative to what can be found in the EPAR. The focus should be beyond the
scope of regulatory documents (element C0008, for example, which calls for a comparative
safety assessment)? There is a potential duplication of efficacy and safety assessment that is
performed by Regulatory –Regulatory assessments should not be duplicated.
It appears that the assessors of the REA are being asked to make judgments on safety issues.
Use of the term “harms” is new within the EUnetHTA guideline. For example, would there be a
consistent understanding of the difference between harm vs. ADE vs. ADR vs. serious or severe
ADR. It may be inappropriate in this context and appears to come from a negative point of view.
Some additional examples and issues are:
 CTs determine relative frequencies of adverse events and suspected ADRs. How is
this to be used by EUnetHTA?
 Adverse events/suspected ADRs can be frequent and severe (e.g. a headache is
frequent but not necessarily important from a safety perspective. How will these be
weighed against one another? Some are more of a tolerability issue rather than an
ADR.
 Very rare cases of hepatic effects would be of greater clinical concern. Are HTA
assessors trained to make this judgement call

Response by authors

This will be further tested in the pilots in WP5 JA2. .
Manufacturer’s submission file added as a source in
most of the elements of the HPCU domain.
See response to comment 17.

See response to comment 18

See response to comment 19.
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148.

Eli Lily
Eli Lily

150.

Eli Lily

Page 9, line 8

151.

Eli Lily

152.

Eli Lily

153.

Eli Lily

154.

Eli Lily

Page 10, line
14 Safety
Page 11, line
11 Surrogate
endpoints
Page 12 ,
section 2.2
Scoping
Page 13, Line
24

The section cites the call for a full systematic literature search in reference databases. In what
circumstances is it envisaged that this would be needed?
As an illustration of the above point it states that data on results under usual circumstances of
health care are often not available at a first launch but then the guidelines go on to discuss
implications of using additional data for assessment of relative effectiveness. The guidelines
should clarify what data are expected under at least two unique circumstances: (1) a first launch
for the product, or (2) when the product has been approved and launched elsewhere such that
additional “real world” information is available.
The guidelines request data on the patterns of use of the technology but these data are unlikely
to be available unless the product has been launched elsewhere in the world (see above).
The guidelines do not state how safety should be compared for and against a comparator.

See response to comment 20.

149.

Page 7, line
45,46
Page 8, lines
25, 26: What is
relative
effectiveness?

155.

Eli Lily

Page 13, lines
44-49,
Comparison(s)

156.

Eli Lily

157.

Eli Lily

Page 14, lines
1-3
Comparison(s)
Page 15,

See response to comment 22.

See response to comment 23.
See response to comment 25.

Who determines, and how, whether surrogate end-points are appropriately validated. What if
there is disagreement between Regulatory and HTA?

See response to comment 27..

It appears the manufacturer needs to submit a file PRIOR to scoping occurring. Shouldn’t the
scoping come before the submission in order that the appropriate data are contained in the
submission, e.g. choice of comparator
The guidelines should give additional clarification on what is meant by “usually”, perhaps
choose a different term, or request for information. For example, if “usually” is the standard, are
there any notable exceptions?
The possibility for variable practice across Europe means the choice of a single comparator
based on “current clinical practice” will be difficult if there are not clear guidelines on how to do
this for current clinical practice and in which countries? The choice of comparators needs
further explanation, given that treatment practice and reimbursements varies between countries
in the EU. From this paragraph “the number of comparators should be limited and thus the most
meaningful comparator will be current clinical practice because this will be most informative and
relevant.”
A request is made for data on current treatment pathways from as many member states as
possible are requested. Who will generate this data?

See response to comment 28.

It is not clear what document is being requested here. Is it the Clinical Study Report?

See response to comment 80.

See response to comment 29.
See response to comment 30.

See response to comment 32.
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158.

Eli Lily

159.

Eli Lily

160.

Eli Lily

161.

Eli Lily

162.

Eli Lily

163.

Eli Lily

164.

Eli Lily

165.

Eli Lily

166.

Eli Lily

167.

Eli Lily

Page and line
section 2.3 and
line 11:
“Original
Studies”
Page 16, Table
1
Page 17, Line
10-11
Page 19, Line
18
Page 20, Line
1
Page 20, Line
7-12

Page 20, Line
number 11-12
Page 20, line
30
Page 20, Line
number 52
Page 21, Line
number 25-28
Page 23, Line
numbers 38-40

Comment

Response by authors

General: this table needs to be more focused on sources of high quality evidence. – many of
the websites listed do not seem to be appropriate sources for REA, (i.e. national health services
websites, etc)
Is there a requirement that the manufacturer provide updates over time to their HTA Core Model
Submission – if so at what frequency and how should the updates be provided?
It is not clear what is meant by “artificial” relevance – Please clarify

See response to comment 81.

See response to comment 84.

Is there a suggested template or format for the manufacturers to use?

See response to comment 37.

Suggest that the sentence: "unsystematic gathering of information from ...the internet can be
considered" – is either removed or the context is clarified* or as this approach will not make for
the basis of a robust scientific review.
*perhaps this refers to the gathering of the "background" information such as burden of disease
and epidemiology, but this needs to be clarified
Also this paragraph does not seem to be aligned with the rest of the document.= (i.e. it implies
that a systematic review from the MA holder is not mandatory)
Does the entire regulatory submission to the EMEA need to be submitted?

See response to comment 38.

See response to comment 35.

See response to comment 39.

General point for this section – perhaps worth including here the relevance of meta-analysis and
where it lies within the levels of evidence.
What does full assessment mean here?

See response to comment 40.

Of the three options listed for assessing bias in clinical effectiveness data – which is preferred?

See response to comment 43.

Drug interactions in patient populations outside of the clinical trial are not likely to be known at
the time of REA. Is there an expectation to provide updates on this information over time as it
becomes available? This is another example of the clarity needed for a first launch vs. a followon launch after the product has been on the market elsewhere in the world.

See response to comment 97.

See response to comment 41.
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Provided
by

Page and line

Comment

Response by authors

168.

Eli Lily

The extent of medication errors are also not likely to be known at the time of a REA.

See response to comment 45.

169.

Eli Lily
Eli Lily

171.

Eli Lily

172.

Eli Lily

173.

Eli Lily

174.

Eli Lily

Page 33, B004
and B005

175.

Eli Lily

Page 34,
B0011

176.

Eli Lily

Page 36, C002

Is it expected that the manufacturer will do a literature search to identify and present prevalence
of risk factors across geographic areas and subpopulations?
Based on the sources/methods listed – incidence/prevalence/mortality should not be identified
via a literature review. If national statistics are to be used, aren’t these country-specific? Does
the manufacturer need to try to identify country-specific numbers via these national databases
across all EU member states?
Guidance on whether EU or country specific data is preferred; if country specific, how many and
which countries?
Does manufacturer need to identify and present the potential number of people in the target
population for each of the EU member states?
“How many people belong to the target population?” The clarification notes that “this information
is required e.g., for budget impact and other resource calculations,” which are specifically called
out of scope for the REA. I would think the guidance around this element should discuss the
importance of this information for REA purposes, for example, increase in population exposed
and greater potential for benefit/harm. It would also help to provide guidance around specific
geographies to focus on (again, for REA rather than budget impact purposes).
We could not determine who administers this and in what level of care it is administered and it
will vary by country – Is it assumed this is consistent across the EU as a whole? This may not
be a valid assumption.
“What kind of registry is needed to monitor the use of the technology and comparator?” This
strikes us as fundamentally a regulatory concern. Is it proposed that both the EMA and a
central HTA agency make this determination independently? Per earlier comments, this is not
an appropriate issue for the HTA agency as it has at best the potential for redundancy and, at
worst, the potential for conflict and confusion.
The concept of dose relationship is introduced here. If this has been established in CTs, then it
would have been taken into account in the approval process and the final recommended doses
which would seek to optimise benefit risk…presumably doses which would tip the B/R into the
marginal or negative would not be approved; similarly doses where the therapeutic index is so
marginal ……if there were implications for training and organisation, then that would be covered
in the conditions of approval with respect to the risk and covered in the RMP …a publically

See response to comment 46.

170.

Page 24, line
numbers 6-11
Page 25,
A0003
Page 26,
A0006
Page 26,
A0006
Page 27,
A0023
Page 27,
A0023

See response to comment 47.

See response to comment 47.
See response to comment 49.
See response to comment 50.

See response to comment 52.
See response to comment 53.

See response to comment 54.
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Comment #

Provided
by

Page and line

177.

Eli Lily

Page 36, C004

178.

Eli Lily

Page 36, C005

179.
180.

Eli Lily
Eli Lily

181.

Eli Lily

182.

Eli Lily

Page 37, C008
Page 39
General
comment on
section 3.4
Clinical
effectiveness
elements
Page 42,
D0016, D0012,
& D0013
Page 42,
D0017

183.

Eli Lily

184.

Eli Lily

185.

HIS

Page 56,
Template5
Page 75, 76
Appendix 5
General

186.

HIS

General

Comment
available summary will be published
It is difficult to see how this information will be available from controlled CTs…also it is in the
purview of risk management and regulators and not HTA
if these subgroups have been identified, then that it actually a positive point as it can help make
appropriate mitigation
This is a clinical judgement that may fit more with the regulators rather than the HTA agencies
General comment on the example clinical effectiveness elements:
The sources listed for the Clinical effectiveness data are very broad especially if this needs to
be applied to the selected comparators (observational data, registries are listed). Could the data
sources listed be more focused and selective? Would the issue best be handled b a systematic
review of RCT data and, if so, who should do it?
We suggest that clarification is needed here. The guideline proposes to report the results in
absolute terms and relative to the comparator. Please clarify whether this mean quantitatively
relative to the comparator (i.e., an indirect meta-analysis)?
“Was the use of the technology worthwhile?” The clarification here calls for information on
patients’ perceptions of value and satisfaction. These are two very different issues, and we
would propose that neither answers the question of whether a technology is worthwhile. We
would suggest rephrasing this issue as “What is the effect of the technology on patient
satisfaction?” and perhaps having another separate issue “What is the effect of the technology
on patient perceptions of value?” to include data from contingent valuations, etc.
Assume that it would not be expected that this be completed for comparators and that we would
report abbreviated data on comparators?
The specificity of these guidelines will be key to the implementation of this Core Model.
Use abbreviations consistently throughout the document e.g. once REA has been defined do
not revert back to Rapid Effectiveness Assessment.
The core model for REA ought not to assume prior working knowledge of the HTA core model.

Response by authors

See response to comment 55.
See response to comment 56.
See response to comment 57.
See response to comment 58.

See response to comment 59..
See response to comment 60.

See response to comment 61.
See response to comment 62.
Thank you the abbreviation REA was added in all
relevant places except in titles and in the names of the
documents.
The first paragraph of the introduction describes Core
Model briefly and provides a link for further information.
We agree that this may be insuffcient for persons not
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Comment #
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Page and line

Comment

187.

HIS

General

The Guidelines on methodological issues (Appendix 5) should have been included in the
consultation version as it is impossible to comment on any of the model content related to those
guidelines (a substantial amount of the model content).
A clear statement of the ‘who’ involved in preparing REAs would be helpful early in the
Introduction. ‘Co-production of HTA reports (by multiple HTA agencies’ hints at it but the reader
has to wait until the bullet point line 49 for clarification of what it actually means. Bring this
information together.
This should clarify that it’s the health problem, current use of the technology and current
management patters across member states (not doing so raises the question of …where? In the
mind of this reader). This should be done in all parts of the document that refer to current
practice – this includes the comparators.

188.

HIS

Page 7 line 7 &
49

189.

HIS

Page 9 line 628

190.

HIS

Page 10 line 17

191.

HIS

Page 13 line 49

192.

HIS

Page 13 line 39

193.

HIS

Page 15 line 19

194.

HIS

Page 15 line 19

Does ‘the HTA organisation’ refer to the HTA agency preparing the REA?

195.

HIS

Page 16 line 2

Be consistent in use of capitals (e.g. Medline or MEDLINE). It’s PsycINFO not Psychinfo (no’ h’)

Does ‘The HTA assessors’ refer to the authors of the REA? If so, use consistent terminology
throughout the document.
I suggest moving the last sentence ‘Preferably the comparator should be chosen based on input
on the current treatment pathway from as much member states as possible.’ to the beginning of
the paragraph.
Thorough familiarity with the dose-response relationships of the compared treatment is a
prerequisite for interpreting the results of the comparisons’ is an unrealistic expectation of
authors of any ‘rapid’ assessment that is to include comparators used across all member states.
Is it not familiarity with the recommended therapeutic doses of each comparator that is
prerequisite?
How feasible in the timeframe for REA stated on page 7 line 26 is ‘a detailed search’ of the type
described?

Response by authors
familiar with the EUnetHTA HTA Core Model. The extent
of introduction can be considered again in the update of
the REA model.
This is an unfortunate drawback of the timelines of Joint
Action 1 as the guidelines were under consultation at the
same time.
The bullet point in line 49 has been moved upwards in
the paragraph and is slightly reworded to improve clarity:
This could indeed be a good amendment to
systematically remind the users of the Model to provide
information on the issues across Member States (if
possible). This initiative will be taken to the REA model
team to be considered for the update.
Thank you, all the ‘assessors’ replaced by ‘authors’
The sentence was moved.
The sentence is modified to be: “Familiarity with the
recommended therapeutic doses of each comparator
and knowledge of their dose-response relationships are
a prerequisite for interpreting the results of the
comparisons.”
The following sentence has been added: ‘Doing a
systematic search will lengthen the timelines within
which a rapid assessment is feasible’
HTA organisation has been replaced by ‘the authors of
the rapid assessment’
Medline and PsycINFO have been corrected throughout
the document.
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Comment #

Provided
by

Page and line

Comment

Response by authors

196.

HIS

Page 20 line 19

197.

HIS

Page 20 line 35

The section has been reworded. The specific sentence
referred to has been deleted.
The brackets with content removed

198.

HIS

Page 21 line 20

199.
200.

HIS
HIS

Page 22 line 33
Page 22 line 34

201.
202.
203.

HIS
HIS
HIS

Page 22 line 45
Page 23 line 26
Page 23 line 29

204.

HIS

205.

HIS

Page 23 line 33
to page 24 line
17
Page 23 line 36

‘scope of HTA assessors’ is unclear (and, does ‘HTA assessors’ refer to the authors of the
REA?)
‘…where an RCT is not feasible (for example, if the therapist and/or patient have a strong
preference for a specific therapy alternative)’ that isn’t really a reason why an RCT would not be
feasible. A very rare condition might, for example, make an RCT practically infeasible; or an
‘end of life’ treatment may make an RCT ethically infeasible.
‘The risk of bias concept should be used to assess the internal validity of RCTs…’ What about
non-RCTs?
I suggest that you consider separating Reporting from Interpreting (i.e. separate sections)
‘… is crucial when reporting a Core HTA’ could this say REA, because that is what this
document is about.
Does ‘HTA report’ refer to REA report?
Suggest comparing instead of ‘calibrating’.
Can you say REAs instead of ‘HTAs’ because that is what this document is about (the
document doesn’t need to allude to wider principles of HTA, and doing so detracts from the
clarity of the guidance on REA).
This and page 20 line 14 to 27 should be more coherent (possibly they were written by different
people?). Also, be precise in the use of the terms adverse events and adverse effects, don’t use
them interchangeably as they are not the same thing.
‘will be assessed’ is unclear; who will assess it (does it mean should be assessed by the
authors of the REA)?

206.

HIS

Page 49 line 8

207.
208.

HIS
HIS

Page 64 line 1
Page 64 line 21

209.

HIS

Page 64 line 13

It’s unclear why some guideline producers are listed and not others, the list ought to be either
comprehensive (or have some rational for which producers are listed) or should focus on
guidelines collections.
Appendix 3 contains references that aren’t listed.
Is it a ‘chapter’?
The author may want to refer to the CRD guidance updated in 2009 as Khan 2001 is a very out
of date document. Several other references to sources cited are also out of date (have

RCTs has been replaced by ‘clincial studies’
As suggested, they have been separated into 2 sections
The suggested change has been made
The suggested change has been made
The suggested change has been made
The suggested change has been made
These text pieces are merged and harmonised as
suggested
The sentence is modified to be: “The authors of REA
should check the evidence base of label warnings and
the pharmaceutical precautions against published
studies”.
It is the intention to have a list as comprehensive as
possible. Suggestions making the list more complete are
very welcome.
References added.
Has been reworded into ‘appendix’. In addition, this
section should be updated in the next version of the
Model for Rapid REA.
The reference has been changed. In addition, this
section should be updated in the next version of the
42

EUnetHTA WP5
Relative Effectiveness Assessment (REA) of Pharmaceuticals
Comments provided during public consultation of HTA Core Model for Rapid Relative Effectiveness Assessment of Pharmaceuticals (consultation
period: 1 October – 30 November 2012)

Comment #

Provided
by

Page and line

Comment

Response by authors

210.

HIS

Page 64 line 21

subsequently been updated), and PRISMA is the updated version of QOROM.
It’s no longer the NHS CRD, it’s just CRD.

211.

HIS

Page 64 line 46

Model for Rapid REA.
The suggested change has been made. In addition, this
section should be updated in the next version of the
Model for Rapid REA.
The sentence has been removed. In addition, this
section should be updated in the next version of the
Model for Rapid REA.

212.

HIS

Page 64 line 52

213.

HIS

Page 64 line 52

214.

HIS

215.

HIS

Page 69 lines 5
&7
Page 70
Appendix 4

216.

HIS

Page 73 line 1

‘If the report is judged to be transferable to one's own health care system and the local setting,
then this report could be the basis for the core assessment.’ Does this contradict the REA core
model, which seems to imply—although does not explicitly state—that a REA would address the
use of a technology across member states. Perhaps ‘who’ authors REAs is obvious to users of
the HTA core model, but the core model for REA ought not to assume prior working knowledge
of the HTA core model.
‘one might need to execute a full systematic review of clinical efficacy / effectiveness’ How
feasible is that in the timeframe for REA stated on page 7 line 26?
‘The following paragraphs provide a more detailed guidance for this task.’ Firstly, I would
question the need for this content in the model as there is already abundant (and better)
guidance on how to conduct a systematic review of effectiveness. A concise summary of
systematic review methodology with well-chosen references to current key resources would
serve this purpose better. However, if this section is to be retained in its current format, the
content needs to be much better integrated with the rest of the document (including appendix 5
when that is added) i.e. it should clearly relate the purpose of the systematic review being done
to the context of the REA for which it is being done. It looks like the author of this section has
not read the rest of the document.
‘…’ is something missing?
How much of the repetition of the final [draft] model content is really necessary in this appendix?
A good edit would make it much more effective in conveying key aspects in the model’s
development.
‘(refs)’?

The following sentence has been added: ‘Doing a
systematic search will lengthen the timelines within
which a rapid assessment is feasible’
Preferably, a submission file from the manufacturer
should provide a search and results. However, it may be
possible that in some case a submission file is not
available or the provided search is of poor quality. In
such a case we would like to provide the authors with
some guidance on how to perform a search. We realise
that the current section is outdated and does not fully fit
it’s purpose. Therefore, this section should be updated
in the next version of the Model for Rapid REA.
… is replaced with e.g.
This appendix was considered necessary only for this
version of this Model. In the subsequent updates there is
probably less need to explain the background and
processes of the project so carefully.
References added.
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1 INTRODUCTION
1.1 A new application of the HTA Core Model: the HTA Core Model for Rapid
Relative Effectiveness Assessment of pharmaceuticals
The HTA Core Model defines the content elements to be considered in a health technology
assessment (HTA) and facilitates standardised reporting. The aim is to share information, to avoid
duplication of work, and to facilitate the adaptation of information in national HTA reports and the
co-production of HTA reports (by multiple HTA agencies). Detailed information about the
principles of the HTA Core Model can be found in The HTA Core Model® Online Handbook.
Because different types of technology - such as pharmaceuticals, devices or procedures - may
require different kinds of assessment, it was decided that different Core Model applications should
be developed for their assessment. This document describes the model application for the rapid
relative effectiveness assessment (REA) of pharmaceuticals, entitled the ‘HTA Core Model for Rapid
Relative Effectiveness Asssessment of Pharmaceuticals’ abbreviated as ‘Model for Rapid REA of
Pharmaceuticals’.
A rapid assessment is an assessment of a specific technology within a limited timeframe in
comparison with one or more relevant alternative interventions. It may assess a new
pharmaceutical launched onto the market, or (re)assess a pharmaceutical for a new indication or
when new relevant data are available (Kleijnen et al. 2012).
This application of the HTA Core Model is developed with a different collaboration model in mind
than the collaboration model that is generally used for other HTA Core Model applications
(involving tens of individuals as authors from several HTA agencies each working on specific
domain(s). It is intended that for rapid assessments authoring of all fours domains is limited to a
few authors from one or two organisations. To ensure broad participation and quality assurance
several organisations are involved in in-depth review.
In addition, the following issues have been considered relevant and specific to the Model for Rapid
REA of Pharmaceuticals:
 Following the European Transparency Directive (Directive 89/105/EEC relating to the
transparency of measures regulating the pricing of medicinal products for human use and
their inclusion within the scope of national health insurance systems), some countries are
legally obliged to assess pharmaceuticals within a specified time period (90/180 days). The
Model for Rapid REA of Pharmaceuticals has been developed with these strict timelines in
mind.
 Instead of the nine domains included in the other applications of the Core Model, only the
first four domains are included in the Model for Rapid REA of Pharmaceuticals (see Figure
1). The ‘Cost and Economic Considerations Domain’ was explicitly excluded based on the
recommendations of the High Level Pharmaceuticals Forum (HLPF, 2008a). In addition, the
ethical, organisational, social and legal domains are replaced by a short checklist for
quickly assessing the relevance of the ethical, organisational, social and legal issues for the
project.
 There is more focus on the relative nature (in comparison to comparators) of the
assessment.
 The methods, normally presented separately for each domain, are merged into one
methods section in the Model for Rapid REA of Pharmaceuticals.
 The assessment elements in the four domains represent a subset of the elements in the
HTA Core Model selected for their relevance and feasibility for inclusion in a rapid
assessment.
 A REA submission file provided by the marketing authorisation holder and the European
Public Assessment Report (EPAR) are the primary sources of information for the
assessment. The REA submission file and the EPAR are checked for the completeness of the
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scientific literature listed; a systematic literature search in reference databases is only
performed if the REA submission file appears to be incomplete or relevant new information
is likely to be available.
Guidance is added on how to produce a summary of relative effectiveness of the
pharmaceutical based on evidence from the four domains..

For more details about the background of Joint Action Work Package 5 and the development
process and methods of the Model for Rapid REA see Appendix 4.

1.2 What is relative effectiveness?
Two definitions are commonly used in the context of a relative effectiveness assessment (HLPF,
2008b):
 Relative efficacy can be defined as the extent to which an intervention does more good
than harm, under ideal circumstances, compared with one or more alternative
interventions.
 Relative effectiveness can be defined as the extent to which an intervention does more
good than harm compared with one or more alternative interventions for achieving the
desired results when provided under the usual circumstances of health care practice.
When assessing the relative effectiveness of pharmaceuticals the focus is on determining the
magnitude of the health benefits and harms of a (new) pharmaceutical compared with existing
pharmaceuticals or some other technology. As stated in the principles on relative effectiveness
(HLPF 2008b), a REA should include a comparison with the most appropriate healthcare
intervention(s). The assessment should primarily focus on data derived from usual circumstances
of health care practice, although these are usually not available right after marketing
authorisation. Additionally, the assessment should present the uncertainties affecting
interpretation of reliability and clinical relevance of the results.

1.3 What are the domains?
The original HTA Core Model is based on nine domains (see Figure 1). The purpose of dividing the
assessment into specific domain is to facilitate systematic presentation of information. Because of
the specific focus of a rapid REA this model includes only the first four domains (for more
information see Introduction and Appendix 4). This section introduces these four domains.
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Figure 1. Development of the Model for Rapid REA of pharmaceuticals
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1.3.1 Health problem and current use of the technology
The health problem and current use of the technology (HPCU) domain describes the target
conditions and target group, and the availability and patterns of use of the technology. Some of
the topics considered relevant for this domain have been considered as ‘Background Information’
in previous European projects or recommendations for conducting assessments (Burls et al. 2000;
Velasco et al. 2002; Liberati et al.1997).
The qualitative description of the target condition, including its underlying mechanism
(pathophysiology), natural history (i.e. course of disease), diagnosis and prognosis, and
epidemiology (incidence, prevalence), as well as the underlying risk factors for acquiring the
condition are covered in this domain. A description of subgroups or special indications should be
included especially when the technology does not target the whole population.
Current management patterns of the condition should be described, including the technology as
such and its alternatives, and recommended policies for determining the target population. It
should be specified whether the technology is intended to replace or supplement another
technology in the management chain. Potential problems with the use of a technology within a
health system should be identified: examples include risk of use beyond the authorised marketing
label, compliance challenges, and the misuse or diversion of the product.

The issues in this domain should be considered at an early stage in a rapid assessment,
because they may help in refining the research questions and formulating the methodological
approach in, for example, the effectiveness and safety domains.

1.3.2 Description and technical characteristics of technology
This domain describes the technology’s mode of action and target condition/stage of disease,
when it was developed and for what purposes, who will be using it, in what manner, and at which
level of health care (e.g. primary care, secondary care). The material requirements for premises,
equipment and staff are described (e.g. fume cupboards, reconstitution chambers for
chemotherapy) and information needs associated with the new technology.
The description of the characteristics of the technology under review should be detailed enough to
distinguish it from related technologies. The terms and concepts used should allow those
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unfamiliar with the technology to get an overall understanding of its use. Important terms should
be defined and a glossary or list of product names may be useful to facilitate understanding.

As with the HPCU domain, the issues in this domain should be considered at an early stage
in a rapid assessment. Nevertheless some issues should be rechecked after finalising the safety

and effectiveness domains because the information presented in these domains may be needed to
fully describe the technology.

1.3.3 Safety
The harmful effects of a technology are essential in quantifying the net benefit (benefit minus
harms) of an intervention. The harms are identified, quantified in terms of frequency, incidence,
severity and seriousness, and finally compared to those of the comparator(s).The authors of REA
should use consistent and precise terminology described in the Medical Dictionary for Regulatory
Activities (MedDRA) .
The following safety issues specific to pharmaceutical technologies should be considered while
working on the safety domain (CADTH, 2008; European commission, 2009; INAHTA 2006;
Ioannidis & Lau, 2001.
1. Drug safety relates to safety during drug intake and, if applicable, to drug withdrawal reactions
after stopping the drug.
2. Patient safety can be related to errors in the route of administration, storage conditions,
posology and dosage, or schedule plan.
3. Adverse drug reactions, which are by definition well described and causally linked to drug use,
as well as interactions with other drugs, foods or diagnostic tests should be included.
4. Patient susceptibility or specific patient conditions, such as age, comorbidities, pregnancy,
hypersensitivity or intolerance to the drug or its excipients, may alter the application of the
pharmaceutical. This can result in warnings for users or even formulation of contraindications.
5. Pharmaceutical safety is rigorously evaluated before market entry; nevertheless, once on the
market the pharmaceutical product is administered to heterogeneous patient groups (elderly
persons, patients affected by multiple diseases and co-medication) and to a substantially larger
patient population. This is one reason why adverse drug reactions may occur later in the life cycle
without having been discovered during clinical trials. Thus all health personnel, regulatory
authorities and pharmaceutical companies are involved in continuing pharmacovigilance and
safety assessment after marketing authorisation.

For further details see the guideline Endpoints used in REA of pharmaceuticals – Safety.

1.3.4 Clinical Effectiveness
The relative benefits of the new pharmaceutical are discussed in the clinical effectiveness domain
and can be determined under experimental conditions (e.g. within the protocol of a randomised
controlled trial [RCT]) or under routine conditions (e.g. by a physician in a community hospital
treating outpatients) (adapted from the International Network of Agencies for Health Technology
Assessment [INAHTA] glossary). Key elements of a benefit assessed under routine conditions are
that (a) effective interventions should be directly compared and (b) studies should include patients
who are typical of day-to-day health care settings (Sox et al. 2009)..Although data about the
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relative benefits under routine conditions are preferred for a relative effectiveness assessment,
they are rarely available at the usual timing of a rapid assessment (soon after marketing
authorisation). Where sufficient good quality head-to-head studies are available, direct
comparisons are preferred as the level of evidence is high. Should substantial indirect evidence be
available, then it can act to validate the direct evidence. When there is limited head-to-head
evidence or more than two treatments are being considered simultaneously, the use of indirect
methods may be helpful (See guideline Comparator and comparisons - Direct and indirect
comparisons).
The assessment of health benefits should primarily consider clinically meaningful endpoints such
as mortality, morbidity, and quality of life (See guideline Endpoints used in REA of
pharmaceuticals- clinical endpoints). Surrogate endpoints act as substitutes for clinically
meaningful endpoints and are expected to predict the effect of therapy (benefit and/or harm).
Surrogate endpoints should only be used if they are adequately validated. The level of evidence,
the uncertainties associated and the limits of their use should be explicitly explained (See
guideline Endpoints used in REA of pharmaceuticals- surrogate endpoints).
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2 Methods
2.1 Guidelines for conducting a rapid relative effectiveness assessment
WP5 has developed guidelines on nine specific methodological issues. The recommendations
provided in these guidelines should be considered when conducting a rapid REA with the Model for
Rapid REA. Throughout the model text, specific guidelines are referred to when appropriate.
Box 1. WP5 guidelines on methodological issues

Endpoints used for REA of pharmaceuticals:
 Clinical endpoints
 Composite endpoints
 Surrogate endpoints
 Safety
 Health-related quality of life and utility measures
Comparators and comparisons
 Criteria for the choice of the most appropriate comparator(s)
 Direct and indict comparison
Levels of evidence
 Internal validity of randomised controlled trials
 Applicability of evidence in the context of a relative effectiveness assessment

2.2 Scoping
Key messages for scoping








Scoping should be done following the PICO structure (Template 1. Format for
scoping the assessment)
The REA submission file supplied by marketing authorisation holder and, if
available, the European Public Assessment Report (EPAR) should be used as the
basic documents for scoping.
The guidelines Comparator and comparison and Endpoints used for REA of
pharmaceuticals should be consulted for choosing the comparator and the
endpoints.
The choice of comparator/outcomes should be justified explicitly in the report.
Preferably, the marketing authorisation holder should be consulted regarding the
scope.
The project scope should be re-evaluated after completing the first two domains
(‘HPCU’ and ‘Description and technical characteristics [DTC]’).
During the scoping phase the Checklist for potential ethical, organisational,
social and legal aspects should be completed.
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2.2.1 General scope of the assessment
The first step in a rapid REA is to specify what exactly should be assessed (e.g. the scope)
following the so-called PICO structure. The letters stand for





Population / patients with the disease of interest
Intervention(s), i.e. the technology under assessment
Comparison(s), that should serve as reference
Outcomes, which encompass the endpoints for assessing effectiveness and safety

The REA submission file supplied by marketing authorisation holder and, if available, the EPAR
should be used as the basic documents for scoping.
The PICO structure will drive the evaluation in all four domains. The population, intervention and
comparison will generally be the same for all domains. However, it may sometimes be necessary to
deviate from the scope due to, for example, a subpopulation of special interest or the absence of
data for the population defined in the scope.
The marketing authorisation holder should, preferably, be consulted about the scope.
The scope of the assessment should be determined at the beginning of the assessment; however it
should also be re-evaluated after completing the first two domains (Health problem and
current use of the technology and Description and technical characteristics of the technology).
The following considerations are relevant regarding the PICO elements in the context REA.


Marketing authorisation status. Assessments of pharmaceuticals should take their
marketing authorisation status (e.g. http://www.ema.europa.eu/) into account, that is, they
should be within the marketing authorisation status of the pharmaceutical. Assessments
should usually not evaluate and thus support decisions about off-label use.



Population / patients with the disease of interest. The basic definition of the patients
who will receive the intervention is in general given by the marketing authorisation, which
in turn is based on the evidence provided by the marketing authorisation holder. The
purpose of use of the pharmaceutical should be specified. It is relevant to specify whether
it is for example first- or second- line treatment and whether the intended purpose is
treatment or prevention (for example a cholesterol-lowering pharmaceutical can be used
either to treat or to prevent coronary artery disease).



Intervention(s). For the REA of pharmaceuticals, the dose(s) of the comparator(s) is a
crucial issue. This is true for direct as well as indirect comparisons. For example,
comparing a low dose of one pharmaceutical with a medium or high dose of another
pharmaceutical will lead to over-estimation of the tolerability of the first pharmaceutical
and/or under-estimation of its efficacy or effectiveness. Familiarity with the recommended
therapeutic doses of each comparator and knowledge of their dose-response relationships
are a prerequisite for interpreting the results of the comparisons. For dose comparisons to
be useful, the doses, the dosing schedules as well as the route of administration should be
consistent with those recommended in the marketing authorisation.



Comparison(s). The comparator(s) should be chosen carefully, preferably based on input
on the current treatment pathway from various countries. In the context of a rapid relative
assessment, the number of comparators should be limited and thus the most meaningful
comparator will be routine clinical care because this will be most informative and relevant.
The choice of comparator should be justified explicitly in the report. For detailed
information regarding the choice of comparator, please see the guideline Comparators

and comparisons – Criteria for the choice of the most appropriate comparator(s).
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Outcomes. For the assessment of relative effectiveness, consideration must be given to the
appropriateness of the outcome variables on which information on the intervention effect
is available. A set of recommendations for the selection of clinical outcomes when
completing a REA are presented in the guideline Endpoints used for REA of pharmaceuticals –
clinical endpoints.

When surrogate variables (e.g. Low-density lipoprotein cholesterol concentration) are used
as outcome measures, the clinical validity of these measures needs to be considered (For
more details see guidelines Endpoints used for REA of pharmaceuticals – surrogate
endpoints). Composite endpoints should generally not be used if a suitable single primary
endpoint is available. If a single primary endpoint is not available or if a composite
endpoint can be justified to be more suitable (e.g. rare disease/event), it may be chosen
instead.. (For more details see guidelines Endpoints used for REA of pharmaceuticals –
composite endpoints).
When possible, adverse events relevant for the assessment should be identified in advance
and should be listed in the scope (For more details see guidelines Endpoints used for REA
of pharmaceuticals – safety).
The choice of outcomes should be justified explicitly in the report.
A template for reporting the scope is included in Appendix 2 (Template 1. Format for scoping the
assessment).

2.2.2 Checklist for potential ethical, organisational, social and legal aspects
The Model for Rapid REA of pharmaceuticals is based on the EUnetHTA Core Model, which contains
nine domains. However, due to the nature of the technology (pharmaceuticals) and the purpose of
the assessment (usually the assessment is done in the context of a reimbursement decision on
newly authorised pharmaceuticals) with its inherent time limits, the assessment focuses on the
first four domains of the Core Model. In addition, based on the discussion in the Pharmaceutical
Forum (HLPF, 2008a), cost-effectiveness was excluded and therefore the economic domain is
currently not included in the model for rapid assessment.
The four other domains are replaced by a short list of questions in order to determine whether
there are specific ethical, organisational, social and legal aspects that also need to be addressed
(Appendix 2, Template 2). Since the assessment is comparative in nature, only those issues for
which there is a difference between the pharmaceutical to be assessed and its major comparator(s)
should be described. Pre-established problems/issues, with regard to ethical, organisational,
social and legal aspects, that are common to the technology to be assessed and its comparator(s)
will, as a rule, not be addressed, as it is not to be expected that the addition of a new
pharmaceutical will lead to changes.
If a question is answered ‘yes’, further analysis may be warranted, otherwise the domain need not
be further considered.
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2.3 Sources of information for the assessment
Key messages for sources






Basic sources for information for a rapid REA are the REA submission file supplied
by the (future) marketing authorisation holder (which should include a literature
review), the European Public Assessment Report of the pharmaceutical of interest
as well as the comparator(s), original studies that were performed for the
registration of the indication, and existing available health technology assessment
reports on the pharmaceutical of interest and its comparative treatments, if
available.
The search performed by the marketing authorisation holder should be checked
for completeness, for whether it is up to date, and for potential bias. The search
should be updated if/as necessary.
Additional sources may be useful to find domain-specific information (see Table
1).
If no REA submission file is available a detailed search by the assessment agency
is required (see Appendix 3).

2.3.1 Basic documents
The following sources should preferably be available at the beginning of each rapid REA:
 A REA submission file (including a literature review).
 EPAR including Summary of Product Characteristics (SPC), of the pharmaceutical of interest.
The availablity of the EPAR and SPC very much depends on the timing of the assessment. In
case of an early assessment (before marketing authorisation) they may not yet be available.
 EPARs, including SPCs, of comparators (only applicable if the comparators are
pharmaceuticals).
 Original studies (if not published and if not included in the submission file) that are
relevant for the REA. This may be published results on relevant comparators but also
unpublished studies in the format of Clinical Study Reports (CSRs). Most probably, the
latter information will be included in the submission file from the (future) marketing
authorisation holder,
 Already available health technology assessment reports of the pharmaceutical of interest
and its comparative treatments.

2.3.2 Search
The search performed by the marketing authorisation holder (included in the REA submission file)
should be checked for completeness, for whether it is up to date, and for potential bias. The
search should be updated only if necessary.
If no REA submission file is available a detailed search by the HTA organisation is required.
Guidance for how to do such a systematic search is described in Appendix 3.
The Planned and Ongoing Projects database (POP database) can be searched to identify other
organisations that recently have been, are or will be working on the same topic (please note that
only EUnetHTA members who provide data have access to this database).
Additional sources may be useful to find information for other domains. These are listed in the
table below.
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Table 1. Domain specific sources
Domain
HPCU

Databases/websites
HTAs, systematic reviews and original research can be found in reference databases:
Cochrane Database of Systematic Reviews and Cochrane CENTRAL, Centre for Reviews and Dissemination
(CRD), Medline, Embase, Cinahl, PsycINFO
Evidence-based guidelines can be found in reference databases, guidelines producers’ websites and in
Guidelines International Network's (GIN) website. A list of helpful websites is included in Appendix 1,
A0024&A0025.
 Websites of health technology assessment agencies (list with URLs is provided in Appendix 1, A0021)
 Registers and statistics:
- Disease registers (e.g. http://www.socialstyrelsen.se/statistics*,
http://www.kvalitetsregister.se/web/Quality_Registries.aspx?pageID=8d07dd0a-4079-4ad7-b47b58759d7055cb**, http://www.bhf.org.uk/research/statistics.aspx***)
- Utilisation registers (e.g. http://www.norpd.no/#, http://www.gipdatabank.nl/##)
- Birth defect registries
- Routine collected statistics and administrative data (e.g. diagnosis related groups, discharge databases,
reimbursement claims databases)
 Horizon scanning databases and websites: e.g. EuroScan http://www.euroscan.org.uk
 Ongoing research databases
 Scientific specialist associations' websites
 Patient organisations' and associations' websites
 Marketing authorisation and other regulatory institutions' websites e.g. (http://www.ema.europa.eu,
http://www.fda.gov/default.htm). For more details see Appendix 1. Regulatory institutions and legal
framework.
 National health services' websites
 Regional/local governments' health departments' websites
 Benefits and sickness funds' websites
 Technology developers and manufacturers websites

DTC

Medline, CINAHL, the Cochrane Library, NHS Economic Evaluation Database, EBSCO Psychology and
Behavioural Sciences Collection and Health Business on the Pubmed and EBSCO systems.
Grey literature may be identified by searching the websites of health technology assessment and related
agencies, professional associations, and other sources, including: System for Information on Grey Literature in
Europe (SIGLE); World Health Organization (WHO); National Health System (NHS) Evidence; TRIP database
and the European Directorate for the Quality of Medicines (EDQM). This literature may include technical
reports from regulatory and government agencies [e.g. European Medicines Agency (EMA), Food and Drug
Administration (FDA), Agency for Healthcare Research and Quality (AHRQ)], working papers from research
groups or committees, white papers, or preprints, as well as conference proceedings. Google, Google Scholar
and other internet search engines may be used to search for additional information.

Safety

Published research:
Medical reference databases: CLIB, Medline; EMBASE
Primary sources of information or data:
 Manufacturers’ product data sheets or applications for a product license if available. European Public
Assessment Reports of pharmaceuticals. Risk Management Plans for pharmaceuticals.
 National or international safety monitoring systems (see Appendix 1) of adverse events which may
be managed by a national statutory body or by a supra-national body. Risk Management Programs
and systematic safety research e.g. European Commission’s 7th Framework Programme. Particular
attention is needed for label warnings and for open questions in pharmacovigilance (Eichler 2008).
 Disease or technology monitoring registries (see Appendix 1) of patients receiving treatment, which
may be organised at an international, national or regional level and managed by a government
agency, professional body or the manufacturer.
 Pharmacovigilance data analysis and pharmacovigilance systems or spontaneous adverse event
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Domain

Databases/websites
databases (see Appendix 1): e.g. WHO Uppsala Monitoring Centre spontaneous reporting database
(http://www.who-umc.org); and the Vigibase Services, maintained by Uppsala Monitoring Centre,
responsible for the management of the WHO Programme for International Drug Monitoring. The EMA
collects adverse reactions reports on medicines licensed across the EU through the EudraVigilance
database. Reports are received from EU regulatory agencies and pharmaceuticals companies.
Adverse Event Reporting System (AERS), the database supported by the FDA’s post marketing
safety surveillance program for approved drugs. The MedWatch website, on which the FDA collects
information about adverse reactions.
 Specific enquiries to manufacturers, regulators, professional bodies or patient group perspectives
may help identify additional sources of information.
 The periodic safety update reports (PSUR), as a pharmacovigilance tool; collecting information from
a variety of different sources (spontaneous reports from different countries, clinical trials, registries).
Details on a dedicated search strategy for safety data (in general not applicable to a rapid assessment) are
included in Appendix 3.

* The Swedish National Board of Health and Welfare maintain a number of registers including the pharmaceutical register,
the cause of mortality register and the registers containing the diagnoses of all hospitalised patients in Sweden.
** A system of 70 national quality registries has been established in the Swedish health and medical services. It contains
individualised data concerning patient problems, medical interventions, and outcomes after treatment.
*** British Heart Foundation's statistics website is an up-to-date source of statistics on the burden, prevention, treatment
and causes of heart disease in the UK
#
Norwegian pharmaceutical prescription database.
##
Dutch database on pharmaceuticals and medical aids.

Alerts: databases such a Pubmed and EBSCO provide an alert service (regular emails with new
published literature on your search terms), which will facilitate easy updating.

2.4 How to work with the assessment element tables

Key messages for the assessment element tables





Assessment elements are the standardised pieces of HTA information.
Each domain has its specific assessment elements that represent the
research questions that can be answered for this domain.
For each assessment only those assessment elements should be selected
that are considered relevant for the assessment.
The selected issues (generic questions) should be translated into actual
research questions (answerable questions).

The HTA Core Model structures the information of an HTA first by dividing it into domains (see
Figure 1). Each domain is divided into three or more topics, and each topic is further subdivided
into several issues. The issues are the generic questions that should be considered when doing a
rapid assessment. The combination of domain, topic and issue defines an assessment element
(see Figure 2).
Assessment elements are the standardised parts of a Core HTA. Each assessment element is
connected to information about its importance and transferability, about how to answer it, and
about how it relates to other elements. The answers to questions defined by the assessment
elements are recorded as structured pieces of information on the relevant ‘result cards’. These are
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associated with relevant metadata to enable their effective use in the database of HTA information
that is being built within EUnetHTA.

Figure 2. An assessment element

Assessment element
Domain

Topic

Issue

This combination puts information into
context

that are included in the assessment element table.

The following table explains the columns

Table 2. Explanation of assessment element table
Information (column)

Explanation

Format

Element ID (a)

An individual code for each element.

Code

Domain (b)

The domain to which the element belongs.

Standard list

Topic (c)

The topic to which the element belongs. A subset of a domain.

Standard list

Issue (d)

A generic question, the answer of which provides information that
may be useful for the decision on the use or non-use of any given
technology. A subset of a topic.

Standard list

Clarification (e)

A brief explanation of the issue. Clarification is not necessarily needed
if the issue is self-explanatory.

Free text

Importance (f)

Defines the importance of considering the particular issue when
conducting the HTA 1 .

3 categories:
Critical=3
Important=2
Optional=1

This importance relates to significance from the viewpoint of HTA.
This is not always the same as ‘relevance‘ in a particular policy
context.
Transferability (g)

An estimate of the transferability of data or other findings from one
context to another1.

3 categories:
Complete =3
Partially =2
Not =1

Information sources(s) (h)

A brief explanation of where to find and how to analyse answers to

Free text

In the current version of this document the importance and transferability of each element has not always been
considered enough. Therefore any judgements should be regarded as tentative. Further piloting will provide more accurate
values. Importance is included in the consideration to ensure that the core of the assessment is robust enough, i.e. that it
contains information that is really significant from the viewpoint of HTA. The importance considered here is not equal to
relevance of information for a particular policy question. It is assumed, however, that issues perceived important from the
viewpoint of HTA are often useful when making decisions on health care policy. If the information is fully or partly
transferable, it may provide valuable input beyond its original production location. Transferability is low for information
that is very specific to a particular context (e.g. region, country, health care system) and is most likely not useful as such in
other settings. On the other hand even non-transferable information may be useful; e.g. Italian incidence data on
cardiovascular mortality is applicable to all Italian HTAs assessing cardiovascular technologies or, Swedish data on current
use of the technology may suggest over- or underuse of the technology in one’s own country.

1
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Information (column)

Explanation

Format

this particular issue.
Reference (i)

Indicates the reference(s) for the issue. Serves (among other things)
the following purposes:

Free text.

- Credit to earlier work
- Sources for more information on the topic
Particular attention to earlier European HTA projects, as well as to
international standards, such as the ICF (International Classification
of Functioning, Disability and Health).
Relations (j)

There may be similar issues in different domains that need to be
assessed from both angles. This related content should be taken into
account in the scoping phase in order to avoid overlap. There may
also be time relationships because certain elements require the
results from another element, and can thus be assessed only after
completion of another element.

Element IDs of the related
issues

After the general scope of the assessment has been determined the following actions should be
undertaken:
 Selecting relevant issues from the assessment elements table of the model for rapid
assessment.


Translating the selected issues (generic questions) into actual research questions
(answerable questions).

2.4.1 Selecting relevant issues from the model
The authors go through the generic questions, i.e. issues in the assessment table of the domains
in the model for rapid REA, one by one, defining whether the question is relevant for this topic.
The decisions are based on the authors’ own expertise and on the literature retrieved from the
basic documentation.
Classifying a question as relevant means that it should be assessed. Therefore, the word
‘relevance’ should be interpreted here as ‘relevant in general, and relevant enough to be answered
in this rapid assessment’. A brief justification should be provided for those elements that are
regarded as not relevant. This information may be useful for readers of the report.

2.4.2 Formulating research questions
In this phase the authors should translate the issues, i.e. the generic questions in the relevant
assessment element table, into actual research questions. One issue usually translates into one
research question, but it is sometimes necessary to translate a single issue into two or more
research questions. It is important that this phase results in a set of pragmatic and answerable
questions for the authors to continue with.
A template for the authors for reporting the selection of relevant issues and formulation of actual
research questions is included in Appendix 2 (Template 3. Selecting relevant assessment elements
and translating the generic issues into actual research questions).

2.5 Collecting and analysing data

2.5.1 Appropriate study types
Safety data
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A broad range of study types may be considered to identify harms relevant for the assessment, as
they bring different and complementary information. Although safety data from RCTs is
considered most reliable, reasons for including data from sources with higher risk of bias may be
necessary when harms are unknown, rare, or occurring only in long follow-up. These may include
observational studies, country registers and published case reports. Suggestions for building an
optimal search strategy for safety information.are presented in Appendix 3..For more details see
section 2.4 of the guideline Endpoints used in REA of pharmaceuticals – Safety .

Effectiveness data

The generally accepted standard for demonstrating a causal relationship between intervention and
health outcomes is an appropriately designed and conducted RCT. In the assessment of
pharmaceuticals, RCTs are usually possible and practically feasible. Therefore, as a general rule
RCTs should be considered for assessing the health benefits of pharmaceuticals. A (well
conducted) meta-analysis of the results of more than one RCT would provide the highest level of
evidence. Non-randomised intervention studies or observational studies can be considered where
an RCT is not feasible or complementary data is presented to RCTs.
If all of the studies concerning a technology have been performed under strict clinical trial
conditions, no information on the benefit of the technology under routine conditions is available.
This is often the case just after marketing authorisation. Generally, information on benefit under
routine conditions may be collected in trials with a pragmatic approach (a trial setting that
corresponds to usual circumstances of healthcare instead of a strict protocol-driven setting that is
used in trials of an explanatory nature) or by observational studies. The results of pragmatic trials
and country-specific observational studies are usually affected by local clinical practices.
Consequently, the transferability and generalisability of the results may suffer and should be
considered carefully. For more details see section 2.1 of the guideline Applicability of evidence

in the context of a relative effectiveness assessment of pharmaceuticals.

2.5.2 Quality appraisal
Safety data

Methods used to assess bias should be clearly described and the risk of bias reported regarding
both the information sources and how the data were collected. The way risk of bias information
was used in the REA should be clearly explained. Detailed recommendations on how to assess the
risk of bias and the quality of data on harms are included in section 2.4 of the guideline
Endpoints used in REA of pharmaceuticals – Safety.
Timeliness of literature and registration data should be evaluated, as well as their applicability in
vulnerable patient groups such as elderly people with polypharmacy, people with comorbidities,
neonates and children, pregnant women and immunosuppressed patients

Clinical effectiveness data

Internal validity describes the extent to which the (treatment) difference observed in a trial (or a
meta-analysis) is likely to reflect the ‘true’ effect within the trial (or in the trial population) by
considering methodological quality criteria. Because the ‘truth’ can never be assessed, it is more
appropriate to speak of the potential for or risk of bias. The risk of bias concept should be used to
assess the internal validity of clinical studies within an REA. The risk of bias should be assessed on
two levels, i.e. firstly, on a (general) study level, and secondly, on an outcome level. For example,
selection and performance bias threaten the validity of the entire study, while the other types of
bias may be outcome specific.
Within an REA, how to deal with studies with a high or unclear risk of bias should be specified in
advance. There are three main options: (i) rely only on studies with a low risk of bias; (ii) perform
sensitivity analyses according to the different risk of bias categories; (iii) describe the uncertainty
with regard to the different levels of risk of bias, so that subsequent decisions can be made
considering this uncertainty.
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For more details see the guideline Levels of evidence – Internal validity of randomised

controlled trials.

2.5.3 Effect measures and confidence intervals
A number of measures of the intervention effect are in use. For dichotomous outcome data,
relative effect measures, such as risk ratio (= relative risk), odds ratio, and relative risk reduction,
or absolute effect measures, such as risk difference (= absolute risk reduction), are commonly
used. The latter is often converted into number needed to treat (NNT) or events per thousand
patients to allow comparison across studies and to facilitate interpretation. Both relative and
absolute effect measures convey important complementary information and therefore presentation
of both measures is encouraged by recent approaches such as the GRADE profiler
{www.gradeworkinggroup.org}.
Continuous data should be reported according the appropriate statistics. Commonly used effect
measures that allow the summarising of the treatment effects are ‘standardised mean difference’
or ‘weighted mean difference’.
A more recent statistic, the ratio of means, reports the proportional difference within the
comparison (intervention of interest vs. comparator) in continuous data such as proteinuria.
(Friedrich et al. 2005). In time-to-event analysis the most important measures of effect are hazard
ratio (HR) and ratio of medians.
For more details about the assessment and presentation of effect measures we refer to the
guidelines Endpoints used in REA of pharmaceuticals- Clinical endpoints/Surrogate
endpoints/Composite endpoints/Safety . Information about health-related quality of life is
provided in the guideline Health-related quality of life and utility measures and utility measures. In
addition, effect measures and their calculation are comprehensively described in the Cochrane
Handbook.
A measure of the precision of the effect estimate (standard error or confidence interval) is required
for the interpretation of the data. The absence of this essential information should be reported.
For safety data it is recommended that, whenever possible, the frequency of adverse events should
be quantified, and information on the frequency of occurrence, relative risk or number needed to
harm (NNH) should be obtained (Velasco et al. 2002). In case where adverse events are
incorporated in utility values of quality of life, the source of the quantification should be
accessible.

2.5.4 Extrapolation of efficacy to give relative effectiveness data
For a rapid assessment most of the data are retrieved from RCTs. As these trials were conducted in
a specific setting it is relevant to consider the applicability of the results to the intended
population for treatment (AGDH, 2008). For further details see the guideline Levels of evidence –

Applicability of evidence in the context of a relative effectiveness assessment.

In the case of surrogate outcomes transformation into patient-relevant final outcomes of
treatment should be considered (AGDH, 2008). For details about when and how surrogate
endpoints can be used see the guideline Endpoints used in REA of pharmaceuticals – surrogate
endpoints.
It may be relevant for a REA to include data from indirect comparisons. Where sufficient good
quality head-to-head studies are available, direct comparisons are preferred as the level of
evidence is high. If substantial indirect evidence is available, then it can act to validate the direct

Terms of Use available at http://www.eunethta.eu/outputs/hta-core-model-terms-use

21

EUnetHTA Joint Action WP5 – Relative Effectiveness Assessment (REA) of Pharmaceuticals –
Model for Rapid Relative Effectiveness Assessment of Pharmaceuticals,
1 March 2013 – V3.0

evidence. However, when there is limited head-to-head evidence, or more than two treatments are
being considered simultaneously, the use of indirect methods may be helpful. For more details see
the guideline Comparator and comparisons – Direct and indirect comparisons.
At this stage, authors of a rapid assessment should check, that the data extracted is relevant to
the research questions formulated in the beginning, and that analysing and synthesising the data
is still answering the question. Often the evidence available is not quite as useful as hoped, and in
that case it should be made explicit how well it answers the original research question.

2.6 Evidence tables
Comprehensive and informative evidence tables about the methodology and the content of the
individual studies:
 foster transparency and reliability, which are prerequisites for the transfer of rapid REA
reports from one setting to another;
 allow a judgment of the similarities and differences of the studies included; and
 provide the basis for the conclusions of the review.
Therefore, they should be a compulsory part of each REA.
The majority of HTA organisations produce tabulated evidence summaries that follow the PICO
structure (ideally with an additional cell for comments on issues that are not captured by the PICO
cells but could have an impact on the results). Although the items reported in each cell will be
driven by the questions of the review, they follow some core considerations (Malmivaara et al.
2006). A description of the data extraction process, including the number of reviewers involved,
assures objectivity and reliability of the results.
A table that was specifically designed in cooperation with the European Medicines Agency (EMA),
for reporting results from clinical trials with pharmaceuticals should be used (Appendix 2,
Template 5. Table for reporting results from clinical trials).

2.7 Interpreting evidence
The reader should be given an idea of the nature and magnitude or frequency of the event, and
the overall robustness of the evidence behind this statement. There are several ways to provide
this information. In many cases plain text is sufficient; in others an evidence table would be
helpful.
For interpretation of the evidence the following aspects should be discussed in the report.
 The strength/uncertainties of the evidence available. This should include the internal
validity of the body of evidence as well as the applicability of the evidence.
 The clinical relevance of the findings:.
o Statistical significance is not a sufficient precondition because numerically small
differences can be statistically significant but clinically meaningless. Consider the
magnitude (i.e. relevance) of the treatment effect (independent of its statistical
significance) and compare this with the minimal clinically important effect size. One
approach is to compare the lower limit of the 95% confidence interval of an
estimated treatment effect with a ‘maximal clinically unimportant effect size’.
o Consider the relevance of the outcomes for clinical decision making (distinguishing
between a critical and an important outcome as done when formulating the
question).
o Identify knowledge gaps by comparing the research questions (including the
predefined outcome) with the available evidence.
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To allow transfer of data across countries, REAs have to be sufficiently transparent and distinguish
between evidence (‘facts’) and judgements (including values and preferences). Value judgements
and preferences (of individuals or of health care systems) have to be labelled as such.
2.8 Reporting
Reporting is performed in three phases: the result cards, the domain reports and the full report. In
the result cards the authors report the detailed methods and results for each research question
separately. The cards are compiled in a domain report amended with chapters for domain specific
methods, summary of main results, and discussion. Finally, all domain reports are taken together,
and amended with the benefit-harm analysis and overall summary and discussion.
A template for result card is included in Appendix 2 (Template 4 Result card)
A template for writing the domain report is included in Appendix 2 (Template 6. Domain report).

2.9 Summarising the results for a rapid relative effectiveness assessment
In order to assess relative effectiveness according to the definition of the Pharmaceutical Forum, a
synthesis of both effectiveness (benefits) and safety (harms) data is needed. The benefits and
harms of the intervention(s) should be presented in comparison with the comparator(s). These
data are presented in the relative effectiveness section (the summary) of the report. The following,
at least, should be included in this summary. A detailed template for writing the summary is
included in Appendix 2 (Template 7. Summary).
 Scope
 Introduction: description of health problem; description of current treatment; description
of technology; description of comparators
 Results: description of available evidence and ongoing trials; description of relative
effectiveness results; description of relative safety results; description of reimbursement
status of pharmaceutical in various countries
 Summary table of relative effectiveness
 Discussion: discussion of potential limitations, including internal validity and applicability,
of available evidence and identification of evidence gaps
 Conclusion: conclusion for each comparator as to whether the pharmaceutical is less,
similarly, or more effective and safe; conclusion on further research required.
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3 Domains – assessment element tables
3.1 Health problem and current use of technology
a
Element
ID

b
Domain

c
Topic

d
Issue

e
Clarification

A0002

Health
Problem
and Current
Use of the
Technology

Target
Condition

What is the
disease or
health condition
in the scope of
this
assessment?

A0003

Health
Problem
and Current
Use of the
Technology

Target
Condition

What are the
known risk
factors for the
condition?

Relevant for all assessments. Especially when effectiveness
depends on the subtype, stage or severity of the disease. Use the
target condition and ICD codes defined in the scope of the project
and consider adding details such as: description of anatomical
site, disease aetiology and pathophysiology, types of disease or
classification according to origin, severity, stages, or risk level,
and different manifestations of the condition. The following
properties of the target condition are defined in separate
assessment elements: risk factors (A0003), natural course
(A0004), symptoms (A0005), and burden of disease including
prevalence and incidence (A0006).
Describing risk factors is especially important when they suggest
possibilities for primary and secondary prevention. This
information may affect the choice of comparator or the appraisal
of the overall value of the technology under assessment. The risk
factors for acquiring the condition, and the risk factors for
relapses or worsening of the condition should be reported here,
separately. The prevalences of the various risk factors might
differ in different geographic areas and among different subpopulations.

A0004

Health
Problem
and Current

Target
Condition

What is the
natural course
of the

This assessment element should provide information on the
prognosis and course of the condition when untreated. This
information is relevant for appraising the overall value of the

f
Importance
3=critical
2=important
1=optional
3

g
Transferability
3=completely
2=partly
1=not
3

2

2

3

3
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h
Sources and
methods

i
References

Sources: REA
submission file,
text books, HTAs,
guidelines,
epidemiological
reviews or studies,
WHO documents,
disease registers.
Method: A
descriptive
summary.
Sources: REA
submission file,
text books, HTAs,
guidelines,
epidemiological
reviews or studies.
Method:
Systematic review
is generally not
required. A
descriptive
summary is
sufficient.
Sources: REA
submission file,
text books, HTAs,

Burls 2000, Velasco
2002, Liberati 1997
Imaz-Iglesia 1999,
Kristensen 2007

j
Relations

Burls 2000, Velasco
2002, Liberati 1973
Imaz-Iglesia 1999,
Kristensen 2007

Burls 2000, Velasco
2002, Liberati 1973
Imaz-Iglesia 1999,
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a
Element
ID

b
Domain

c
Topic

Use of the
Technology

d
Issue

e
Clarification

condition?

technology. A technology targeted to cure a life-threatening
condition has a different significance from a technology intended
to alleviate the symptoms of self-limiting conditions. It may also
guide the assessment of the predicted value or effectiveness of
the technology, as technologies may work differently at different
stages or severity grades of the disease, and there may be a
relationship between earlier intervention and better prognosis.
This issue is especially relevant when the patient or individual is
expected to undergo a substantial change in pain, disability,
psychosocial issues, or other determinants of quality of life. This
element should describe the patient’s relevant symptoms before
intervention with the technology, their severity and whether they
are persistent, intermittent, or undulating. Patients’ perceptions of
the burden of the disease are not always in line with the clinical
seriousness of the disease or its societal burden.

A0005

Health
Problem
and Current
Use of the
Technology

Target
Condition

What is the
burden of
disease for the
patient?

A0006

Health
Problem
and Current
Use of the
Technology

Target
Condition

What is the
burden of the
disease for
society?

Prevalence or incidence of the disease that is prevented or
treated by using the technology; disease-specific mortality and
disability, life years lost., and/or disability-adjusted life years

f
Importance
3=critical
2=important
1=optional

g
Transferability
3=completely
2=partly
1=not

3

3

3

2
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h
Sources and
methods

i
References

guidelines,
epidemiological
reviews or studies.
Method: A
descriptive
summary.

Kristensen 2007

Sources: REA
submission file,
text books, HTAs,
quality of life
studies, qualitative
patient perception
studies.
Method: A
descriptive
summary.
Sources: REA
submission file,
HTAs, registries
and national
statistics, WHO
incidence, mortality
and survival
databases.http://ww
w.who.int/cancerc/r
esources/incidence
s/en/
Method: A
descriptive
summary.

Burls 2000, Velasco
2002, Liberati 1973
Imaz-Iglesia 1999,
Kristensen 2007

j
Relations

Burls 2000, Velasco
2002, Liberati 1973
Imaz-Iglesia 1999,
Kristensen 2007, WHO
2009

25

EUnetHTA Joint Action WP5 – Relative Effectiveness Assessment (REA) of Pharmaceuticals –
Model for Rapid Relative Effectiveness Assessment of Pharmaceuticals,
1 March 2013 – V3.0

a
Element
ID

b
Domain

c
Topic

d
Issue

e
Clarification

A0007

Health
Problem
and Current
Use of the
Technology

Target
Population

What is the
target
population in
this
assessment?

A0023

Health
Problem
and Current
Use of the
Technology

Target
Population

How many
people belong
to the target
population?

Relevant for all assessments: both safety and effectiveness
depend largely on the subpopulation towards which the
intervention is targeted. The technology may be used for all
patients with the condition, or only those in the early stages, or at
a specific severity level, or for those at moderate risk of having
the condition. Personalised medicine divides the target population
into even smaller units when targeting the intervention to specific
subgroups based on e.g. genetic profile. Use the target
population defined in the scope of the project, and consider
adding further details and description of who defined the selected
subgroups and why.
This information can also be used to give an idea of the resource
requirements in general for implementing the pharmaceutical..
Estimates of likely relevant increases or decreases in the size of
the target population in the future should also be included.

A0001

A0011

Health
Problem
and Current
Use of the
Technology

Health
Problem
and Current
Use of the

Utilisation

Utilisation

For which
health
conditions and
populations,
and for what
purposes is the
technology
used?

How much are
the
technologies
utilised?

'All relevant conditions, populations and populations should be
included. This question is especially relevant when there are
multiple potential target conditions and populations for which the
technology is used, and multiple intended uses, both indicated
and other. There may also be differing views about the
appropriate use of the technology that it is essential to highlight.
Describe the differences in the use of the technology for the
various indications and how it might act differently in different
patient groups. Point out e.g. if certain populations should be
excluded from using the technology, or if they require a different
dosage. Certain pharmaceuticals may be primarily indicated for
second-line use but also used for first-line treatment.
Provide national estimates for current and future utilisation rates,
for both the technology under assessment and its comparators.
Variations in utilisation reflect market access, sales figures, actual
usage in hospital level and adherence to the use of the

f
Importance
3=critical
2=important
1=optional
3

3

3

g
Transferability
3=completely
2=partly
1=not
2

2

3

h
Sources and
methods

i
References

j
Relations

Sources: SPC,
HTAs, guidelines,
reviews.
Method: A
descriptive
summary.

Sources: REA
submission file,
national registries,
statistics,
systematic reviews.
Method: A
descriptive
summary.
Sources: HTAs,
guidelines, reviews,
clinician
consultation.

Burls 2000, Velasco
2002, Liberati 1973
Imaz-Iglesia 1999,
Kristensen 2007

Burls 2000, Velasco
2002, Liberati 1973
Imaz-Iglesia 1999,
Kristensen et al. 2007

B0002,
B0004,
B0005,
C0005

Burls 2000, Velasco.
2002, Liberati 1973
Imaz-Iglesia 1999,
Kristensen 2007

B0003

Method: A
descriptive
summary.

3

2
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a
Element
ID

b
Domain

c
Topic

d
Issue

e
Clarification

Technology

A0024

Health
Problem
and Current
Use of the
Technology

f
Importance
3=critical
2=important
1=optional

g
Transferability
3=completely
2=partly
1=not

technology by both professionals and patients. Data on current
and previous utilisation reflect the phase of the technology
(experimental, emerging, established or obsolete). This also has
implications for the availability of evidence and the level of
uncertainties.
Current
Management
of the
Condition

How is the
health condition
currently
diagnosed
according to
published
guidelines and
in practice?

The effectiveness of an intervention may vary in differently
diagnosed populations. A sensitive test tends to have low
specificity such that there are several people who do not have the
condition among the test-positive population. The effectiveness of
an intervention in that population may be lower than in a
population examined with a less sensitive test (but with more true
positive cases). It is important to point out possible discrepancies
between guidelines and actual practice.

2

2
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h
Sources and
methods
guidelines,
utilisation studies,
REA submission
files and sales data.
Method: A
descriptive
summary narrative.
Sources: Clinical
guidelines and
published utilisation
reviews; in the
absence of these,
clinical experts
survey. See
Appendix 1.
Method:
Systematic review
of clinical
guidelines. Quality
appraisal of
guidelines can be
done using e.g.
AGREE II
Instrument. For
practice mapping, a
pragmatic review or
listing of available
information is
sufficient.
Flowcharts are
illustrative in
reporting diagnostic
pathways.

i
References

j
Relations

Burls 2000, Velasco
2002, Liberati 1973
Imaz-Iglesia 1999,
Kristensen 2007
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a
Element
ID

b
Domain

c
Topic

d
Issue

e
Clarification

A0025

Health
Problem
and Current
Use of the
Technology

Current
Management
of the
Condition

How is the
health condition
currently
managed
according to
published
guidelines and
in practice?

It is important to describe whether the technology is an add-on or
a replacement for the existing management options, and what the
other evidence-based alternatives are. Are there differences in
the treatment of diseases at their different stages? Identification
of practice variations may imply differences in the quality of health
care. Deviation from evidence-based guidelines may suggest
over/under use of the technology.

A0020

Health
Problem
and Current
Use of the
Technology

Regulatory
Status

What is the
marketing
authorisation
status of the
technology?

There are both international and national market authorisation
systems. For pharmaceuticals the systems are established but for
devices and procedures less so.

f
Importance
3=critical
2=important
1=optional
3

3

g
Transferability
3=completely
2=partly
1=not
2

3
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h
Sources and
methods
Sources: Clinical
guidelines and
published utilisation
reviews; in the
absence of these
clinical experts
survey. See
Appendix 1.
Method:
Systematic review
of clinical
guidelines. Quality
appraisal of
guidelines can be
done using e.g.
AGREE II
Instrument. For
practice mapping, a
pragmatic review or
listing of available
information is
sufficient.
Flowcharts are
illustrative in
reporting
management
pathways.
Sources:
(Inter)national
authorities (Europe:
EMA; US: FDA;
Canada: Health
Canada; New
Zealand: MedSafe;
Australia: TGA) or
manufacturer.

i
References

j
Relations

Burls 2000, Velasco
2002, Liberati 1973
Imaz-Iglesia 1999,
Kristensen 2007
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a
Element
ID

A0021

b
Domain

Health
Problem
and Current
Use of the
Technology

c
Topic

Regulatory
Status

d
Issue

e
Clarification

What is the
reimbursement
status of the
technology?

Information on national reimbursement status from different
countries for the technology as well as the comparators, including
key dates and anticipated licensing timeframe should be listed
here. Notice that reimbursement status may differ for different
purposes: e.g. treatment vs prevention. Information on full
coverage, co-payments, coverage under special
circumstances/conditional coverage is useful.

f
Importance
3=critical
2=important
1=optional

2

g
Transferability
3=completely
2=partly
1=not

3
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h
Sources and
methods
Method:
Descriptive
summary.
Sources: Websites
of national
medicines
agencies, HTA
agencies and
insurance
institutions
(Appendix 1, List of
websites of national
agencies with
information on
reimbursement.),
manufacturers,
policy studies
dealing with benefit
baskets.
Method:
Descriptive
summary.

i
References

j
Relations

Burls 2000, Velasco
2002, Liberati 1973
Imaz-Iglesia 1999,
Kristensen 2007
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3.2 Description and technical characteristics of technology
a
Element ID

b
Domain

c
Topic

d
Issue

B0001

Description and
technical
characteristics of
technology

Features of
the
technology

What is the
technology and
the
comparator(s)?

B0002

Description and
technical
characteristics of
technology

Features of
the
technology

e
Clarification

This is relevant in all assessments. Use the
descriptions of the technology and
comparator(s) defined in the scope and
elaborate them here in more detail. Describe
separately for the technology and the
comparator the type of device, technique,
procedure or therapy; its biological rationale
and mechanism of action; qualitative and
quantitative composition of the
pharmaceutical; pharmacodynamics and
pharmacokinetics; method of administration,
and dosage. Be clear about the difference
between assessing the technology alone
versus the whole process including the
technology. Describe how the technology
differs from its predecessors, and the various
current modifications or different
manufacturers’ products, especially if the
dissimilarities affect performance.
What is the
This issue is especially relevant in new
approved
technologies with uncertain expectations and
indication and
claims of benefit. Describe the expressed
claimed benefit
objectives for the implementation of the
of the technology technology in health care; what are the
and the
claimed objectives e.g. increased safety,
comparator(s)?
health benefit, accuracy or patient
compliance, and whether it is intended to
replace or to supplement existing
technologies. Is the technology licensed as a
monotherapy, or in addition to current

f
Importance
3=critical
2=important
1=optional
3

3

g
Transferability
3=completely
2=partly
1=not
3

2

h
Sources and methods

i
References

j
Relations

Sources: SPC, EPAR;
HTAs, reviews,
introduction sections of
research articles.
Method: Descriptive
summary.

Sources: Market access
authorities’ websites;
manufacturers´ sites and
REA submission files,
HTAs, reviews,
introduction sections of
research articles,
conference proceedings,
consulting clinical
professionals, lay journals
and websites.

Terms of Use available at http://www.eunethta.eu/outputs/hta-core-model-terms-use
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a
Element ID

b
Domain

c
Topic

B0003

Description and
technical
characteristics of
technology

Features of
the
technology

B0004

Description and
technical
characteristics of
technology

Features of
the
technology

d
Issue

e
Clarification

treatment (which should be specified) Are
there stopping rules for use of the
technology? Is there evidence that the
technology works (or is used) outside its
current indication area, or produces
incidental findings that can have
consequences relevant to effectiveness,
safety, organisational, social and ethical
domains? This information may explain the
choice of comparator(s) and outcomes for
the assessment and helps in appraising the
overall results.
What is the
When was it developed and introduced in
phase of
health care? Is the technology fully
development and developed or in its early developmental
implementation
phases (technological maturity)? Is the
of the technology technology field changing rapidly? Is it a
and the
novel (or innovative) technology, or is it a
comparator(s)?
modification of an existing technology or has
it been used earlier for some other purpose?
Is it experimental, emerging, established in
use or obsolete (implementation level)? This
information is relevant for the assessment
while the evidence base may change rapidly
for technologies that are at an earlier stage in
their development. It is also important to
establish whether new versions of the
technology with substantial improvements
are expected in the near future.
Who performs or Which professionals (nurses, doctors, and
administers the
other professionals) apply and make
technology and
decisions about starting or stopping the use
the
of the technology? Do the patients
comparator(s)?
themselves, or their carers, administer the
technology? Who can select the patients,
make referrals, decide to initiate the use of

f
Importance
3=critical
2=important
1=optional

g
Transferability
3=completely
2=partly
1=not

h
Sources and methods

i
References

j
Relations

Method: Descriptive
summary.

3

2

Sources: Manufacturers´
information and
efficacy/effectiveness
studies for new
technologies. HTAs,
guidelines and reviews.
Method: Descriptive
summary.

A0020

3

2

Sources: Clinical
guidelines, professionals’
consensus statements,
HTAs, manufacturers´
websites, introduction
sections of research
articles, interviews with

A0012,
A0025
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a
Element ID

b
Domain

c
Topic

d
Issue

e
Clarification

the technology, or interpret the outcome? Are
there certain criteria (skills, function, training
requirements) for the patients or
professionals who will administer the
technology?
Describe the level of care in which the
technology is used: self care, primary care,
secondary and tertiary care. If secondary or
tertiary care, describe whether it is intended
to be used in the outpatient or inpatient
setting.

B0005

Description and
technical
characteristics of
technology

Features of
the
technology

In what context
and level of care
are the
technology and
the comparator
used?

B0008

Description and
technical
characteristics of
technology

Investments
and tools
required to
use the
technology

What kind of
special premises
are needed to
use the
technology and
the
comparator(s)?

B0009

Description and
technical
characteristics of
technology

Investments
and tools
required to
use the
technology

B0010

Description and
technical
characteristics of
technology

Investments
and tools
required to
use the

f
Importance
3=critical
2=important
1=optional

g
Transferability
3=completely
2=partly
1=not

h
Sources and methods

i
References

j
Relations

clinical professionals or
patients.
Method: Descriptive
summary.
3

1

3

2

What supplies
are needed to
use the
technology and
the comparator?

Many technologies require purpose-built
premises, such as radiation-secured areas,
Faraday cages, dressing rooms for the
patient, or specific premises for storage and
reconstitution of chemotherapy
pharmaceuticals equipped with fume
cupboards. There may be different
requirements for premises in primary or
secondary care and marked differences from
country to country.
Describe all required disposable items
necessary for using the technology, such as
syringes, needles, pharmaceuticals and
contrast agents, fluids, bandages and tests
to identify patients eligible for treatment.

3

3

What kind of
data and records
are needed to
monitor the use

Describe the data that needs to be collected
about the care process, professionals
involved, patients and their health outcomes.
These include: e.g. clinical indications,

3

2

Sources: Manufacturers´
information, clinical
guidelines,
efficacy/effectiveness
studies, consulting clinical
professionals, national
consensus or legislation.
Method: Descriptive
summary.
Sources: User
information from
manufacturer, and market
approval authority. HTAs,
applicability studies,
interviews with clinical
experts and hospital
managers.
Method: Descriptive
summary.
Sources: Information
from manufacturer, HTAs,
applicability studies,
interviews with clinical
professionals and hospital
managers.
Method: Descriptive
summary.
Sources: Local
authorities and legislation,
administrative staff,
clinical professionals.

Terms of Use available at http://www.eunethta.eu/outputs/hta-core-model-terms-use
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a
Element ID

B0011

b
Domain

Description and
technical
characteristics of
technology

c
Topic

d
Issue

technology

of the technology specified populations, prescriber information,
and the
inpatient or outpatient use, test results,
comparator?
review period, and health outcomes. In case
of new technologies, consult EVIDENT
database. Refer to SPC and EPAR.
What kind of
Describe the general importance of having a
registry is
registry to monitor the use of this particular
needed to
technology and the comparator. Are there
monitor the use existing registries that should be used, or
of the technology should a registry be established, to collect
and comparator? the necessary data to monitor safety or true
life effectiveness? Provide national
examples. Sometimes registries are
connected with the risk sharing scheme that
innovative pharmaceuticals require in some
countries. Notice also the requirements of
pharmacovigilance monitoring.

Investments
and tools
required to
use the
technology

e
Clarification

f
Importance
3=critical
2=important
1=optional

g
Transferability
3=completely
2=partly
1=not

h
Sources and methods

i
References

j
Relations

Method: Descriptive
summary.

2

2

Sources: Local
authorities and legislation,
administrative staff,
clinical professionals
Method: Descriptive
summary.
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3.3 Safety
a

b

c

d

e

Element
ID

Domain

Topic

Issue

C0001

Safety

Patient
safety

What kind of harms can use of
the technology cause to the
patient?

Clarification

Here one should identify and describe the direct
harms of the use and the administration of the
technology. User dependent harms are described
in C0007, and comparative harms in C0008. The
harms are identified in placebo-controlled trials,
observational studies, and in registries. It is
important to refer to the source and report
separately harms identified in spontaneous
reporting databases. The identified harms should
be categorised according to their severity and
frequency. Harm severity (intensity) is typically
graded into ‘serious’ (deadly or permanently
disabling), ‘severe’, ‘intermediate’ or ‘mild’.
Frequency of occurrence of each harm is usually
presented in comparison with placebo or no
treatment, as percentages or risk ratios. Finally,
the harms should be grouped by their severity and
frequency and ordered so that the severe and/or
frequent harms are presented first. If there are
many different harms reported in the literature,
concentrate on reporting the most severe and the
most frequent harms only. Additional information,
which can be reported for each harm, includes:
timing (immediate, early or late); duration;
continuous vs intermittent; discontinuation rate
due to harms; authors view on causality (Did the
use of the technology cause the harm?). For
further information see guideline Endpoints used
in REA of pharmaceuticals – Safety

f

g

h

i

j

Importance
3=critical
2=important
1=optional
3

Transferability
3=completely
2=partly
1=not
3

Sources and methods

References

Relations

Sources: Placebo
controlled trials,
observational research,
FDA database, safety
monitoring databases,
registers, statistics.
Method: Systematic
review. Results should be
presented by risk level
(i.e. the product of
severity and frequency of
harm).

Derry 2001,
Ioannidis
2001, MacMahon 2001,
Velasco 2002,
Wald 2003,
McIntosh
2004,
Papanikolaou
2006, Loke
2006, 2007,
Golder 2006,
2008, Higgins
2011

C0007
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a

b

c

d

e

Element
ID

Domain

Topic

Issue

C0002

Safety

Patient
safety

What is the dose relationship of
the harms?

C0004

Safety

Patient
safety

How does the frequency or
severity of harms change over
time or in different settings?

C0005

Safety

Patient
safety

What are the susceptible patient
groups that are more likely to be
harmed?

Clarification

This is usually relevant with pharmaceuticals but
may also be relevant with devices and procedures.
Before marketing authorisation it is relevant to
report harms at any dose. After market access the
harms at doses normally used in practice are most
relevant for HTA. Information should be included if
safe use of the technology is sensitive to even
small changes of the dose because this may have
implications for the training and organisation of
care. The potential for accumulated harm due to
repeated dosage or testing should also be
considered. For further information see Endpoints
used in REA of pharmaceuticals – Safety
This issue is especially relevant for new or
evolving technologies where there are
considerable uncertainties in the safety evidence,
and in technologies with steep learning curves.
How does the safety profile of the technology vary
between different generations, approved versions
or products? Is there evidence that harms
increase or decrease in different organisational
settings?
Typically, people with comorbidities and comedication, pregnancy, intolerances, or specific
genetic profiles, elderly people, children.

f

g

h

i

j

Importance
3=critical
2=important
1=optional
3

Transferability
3=completely
2=partly
1=not
3

Sources and methods

References

Relations

Sources: Phase 1
studies for
pharmaceuticals, other
research articles, HTAs,
manufacturers' product
data sheets, safety
monitoring databases.
Method: Systematic
review.

Edwards
2000;
Aronson
2003, Loke
2007

A0020

3

2

Sources: HTAs, efficacy
and safety research
articles, articles on
learning curve,
manufacturers’
information.
Method: Descriptive
summary.

3

3

Sources: HTAs,
guidelines, market
access authorities,
manufacturers’ product
information, label
warnings, safety
monitoring databases.
Method: Descriptive
summary.

Terms of Use available at http://www.eunethta.eu/outputs/hta-core-model-terms-use
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a

b

c

d

e

Element
ID

Domain

Topic

Issue

C0007

Safety

Patient
safety

What are the user-dependent
harms?

C0008

Safety

Patient
safety

How safe is the technology in
relation to the comparator?

C0040

Safety

Environme
ntal safety

What kind of harms are there for
public and environment?

Clarification

Describe here what is known of the harms caused
by the properties or behaviour of professionals,
patients or other individuals who apply or maintain
the technology. Is there e.g. a noteworthy risk of
malfunction of a device, due to deficient user
training or personal attitude; or a risk of errors
related to reconstitution, dosage, administration, or
storage of medicines, that may have serious
consequences; or, is there a risk of addiction?
Describe what is known of the learning curve,
intra- or inter-observer variation in interpretation of
outcomes, errors or other user-dependent
concerns in the quality of care. For further
information see Endpoints used in REA of
pharmaceuticals – Safety.
Highlight the differences in the most important
risks (i.e. the most severe and frequent harms) of
the technology and its comparator. For harms that
are common to both the technology and the
comparator, provide information on which has the
higher risk of the particular harm. For further
information see Endpoints used in REA of
pharmaceuticals – Safety.
Several chemical substances or their toxic
metabolites are potentially harmful in ecological
environments; some of the most recent concerns
are endocrine modulators and disruptors and
nanoparticles. The statistical risk of radiation at the
public level should also be described here.

f

g

h

i

j

Importance
3=critical
2=important
1=optional
3

Transferability
3=completely
2=partly
1=not
2

Sources and methods

References

Relations

Sources: Studies on
effectiveness, safety and
health services research;
manufacturers' product
data sheets, safety
monitoring databases,
label warnings.
Method: Systematic
review .

Eichler 2008,
Loke 2007;

B0004,
C0001

3

2

1

2

Terms of Use available at http://www.eunethta.eu/outputs/hta-core-model-terms-use
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head to head trials. In
their absence, studies
with other comparisons
and reports with indirect
comparison between the
technologies
Method: Systematic
review.
Sources: OSH
guidelines, chemical
safety cards, research in
occupational and
environmental health and
safety, safety authorities’
websites, manufacturers'
product data sheets,
safety monitoring
databases.
Method: Systematic
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a

b

c

d

Element
ID

Domain

Topic

Issue

e
Clarification

f

g

h

i

j

Importance
3=critical
2=important
1=optional

Transferability
3=completely
2=partly
1=not

Sources and methods

References

Relations

review.
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3.4 Clinical effectiveness
a
b
Element Domain
ID

c
Topic

d
Issue

e
Clarification

Mortality is the preferred, objective
endpoint for assessments of lifethreatening conditions. Overall mortality
refers to all-cause mortality. It is
expressed either as mortality rates
(incidence in given population, at given
time point and usually risk standardised),
or survival (number of people alive for a
given period after an intervention).
Several methods are used to adjust
mortality rates and survival curves, e.g.
relative survival (observed versus
expected survival), which can be quite
misleading; and hazard ratio (derived
from a statistical method comparing the
median survivals in the two groups).
Note that progression-free survival is not
a mortality endpoint; it describes the time
from the beginning of an intervention
until a patient shows signs of disease
progression. Consider separately
absolute mortality (compared to placebo
or waiting list) and mortality relative to
the comparator. See also guideline
Endpoints used in REA of
pharmaceuticals.
Disease-specific mortality is a proportion
of the all-cause mortality. It should be
noted that even if a given treatment
reduces one type of death, it could
increase the risk of dying from another

D0001

Clinical
Mortality
effectiveness

What is the
expected
beneficial effect
of the
intervention on
overall mortality?

D0002

Clinical
Mortality
effectiveness

What is the
expected
beneficial effect
on the diseasespecific

f
Importance
3=critical
2=important
1=optional
3

3

g
h
Transferability Sources and methods
3=completely
2=partly
1=not
3
Sources: REA submission
file, SPC, EPARs, HTAs,
systematic reviews of RCTs,
RCTs (both placebocontrolled and head-to-head
trials). In the absence of
head to head trials indirect
comparison is required (for
more details on indirect
comparisons see guideline
Comparator and
comparisons – Direct and
indirect comparisons).
Health care register data.
Modelling studies.
Method: Systematic review
included in REA submission
file.

3

i
Reference

j
Relations

Hochman 2011, Black 2002

Sources: SPC and EPAR,
Hochman 2011, Black 2002
HTAs, systematic reviews of
RCTs, RCTs, both placebocontrolled and head-to -head
trials. In the absence of
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a
b
Element Domain
ID

D0003

c
Topic

Clinical
Mortality
effectiveness

d
Issue

e
Clarification

mortality?

cause, to an equal or greater extent.
Disease-specific mortality is typically
presented as rates and as age- and riskadjusted measures such as hazard ratio.
It is a frequently used endpoint in
screening trials, where it is considered to
be subject to bias. Consider separately
absolute mortality (compared with
placebo or waiting list) and mortality
relative to the comparator. See also
guideline Endpoints used in REA of
pharmaceuticals .

What is the effect
of the
intervention on
the mortality due
to causes other
than the target
disease?

This issue includes all unintended, either
positive or negative effects of the
technology on mortality. There may be
e.g. decrease of mortality of another
disease observed or suspected; or
increased mortality due to accidents or
hazardous medical interventions after
false positive or incidental test results.

f
Importance
3=critical
2=important
1=optional

2

g
h
Transferability Sources and methods
3=completely
2=partly
1=not
head-to- head trials indirect
comparison is required (for
more details on indirect
comparisons see guideline
Comparator and
comparisons – Direct and
indirect comparisons).
Health care register data.
Modelling studies.
Method: Systematic review
included in REA submission
file.
2

Sources: HTAs, systematic
reviews of RCTs, RCTs, both
placebo-controlled and
head–to-head trials. In the
absence of head–to-head
trials, indirect comparison is
required (for more details on
indirect comparisons see
guideline Comparator and
comparisons – Direct and
indirect comparisons).
Health care register data.
Observational studies. SPC
and EPAR.
Method: Systematic review
included in REA submission
file.

Terms of Use available at http://www.eunethta.eu/outputs/hta-core-model-terms-use
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j
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a
b
Element Domain
ID

c
Topic

d
Issue

e
Clarification

Describe the efficacy and effectiveness
of the technology on relevant disease
outcomes (symptoms and findings).
Outcomes such as function, quality of life
and patient satisfaction are reported in
other assessment elements of this
domain. Report changes in severity,
frequency and recurrence of symptoms
and findings, both in absolute terms and
relative to the comparator. See also
guideline Endpoints used in REA of
pharmaceutical.
Report here efficacy and effectiveness
outcomes such as complete cure,
progression-free survival, time-to-event
(next stage of disease, relapse). Report
the results both in absolute terms and
relative to the comparator. See also
guideline Endpoints used in REA of
pharmaceuticals.

D0005

Clinical
Morbidity
effectiveness

How does the
technology affect
symptoms and
findings?

D0006

Clinical
Morbidity
effectiveness

How does the
technology affect
progression of
disease?

D0011

Clinical
Function
effectiveness

What is the effect
of the technology
on patients’ body
functions?

International classification of function
proposes the following categories for
body functions: mental, sensory and
pain, voice and speech, cardiac,
respiratory and immune functions,
genitourinary and reproductive functions,
movement-related, and skin functions.
Report the results both in absolute terms
and relative to the comparator. See also
guideline Endpoints used in REA of
pharmaceuticals.

f
Importance
3=critical
2=important
1=optional
3

g
h
Transferability Sources and methods
3=completely
2=partly
1=not
2
Sources: HTAs, systematic
reviews, trials, observational
studies, SPC and EPAR.
Method: Systematic review
included in REA submission
file.

3

2

Sources: HTAs, systematic
reviews, trials, observational
studies prognostic studies,
SPC and EPAR.
Method: Systematic review
included in REA submission
file.

3

2

Sources: Trials and
observational studies with
functioning as an outcome.
The instruments for outcome
reporting should be
validated. SPC and EPAR.
Method: Systematic review
included in REA submission
file.
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a
b
Element Domain
ID

c
Topic

d
Issue

e
Clarification

f
Importance
3=critical
2=important
1=optional
3

g
h
Transferability Sources and methods
3=completely
2=partly
1=not
2
Sources: Trials,
observational and qualitative
studies, SPC and EPAR.
Method: Systematic review
included in REA submission
file.

i
Reference

D0016

Clinical
Function
effectiveness

How does the
use of technology
affect activities of
daily living?

Report the results both in absolute terms
and relative to the comparator. See also
guideline Endpoints used in REA of
pharmaceuticals.

D0012

Clinical
Healtheffectiveness related
quality of
life

What is the effect
of the technology
on generic
health-related
quality of life?

Report the results both in absolute terms
and relative to the comparator. For
further information see guideline Healthrelated quality of life and utility
measures.

3

3

Sources: Trials,
observational and qualitative
studies, SPC and EPAR.
Method: Systematic review
included in REA submission
file.

EMEA 2005, FDA 2009, Chassany 2002,
Terwee 2007, Revicki 2008, Puhan 2006

D0013

Clinical
Healtheffectiveness related
quality of
life

What is the effect
of the technology
on diseasespecific quality of
life?

Report the results both in absolute terms
and relative to the comparator. For
further information see guideline Healthrelated quality of life and utility
measures.

3

2

EMEA 2005, FDA 2009, Chassany 2002,
Terwee 2007, Revicki 2008, Puhan 2006

D0017

Clinical
Patient
Was the use of
effectiveness satisfaction the technology
worthwhile?

Describe patients’ overall perception of
the value of the intervention and their
satisfaction with the treatment. For
further information see Endpoints used
in REA of pharmaceuticals.

1

1

Sources: Trials,
observational and qualitative
studies, SPC and EPAR.
Method: Systematic review
included in REA submission
file.
Sources: Qualitative
research, observational
studies, trials. Survey of
patients’ opinions.
Method: Systematic review
included in REA submission
file.
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Appendix 1. Information sources
Registries
Disease registers
Disease registers gather information on the natural history and/or on the management of single
diseases. A new case is registered in the database every time a diagnosis of the target disease is
made. Some conditions may occur several times in life (i.e. heart attack), thus a single person
might be represented several times in the register. When appropriately designed, disease registers
allow assessment of the utilisation and diffusion of different diagnostic strategies or technologies
in the care of persons with the condition or even to explore variations in the outcomes of different
diagnostic interventions (e.g. differences in the consecutive management).
The Swedish National Board of Health and Welfare maintain a number of registers including the
pharmaceutical register, the cause of mortality register and the registers containing the diagnoses
of all hospitalised patients in Sweden.
http://www.kvalitetsregister.se/web/Quality_Registries.aspx?pageID=8d07dd0a-4079-4ad7b47b-58759d7055cb
Quality registers in Sweden
A system of 70 national quality registries has been established in the Swedish health and medical
services. It contains individualised data concerning patient problems, medical interventions, and
outcomes after treatment. http://www.socialstyrelsen.se/statistics
British Heart Foundation's statistics website is an up-to-date source of statistics on the burden,
prevention, treatment and causes of heart disease in the UK
http://www.heartstats.org/homepage.asp
Technology registers

Technology registers gather information on the use of a single technology, for example a register
on knee total endoprosthesis, A new case is registered in the database every time the technology
is used (i.e. a procedure is done, an intervention takes place). In some countries, there is an
obligation of reporting indications and consequences of using a technology before marketing
authorisation, and when there is no high quality evidence to establish effectiveness and/or safety
of the technology.
Pharmaceutical registries
On the other hand, registers on pharmaceuticals are initiated to obtain data on safety and
effectiveness, after marketing authorisation. Doubt on the generalisability of study data and
volume of consumption are a major drive to set up a pharmaceutical reimbursement registry.
----------------------Utilisation registers
– Norwegian pharmaceutical prescription database: http://www.norpd.no/
– Dutch utilisation information:
http://www.gipdatabank.nl/index.asp?scherm=homepage&infoType=g
ATC INDEX with DDDs
– ATC/DDD system is a tool for exchanging and comparing data on pharmaceutical use at
international, national or local levels. http://www.whocc.no/
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Regulatory institutions and legal framework
EMA
The European Medicines Agency www.ema.europa.eu is responsible for the scientific evaluation of
applications for European marketing authorisations for both human and veterinary medicines
(centralised procedure).
–

–

–

–

–

–

Once a medicine has been granted a Community marketing authorisation by the European
Commission, the EMA publishes a full scientific assessment report called a European
Public Assessment Report (EPAR)
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/landing/epar_search.jsp
&murl=menus/medicines/medicines.jsp&mid=WC0b01ac058001d125&jsenabled=true
All medicines for human and animal use derived from biotechnology and other high-tech
processes must be approved via the centralised procedure. The same applies to all
advanced-therapy medicines and human medicines intended for the treatment of
HIV/AIDS, cancer, diabetes, neurodegenerative diseases, auto-immune and other immune
dysfunctions, and viral diseases, as well as to all designated orphan medicines intended for
the treatment of rare diseases.
EMA becomes involved in the assessment of medicines that do not require centralised
procedure, in cases where they have been referred to the Agency due to a disagreement in
authorisation or use of the medicine between two or more Member States, or due to some
other issue that requires resolution in the interest of protecting public health.
EMA constantly monitors the safety of medicines through a pharmacovigilance network,
and takes appropriate actions if adverse pharmaceutical reaction reports suggest that the
benefit-risk balance of a medicine has changed since it was authorised.
EMA can be considered as the 'hub' of a European medicines network comprising over 40
national competent authorities in 30 EU and EEA-EFTA countries, the European
Commission, the European Parliament and a number of other decentralised EU agencies.
In many countries over the counter medicines (OTC) are controlled by a regulatory agency.
OTC pharmaceuticals are usually regulated by active pharmaceutical ingredients (APIs), not
final products.

FDA
The US Food and Drug Administration (FDA) http://www.fda.gov/default.htm is the federal agency
responsible for ensuring that human and veterinary drugs, biological products, and medical
devices are safe and effective; cosmetics are safe; and electronic products that emit radiation are
safe. FDA also ensures that these products are honestly, accurately and informatively represented
to the public.
– Drug labeling refers to all of the printed information that accompanies a drug, including
the label, the wrapping and the package insert. Food and Drug Administration (FDA)
requires that drug labeling be balanced and not misleading. The label must be scientifically
accurate and provide clear instruction to health care practitioners for prescription drugs
and to consumers for over-the-counter drugs and supplements. Labeling regulations
require that the statement of ingredients must include all ingredients, in the order in which
they are used in the drug. These ingredients must also be identified by their established
name.
Standardisation and regulatory concerns of medical devices
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The government of each European Member State is required to appoint a Competent Authority
responsible for medical devices. The Competent Authority (CA) is a body with authority to act on
behalf of the government of the Member State to ensure that the requirements of the Medical
Device Directives are transposed into National Law and are applied. The CA reports to the Minister
of Health in the Member State. The CA in one Member State does not have jurisdiction in any other
Member State, but they do exchange information and try to reach common positions.
–

In UK the Medicines and Healthcare products Regulatory Agency (MHRA) acts as a CA, in
Italy it is the Ministero Salute (Ministry of Health).

In the EU, all medical devices must be identified with the CE mark.
The ISO standards for medical devices are covered by
– ICS 11.100.20 standard for biological evaluation of medical devices
http://www.iso.org/iso/products/standards/catalogue_ics_browse.htm?ICS1=11&ICS2=10
0&ICS3=20& and
– ICS 11.040.01 standard for medical equipment
http://www.iso.org/iso/iso_catalogue/catalogue_ics/catalogue_ics_browse.htm?ICS1=11&I
CS2=040 .
The quality and risk management regarding the topic for regulatory purposes is convened by ISO
13485 and ISO 14971. Further standards are IEC 60601-1, for electrical devices (mains-powered
as well as battery powered) and IEC 62304 for medical software. The US FDA also published a
series of guidances for industry regarding this topic.
Packaging standards
Medical device packaging is highly regulated. Often medical devices and products are sterilised in
the package. The sterility must be maintained throughout distribution to allow immediate use by
physicians. A series of special packaging tests is used to measure the ability of the package to
maintain sterility. Relevant standards include: ASTM D1585- Guide for Integrity Testing of Porous
Medical Packages, ASTM F2097- Standard Guide for Design and Evaluation of Primary Flexible
Packaging for Medical Products , EN 868 Packaging materials and systems for medical devices
which are to be sterilised. General requirements and test methods, ISO 11607 Packaging for
terminally sterilised medical devices, and others.
Medical Device Directive
http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=CELEX:31993L0042:EN:HTML
The Medical Device Directive (Council Directive 93/42/EEC of 14 June 1993 concerning medical
devices, OJ No L 169/1 of 1993-07-12) is intended to harmonise the laws relating to medical
devices within the European Union. The MD Directive is a 'New Approach' Directive and
consequently in order for a manufacturer to legally place a medical device on the European market
the requirements of the MD Directive have to be met. Manufacturers' products meeting
'harmonised standards'[2] have a presumption of conformity to the Directive. Products conforming
with the MD Directive must have a CE mark applied. The Directive was most recently reviewed and
amended by the 2007/47/EC and a number of changes were made. Compliance with the revised
directive became mandatory on March 21, 2010.

National or international safety monitoring systems (databases)
(which may be managed by a national statutory body or by a supra-national body)
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IAEA: Safety standards for diagnostic radiology http://wwwpub.iaea.org/MTCD/publications/PDF/Pub1206_web.pdf
IAEA: Radiological protection of patients http://rpop.iaea.org/RPoP/RPoP/Content/index.htm
ICRP: Publications of International Commission of Radiological Protection http://www.icrp.org/
TGA (Therapeutic Goods Administration), http://www.tga.gov.au/index.htm
US Food and Drug Administration, MedWatch safety alert system
http://www.fda.gov/medwatch/safety.htm
The Medical Devices section of the UK Medicines and Healthcare Products Regulatory Agency
(http://devices.mhra.gov.uk/)
National Prescription Database for pharmaceuticals.
-----------------

A0024&A00025 List of websites where you can find guidelines
Guideline producer

link

American academy of Orthopaedic
Surgeons (AAOS)
American College of Occupational
and Environmental Medicine’s
(ACOEM) Occupational Medicine

http://www.aaos.org/research/guidelines/guide.asp

requires
subscription
no

http://www.disabilitydurations.com/pr_acoem.htm

yes

National Guideline Clearinghouse, at
Agency for Healthcare Research and
Quality (AHRQ)
Guidelines International network
(GIN)
Current care guidelines (Käypä hoito)

http://www.guideline.gov/

no

http://www.g-i-n.net/

yes

http://www.kaypahoito.fi

no, in Finnish

National Health and Medical
Research Council (NHMRC),
Australian Government
NICE guidance, National Institute for
Health and Clinical Excellence (NHS)
Scottish Intercollegiate Guidelines
Network (SIGN)
See many more guideline producers
in the list of Open Clinical

http://www.clinicalguidelines.gov.au/

no

http://guidance.nice.org.uk/CG

no

http://www.sign.ac.uk/index.html

no

http://www.openclinical.org/guidelines.html

no

Practice Guidelines

-----------------

A0021 List of websites of national agencies with information on
reimbursement
AIFA: http://www.aifa.gov.it/
Australia:
http://www.health.gov.au/internet/main/publishing.nsf/Content/Pharmaceutical+Benefits+Schem
e+%28PBS%29-1
Belgium: http://www.riziv.fgov.be/inami_prd/ssp/cns2/pages/SpecialityCns.asp
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Canada: http://www.cadth.ca/en/products/cdr or http://www.pcodr.ca
Czech Republic: http://www.sukl.eu
Finland: http://www.kela.fi/in/internet/english.nsf
France: http://www.has-sante.fr/portail/jcms/j_5/accueil and
http://www.codage.ext.cnamts.fr
The Netherlands: http://www.medicijnkosten.nl/
Norway: http://www.legemiddelverket.no/
Poland: http://www.aotm.gov.pl/
Portugal: http://www.infarmed.pt/portal/page/portal/INFARMED
Scotland: http://www.scottishmedicines.org.uk/
Spain: http://www.msc.es/profesionales/farmacia/
Sweden : http://www.tlv.se/beslut/sok/lakemedel/
UK: http://www.nice.org.uk/
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Appendix 2. Templates
Template 1. Format for scoping the assessment
Description
Population



Project scope

Describe the disease or health
condition of interest. Provide ICD-10
code and MeSH-terms for it.
Describe the target population;
possible limitations for instance in age,
sex, severity, stage or risk (e.g. men over
65, in low to moderate risk of having the
disease, or adult patients with gradus 34 disease). Provide Mesh-terms.
Describe the intended use of the
technology: treatment or prevention, first
line/second line treatment,

Intervention

Describe the intervention detailed enough to
distinguish it from relevant other technologies:
chemical substance and category, mode of.
administration modes. Provide ATC Code and
MeSH term..
Comparison

Describe the comparators for this assessment.
The technology can be compared to e.g. another
specific technology, management pathway
without the technology, usual care, not doing
anything, or placebo. Include the rational for
choosing the comparator. Provide MeSH-terms.
See the guideline ‘Comparators and
comparisons – Criteria for the choice of the most
appropriate comparator(s)
Outcomes

Describe the most important effectiveness and
safety outcomes for this assessment. Include
the rational for choosing the outcomes.
See the guideline ‘Endpoints used for REA of
pharmaceuticals’.
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Template 2. Checklist for potential ethical, organisational, social and legal
aspects
The rapid assessment of medicines is based on the EUnetHTA core model. However, due to the
nature of the technology (pharmaceuticals) and the purpose of the assessment (to be used in
decision-making, usually in the context of reimbursement of newly authorised medicines) with is
inherent time limits, the assessment focuses on the first four domains of the Core Model. The
economic domain is currently excluded.
The following checklist is a short list of questions in order to determine whether there are specific
ethical, organisational, social and legal aspects which also need to be addressed. Since the
assessment is comparative in nature, only new issues should be dealt with, which arise from a
difference between the medicine to be assessed and its major comparator(s). Already known
problems/issues with regard to ethical, organisational, social and legal aspects which are common
to the technology to be assessed and its comparator(s) will, as a rule, not be addressed, as it is not
to be expected that the addition of a new medicine will lead to changes.
If a question is answered with ‘yes’, further analysis of these issues may be warranted. If they are
answered with no, the domains need not be dealt with further. Examples are provided for
clarification.
1. Ethical
1.1. Does the introduction of the new medicine and its potential use/nonuse
instead of the defined, existing comparator(s) give rise to any new ethical
issues?

Yes/No

1.2. Does comparing the new medicine to the defined, existing comparators
point to any differences which may be ethically relevant?

Yes/No

Example:
 The marketing authorisation holder claims that its product is superior, but has decided to
limit the amount of the new medicine, which means that it has to be rationed and not all
patients who need it can receive it. The comparator is freely available.
2. Organisational
2.1. Does the introduction of the new medicine and its potential use/nonuse
instead of the defined, existing comparators require organisational
changes?

Yes/No

2.2. Does comparing the new medicine to the defined, existing comparators
point to any differences which may be organisationally relevant?

Yes/No

Examples:
 The new medicine will replace a surgical intervention which may lead to excess capacity in
relevant areas.
 The new intervention requires the establishment of specialised centers for administration
3. Social:
3.1. Does the introduction of the new medicine and its potential use/nonuse
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instead of the defined, existing comparator(s) give rise to any new social
issues?
3.2. Does comparing the new medicine to the defined, existing comparators
point to any differences which may be socially relevant?

Yes/No

Example:
 A medicine which is widely used by persons with abuse problems and which colors the
tongue blue, thus immediately identifying the user as such. Comparators do not have this
property.
4. Legal:
4.1. Does the introduction of the new medicine and its potential use/nonuse
instead of the defined, existing comparator(s) give rise to any legal issues?

Yes/No

4.2. Does comparing the new medicine to the defined, existing comparators
point to any differences which may be legally relevant?

Yes/No

Examples:


The comparator for the new medicine is a pharmaceutical which is not licensed in the
indication of concern, but widely in use.

The comparator for the new pharmaceutical is a controlled, restricted substance, the
new medicine is not.

The most appropriate comparator for the new medicine is available as a pharmacycompounded medicine, but not as a finished product with marketing authorisation.
Note: The assessment should not address patent-related issues.
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Template 3. Selecting relevant assessment elements and translating the
generic issues into actual research questions
Table [x]. Selected assessment elements
ID

Domain

Topic

Issue

[ copy all the generic
questions from the
Model for Rapid REA
in this column
(marked in column
k)]

Relevance
in this
assessment
Yes/No

Reason for non-relevance/
Research question(s)

[If you selected yes, translate
the generic issue into actual
research question(s). If you
selected no, provide an
explanation why you deemed
this element as not relevant.]
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Template 4. Result card
Name of the
project
Domain
Topic
Issue ID
Research
question
Methods

EUnetHTA JA WP pilot on XXX
[write the name of the domain}
[the topic under which this question belongs, copy it from the assessment table
in the model]
[from the assessment element table in the model]
[Copy one research question from Table 3]
Source




of information:
Basic documentation
Domain search
Other:
[use also Table 2 to document]

Critical appraisal criteria
Method of synthesis
Result

[Plain text and tables. Present result data only; no background information, no
interpretations]
[Citations in text in the form: Surname of first author Year]

Discussion

[E.g. interpretation of findings, problems identified in identifying or quality of
information, pending research, or need for further research.]
[Alphabetic order, Vancouver style]

References
Importance
and
transferability

How important is this piece of information for decision making?
Critical
Important
Optional
How transferable is this piece of information, i.e. can it be used in national
decisions as such?
Completely
Partly
Not
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Template 5. Table for reporting results from clinical trials
Title: <title> {as indicated on the study report}
Study identifier

Design

<code>

{list all codes starting with the protocol number followed by – as
available - EudraCT number, ISRCT number, other codes that allow
cross-referencing to publications}
<free text>

{describe key elements of the design (cross-over, parallel, factorial,
dose-escalation, fixed-dose response) including randomisation,
blinding, allocation concealment, mono-/multi-centre, etc.}

Hypothesis
Treatments groups

{add as many rows
as needed to
describe the
treatment groups}

Duration of main phase:

<time>

Duration of Run-in phase:

<time> <not applicable>

Duration of Extension
<time> <not applicable>
phase:
<Superiority> < Equivalence> <Non-inferiority> <Exploratory:
specify>
<group descriptor>
<treatment>. <duration>, <number
{provide abbreviation for
randomised>

use later in the table of the
results section}
<group descriptor>

<label>

<treatment>. <duration>, <number
randomized>
<treatment>. <duration>, <number
randomised>
<free text> {provide brief description}

<label>

<free text> {provide brief description}

<label>

<free text> {provide brief description}

<group descriptor>
Endpoints and
definitions

{add as many rows
as needed to
describe the
endpoints; for the
secondary
endpoints select
the ones
considered most
relevant and
reported in the
results section}

Database lock

<Co>Primary
endpoint

<Secondary>
<other:
specify>
endpoint
<Secondary>
<other:
specify>
endpoint
<date>

{generate
abbreviatio
n for use
later in the
table of the
results
section}

Results and Analysis

{present the result separate for each analysis that is considered relevant for the conclusion on
the trial; in any case the pre-specified primary analysis should be presented}
Analysis
description
Analysis population
and time point
description

Primary Analysis
<Intent to treat> <Per protocol> <other: specify>

{consider adding a brief description of the definition of the population}
<time point>
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Title: <title> {as indicated on the study report}
Descriptive statistics
and estimate
variability

Treatment
group

<group
descriptor>

<group
descriptor>

<group
descriptor>

{as per above
terminology}

{as per above
terminology}

{as per above
terminology}

<n>

<n>

<n>

<point
estimate>

<point
estimate>

<point
estimate>

<variability
statistic>

<variability>

<variability>

<variability>

<endpoint>
(<statistic>)

<point
estimate>

<point
estimate>

<point
estimate>

<variability
statistic>

<variability>

<variability>

<variability>

<endpoint>
(<statistic>)

<point
estimate>

<point
estimate>

<point
estimate>

<variability
statistic>

<variability>

<variability>

<variability>

Number of
subject
<endpoint>

{label as above}
(<statistic>)

{e.g. mean,
median, etc}

{e.g. standard
deviation,
confidence
interval, etc}

Effect estimate per
comparison

{add as many rows
as needed to
describe the relevant
statistical testing
performed}

<Co->Primary
endpoint

Comparison groups
<test statistic> {e.g.
difference between
groups}
<variability statistic>

{e.g. confidence
interval, etc}
P-value{indicate
statistical test used,
e.g. ANOVA}
<<Co->Primary
>
<Secondary><ot
her: specify>
endpoint

{indicate
endpoint using
terminology as
per section
“Endpoint and
definitions}

<<Co->Primary
>
<Secondary><ot
her: specify>
endpoint

<group descriptors>

{as per above
terminology}

<point estimate>
<variability>
<P-value>

Comparison groups

<group descriptors>

<test statistic>
<variability statistic>
P-value

<point estimate>
<variability>
<P-value>

Comparison groups

<group descriptors>

<test statistic>
<variability statistic>
P-value

<point estimate>
<variability>
<P-value>
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Title: <title> {as indicated on the study report}
Notes

<free text>

{consider amongst others the following information:
- reasons for drop-outs
- critical findings with regard to the analysis}

Analysis
description

{repeat all the above
sections for each
analysis that is
considered relevant}

<Secondary analysis> <Co-primary Analysis> <Other, specify: >

{also indicate if the conduct of the analysis was pre-specified}
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Template 6. Domain report
Name of the domain domain
Authors:

Domain methodology
Domain framing
[In case it was necessary to deviate from the general scope of the project when
reporting the results in certain research questions this should be reported here]
Research questions [Here the included assessment elements and the formulated
research questions should be listed]
Element ID

Research question

Sources
[List the sources that were used. In case a domain specific search was performed
this should be reported here as well in general terms. Details on the search should be
reported in the specific assessment element. In case a own survey was performed to
retrieve information this should be described as well]
Analysis
[Describe here if it was sufficient (or feasible) to simply retrieve information from
one of the sources or whether an analysis was performed (e.g for example an indirect
comparison). In case an, analysis was performed the methods should be described (not
to detailed, the details should be reported in the specific assessment element)]
[Describe whether and if yes which quality assessment criteria were used]

Synthesis
[Include a description on how the data are presented. E.g: Most of the research
questions could be answered in plain text format. In addition, evidence tables were used
in some instances.]

Summary of main results
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[This section should summarise the most relevant findings from the result cards.
Transparency in information retrieval is crucial; therefore the sources of the statements
should be included in the summary (e.g. Author, year). In addition this section should
limit itself to the results (facts). Interpretation of the data should be included in the
discussion section.]

Discussion
[In this section:
 the interpretation of the findings should be discussed
 issues that may affect the interpretation should be discussed (the quality
of the evidence, related uncertainties and the applicability of the
evidence)
 evidence gaps and related questions should be discussed]
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Template 7. Summary

Summary of relative effectiveness of [XXX]
The assessment element ID codes in brackets (e.g. A0001) refer to the result cards
in Appendix 1, which give details of the relevant results.

Scope
Population
Intervention
Comparator(s
)
Outcome(s)

Introduction
Health problem
[Describe the incidence/prevalence] (A0023). [Describe risk factors] (A0003).
[Describe symptoms] (A0005). [Describe natural course of disease] (A0004).
[Describe how disease is diagnosed] (A0024). [Describe current treatment] (A0025).

1

Description of technology
[Describe regulatory status] (A0020).7 [Describe mode of action] (B0001). [Describe
available comparators] (A0025 and/or B0002).
[Describe recommended dose and specific warnings to discontinue treatment] (B0001).
[Describe monitoring requirements for patients treated with intervention] (C0062).
[Describe additional pharmacovigilance activities] (C0007)

Results
Available evidence
[Describe body of evidence] (safety and clinical effectiveness domain)
Upcoming evidence
[Describe ongoing trials] (safety and clinical effectiveness domain)
Clinical effectiveness
[Summarise the result of the most relevant effectiveness endpoints in comparison to the
chosen comparator(s)] (D0001, D0005, D0012, D0013)
Safety
[Summarise the result of the most relevant safety endpoints in comparison to placebo]
(C0001)
[Summarise the result of the most relevant differences in safety endpoints compared to
the comparator(s)] (C0008)
Reimbursement
[Summarise the reimbursement status of the pharmaceutical in different countries]
(A0021).
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Summary table of relative effectiveness of [name of pharmaceutical]
[Indication]

The assessment element ID codes (e.g. D0001) refer to the result cards in Appendix 1, which give details
of the relevant results.

[pharmaceutical
]

[Comparator 1]

Quality of body
of evidence

[pharmaceutical
]

[Comparator 2]

Quality of body
of evidence

Health benefit
OS
QoL
[numerical
[numerical
estimate,
estimate,
confidence
confidence
interval]
interval

Endpoint 3
[numerical
estimate,
confidence
interval

Harm
Serious
AEs
[numerical
estimate,
confidence
interval

[result
numerical
estimate
(confidence
interval)]
[No of
assessmen
t element]
[summaris
e quality of
evidence
for
endpoint]

[result
numerical
estimate
(confidence
interval)]
[No of
assessmen
t element]
[summaris
e quality of
evidence
for
endpoint]

[result
numerical
estimate
(confidence
interval)]
[No of
assessmen
t element]
[summaris
e quality of
evidence
for
endpoint]

…..

….

…..

….

Severe AEs
(Grade 34)
[numerical
estimate,
confidence
interval

Frequent
AEs of any
severity
grade
[numerical
estimate,
confidence
interval

[[result
numerical
estimate
(confidence
interval)]
[No of
assessmen
t element]
[summaris
e quality of
evidence
for
endpoint]

[result
numerical
estimate
(confidence
interval)]
[No of
assessmen
t element]
[summaris
e quality of
evidence
for
endpoint]

[result
numerical
estimate
(confidence
interval)]
[No of
assessmen
t element]
[summaris
e quality of
evidence
for
endpoint]

….

….

….

….

….

….

….

….

Abbreviations: AE=adverse event; OS=overall survival; QoL=quality of life

Discussion
[Discuss potential limitations of the endpoints presented and the quality of the available
evidence (internal validity)]
[Discuss the applicability of the available evidence (external validity)]
[Discuss the evidence gaps in the currently available evidence, refer to ongoing trials if
applicable and provide recommendations on further research required]

Conclusion
[Conclude whether the pharmaceutical is less/similar/more effective than the
comparator(s). In case such a conclusion if not possible, formulate a statement such as:
‘there is insufficient evidence to determine whether …..]
[Conclude whether the pharmaceutical has a better/similar/worse safety profile than the
comparator(s). In case such a conclusion if not possible, formulate a statement such as:
‘there is insufficient evidence to determine whether …..]
[Conclude on further research required]
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Template 8. Reimbursement status
Table [X]. Reimbursement status of [XXX]
Country
[Australia]
[Austria]
[Belgium]
[Czech Republic]
[Denmark]
[England and Wales]
[Finland]
[France]
[Germany]
[Italy]
[Norway]
[Poland]
[Portugal]
[Scotland]
[Slovakia]
[Spain]
[Sweden]
[The Netherlands]
[USA (VA Pharmacy Benefits
Management Services) ]

Reimbursed

Not reimbursed
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Appendix 3. Systematic review of the literature
Ideally systematic reviews on randomised controlled trials (RCTs) are the basis of
knowledge of effectiveness of an intervention (CRD guidance 2009). The principles on
how to conduct a systematic review are nowadays widely agreed upon and most of the
methodologies published by different organisations vary only in details. The most widely
used methodology applies the principles and instructions of the Cochrane Collaboration
(Cochrane Handbook 2011). The same principles and procedures can be applied to
systematic reviews of non-randomised comparative study designs or observational
studies if there are no or only a few RCTs to answer the HTA question (CCOHTA 2001).
We base our guidance on publications from organisations and expert groups that have
shaped the field and that have gained broad consensus: the Cochrane Handbook for
Systematic Reviews (Cochrane Handbook 2011), the CRD guidance for systematic
reviews (CRD guidance 2009), statement from methodological expert groups such as the
CONSORT statement (Altman 2001, Piaggio 2006, Moher 2001) or the PRISMA statement
for reporting of systematic reviews (Moher 1999, Clarke 2000), the checklist for HTA
reports by INAHTA (Hailey 2003), the PRISMA statement (Liberati 2009) and the GRADE
Working Group recommendations for grading quality of evidence and strength of
recommendations (Atkins 2004, Guyatt 2006).
This appendix intends to provide a structure for a systematic assessment of
interventions. It is not a hands-on textbook on how to perform a systematic review - for
this we refer readers to an extended list of further readings which we found helpful in
writing the section and which covers those issues in much more detail.
We have aimed at a pragmatic guidance for a health technology report on clinical
effectiveness including all the phases from stating the question to the interpretation and
judgements about the evidence, and even to stating the recommendations, the latter for
those organisations that provide recommendations to policy makers as part of their
HTA-report.

How to plan and conduct a systematic review of effectiveness
Background work

In the process of conducting a systematic review to assess the effectiveness of a
technology, it is wise to check whether others have already published HTA-reports and /
or systematic reviews covering the same intervention (Kristensen 2001). In the search for
systematic reviews the following databases are suggested:
 Cochrane Database of Systematic Reviews.
 A number of databases provided by the Centre for Reviews and Dissemination
(CRD)
o Health Technology Assessment (HTA) Database
o Database of Abstracts of Reviews of Effects (DARE)
o NHS Economic Evaluation Database (NHS EED)
With a bit of luck one may identify a systematic review on the topic of interest, which is
sufficiently comprehensive, sufficiently recent, satisfies the requirements on
methodological quality, and meets the research questions. If the report is judged to be
transferable to one's own health care system and the local setting, then this report could
be the basis for the core assessment. It must be noted that such a review is probably
only available in the context of a full assessment, a while after marketing authorisation,
and not in the context of a rapid assessment shortly after marketing authorisation.
If not, one might need to execute a full systematic review of clinical efficacy /
effectiveness. Doing a systematic search will lengthen the timelines within which a rapid
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assessment is feasible. The following paragraphs provide a more detailed guidance for
this task.

Phrasing the problem as focussed and standardised questions

The first step for the review is to translate the health care problem into focused,
structured and searchable questions that capture the essential elements of the health
care problem and the benefit one may achieve with the use of the technology. To
accomplish this it can be necessary to break down the problem into several research
questions that follow the PICO-structure as described above.
The reviewers need to define the study design(s) they are willing to consider for their
review. Following the hierarchy of study designs (Guyatt 2006), reviews on efficacy /
effectiveness are generally limited to randomised designs, but it may be necessary to
broaden the inclusion to other designs, if data from RCTs are not available or are
insufficient (See flowchart)). Sometimes it might be helpful for reviewers and users of the
reviews to explicitly state which aspects of a health care problem were not considered in
a review. Carefully defined and clearly focused questions will guide the reviewers when
doing the review and will help the users of the review to compare the objectives of the
review with their own health care problem, and to make decisions about the
generalisability and transferability of the findings to their own health care settings.
Reviews should follow an a priori defined protocol, and possible deviations from the
protocol should be described.

Databases and other sources

The focused, structured and searchable question will drive the literature search. The
literature search should be comprehensive and transparent. A large variety of sources
are available:
 general medical databases (such as Medline, Embase, Cochrane Controlled Trials
register),
 topic pecific databases for specific questions (such as CINAHL, PSYCINFO, ASSIA,
SOCIOLOGICAL ABSTRACTS)
 trial registers (such as Current Controlled Trials ( http://www.controlledtrials.com/) orClinical Trials (http://www.clinicaltrials.gov/),
 hand searching of journals and the so-called ‘grey literature’ (e.g. abstract
books).
 Especially in the case of rapid assessments of pharmaceuticals also the database
of the European Medicines Agency (EMA) and of the Food and Drug
Administration (FDA) should be included in the search.
Performing supplementary approaches to identify studies, such as checking reference
lists and/or an additional search in Science Citation Index (SCI) of the included articles is
a valuable complementary approach. Additional information can be collected from
contacts with manufacturers and consultation with experts (domestic and foreign) and
agencies. The resources (staff time and cost) required for a comprehensive search can
vary considerably for individual sources. Restrictions in locating studies should be given
(year, language, population etc).
The reporting of the search is essential for the transparent reporting of a systematic
review. The following items should be stated: the databases searched, the platform or
provider (such as OVID, Dialog or PubMed), and the start and end dates for the search of
each database. The full search strategy should be presented for at least one major
database.
Supplementary approaches should be reported. In terms of the attempts to acquire any
missing information from investigators or sponsors, it is also useful to describe briefly
who was contacted and what unpublished information was obtained (Lefebvre 2008,
Institute for Quality and Efficiency in Health Care 2008).
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Selection of studies
The selection process is iterative and includes two or more phases considering the
inclusion and exclusion criteria: first the selection of potentially relevant titles and / or
abstracts, then the selection of full papers that are considered as potentially relevant,
then the selection of the final set of studies. At the end of the review, a general update
of the most recent literature should follow the same steps. Since some of the decisions
in the selection process will always remain subjective, engaging two or more reviewers in
this process will improve transparency and objectivity, especially when the report
presents information about the degree of agreement or disagreement among reviewers
and how disagreement was solved (e.g. consensus after consulting a third researcher).
Using a flow chart to display the process of study selection as shown below has been
proven to be very informative. The flow chart describes the number of citations and
studies identified at each step as well as the number excluded, with reasons for
exclusion at each stage ending at the final number and types of studies included.
In the European Public Assessment Report (EPAR) regularly data of unpublished clinical
trials are included. For a relative effectiveness assessment the information included in
the EPAR may not be sufficient. It may be an option to request additional complementary
data from the marketing authorisation holder to be able to include important data in the
relative effectiveness assessment.
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Flowchart based on CEBM (Centre for Evidence-Based Medicine) Levels of Evidence:
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Flowchart: Reviews of Clinical Efficacy/Effectiveness Reports (CEBM Levels of
Evidence )
1. Direct evidence from good-quality RCTs should be used wherever possible.
Without this evidence, it may be necessary to look for indirect comparisons from
RCTs, with due consideration of the quality of the indirect comparison.
2. Homogeneous means there is limited clinical heterogeneity in trials, as assessed
by their included populations and interventions, plus the absence of evidence of
statistical heterogeneity.
3. This may be a systematic qualitative review of trial results without pooling.
Qualitative reviews should highlight clinical heterogeneity (differences in
participant characteristics, interventions, outcome measures), methodological
heterogeneity (study design and quality) and heterogeneity, with respect to
results. Tables are useful to describe populations, interventions, settings,
outcome measures, etc. It may also be possible to pool results using a random
effects model.
4. If only a limited number of poor quality RCTs can be identified, other study
designs can be considered. In some cases, even if RCTs are available, studies of
other types should be reviewed by the authors, e.g. to identify long-term
effectiveness and/or rare or long-term adverse effects.
5. CEBM (Centre for Evidence-Based Medicine) Levels of Evidence). Available
at:URL:http://www.cebm.net/index.aspx?o=5653. (Accessed: 09-09-2010)

Critical appraisal
See guideline Internal validity of randomised controlled trials and Applicability of

evidence in the context of a relative effectiveness assessment of pharmaceuticals.

Search strategy for safety data
Combination of different approaches in Medline and Embase is needed insofar available.
For rapid REA, it is more likely that study information is not (yet) published nor publicly
available. For a pharmaceutical that is already available on the market for other
indications, this approach in Medline or Embase makes sense however less for rapid
REA. Searches do not detect all relevant studies while indexing terms for adverse events
are not always assigned in original studies, and the authors do not mention adverse
events in the title or abstract (Derry 2001; Loke 2007). To improve the sensitivity of the
search, terms for specified adverse events have to be defined and looked up in each
database thesaurus to identify the relevant subject headings to be added in the search
strategy (Golder 2006). New, previously unrecognised adverse events remain therefore
easily undetected). There is no optimal search strategy for specifically identifying reports
of adverse events (Loke 2007, Golder 2010). Following approaches can be used to
complement the search strategy with key elements derived from study population and
the technology in question:
o

o

Index terms (thesaurus terms, e.g. MeSH in Medline)
o for specified adverse effects: e.g Gastrointestinal Hemorrhage,
Lymphedema, Pain, Nausea, Lethargy, Fatigue
o for harm in general: e.g. Adverse Effects (sub-heading), Safety, Toxicity,
Drug Toxicity, Complications
Text words (terms used by the original authors in title and abstract), also taking
into account different conventions in spelling and variations in the endings of the
terms.
o for specified adverse effects: nausea, pain, anxiety, tiredness, lethargy,
malaise, fatigue, anaemia, QT-prolongation…
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for harm in general: side-effect, adverse event/reaction and
complications.
o Search terms to capture certain study design, such as cohort studies
o Describe the rationale for exploratory analyses for adverse events.
o Make a distinction between passive surveillance (e.g. spontaneous reports),
stimulated reporting (e.g. in-hospital settings) and active surveillance (e.g.
sentinel sites, safety as reason for registries) in reports of pharmacovigilance.
o Specify if searching in susceptible patient groups: elderly, comorbidities, coprescription, pregnancy.
o Specify if you search for medication errors or other errors or accidental
administrations.
o Specify if you search for precaution measures, contraindications or organisational
measures to avoid harm.
The methodological approach used in identifying data on adverse events can vary.
Therefore, the search strategies should be clearly reported. The search strategy should
always be relevant in the context of the natural history of the disease.
In case of including qualitative research on patient safety specific strategies and
available filters may be helpful. These filters should never eject data on quantisation of
harm nor serious adverse effects.
o

References:
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Appendix 4. Development of the Model for Rapid Relative
effectiveness assessment
Back to top

Background information on EUnetHTA Joint Action work package 5
Several member States of the European Union (EU) have expressed an interest in joint assessments
of relative effectiveness of (new innovative) pharmaceuticals. The Directorates General for Health
and Consumers (DG Sanco) and General Enterprise and Industry (DG Enterprise) of the European
Commission have indicated in earlier communications that they have no intentions to develop new
central institutions. Upon the completion of the Pharmaceutical Forum, the EUnetHTA network was
identified as an appropriate candidate for developing scientific recommendations for
improvements in relative effectiveness assessment (REA).
Work package 5 (WP5) on Relative Effectiveness Assessment in EUnetHTA
WP5 was developed as part of the new proposal for a EUnetHTA Joint Action between 2010-2012
that was filed to DG Sanco on May 20, 2009. The EUnetHTA Joint Action grant agreement was
signed in December 2009 on behalf of 33 participating partners.
The objectives of WP5 (as defined in the EUnetHTA Grant Agreement 2010-2012) are:
Development of health technology assessment tools and methods: Improved REA by identifying
areas where methodological guidance is needed and by providing it, suggesting ways to integrate
relative effectiveness assessment of pharmaceuticals as a special version of the HTA Core Model;
Application and field testing of developed tools and methods: a REA of (a group) of
pharmaceuticals in line with the core health technology assessment development.

Course of development
It was soon noticed while starting to develop this model that people give different meaning to the
phrase ‘relative effectiveness assessment’. The purpose of a REAis to inform health care
professionals, patients and decision makers about the added therapeutic benefit of an intervention
compared to already existing interventions and focuses on the clinical implications of the
intervention. However, the exact scope is undefined. It is rather a basket term for which no clear
boundaries are available. Therefore the following agreements were done for the development of
the model:
In line with the recommendation of the Pharmaceutical Forum that relative effectiveness and costeffectiveness should be considered as two separate entities, the domain of cost-effectiveness is
excluded from the scope of WP5.
Originally, two models were to be developed in WP5:
a) Model for Rapid REA for (single) rapid assessments which are in general assessments of a new
pharmaceutical at the time of introduction to the market in comparison to one or more alternative
interventions.
b) Model for Full REA assessments of pharmaceuticals (non-rapid) of (all) available
technolog(y)(ies) for a particular step in a treatment pathway or a specific condition. This is
generally done some years after marketing authorisation.
For a rapid assessment a limited number of comparators is used as opposed to a full assessment,
where multiple technologies are considered. Additionally, even though similar methodology is
followed in the collection of evidence, due to tim(e)(ing) and sometimes scope limitations, the
rapid assessment is less comprehensive than the full assessment model.
As presented in Figure 3 the scope of the Model for Full REA is all domains of the HTA Core Model
except for cost and economic considerations. The scope of the Model for Rapid REA is also all
domains of the HTA Core Model, except for cost and economic considerations, however only a
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limited number of elements of the ethical analysis, the organisational analysis, the social aspects
and the legal aspects are included.

Figure 3. Model development within WP5

WP5
HTA Core Model

Model for Full REA

Model for Rapid REA

Health problem and current
use of technology

Health problem and current
use of technology

Health problem and current
use of technology

Description and technical
characteristics of the
technology

Description and technical
characteristics of the
technology

Description and technical
characteristics of the
technology

Safety
Effectiveness

Safety
Effectiveness

Safety
Effectiveness

Cost and economic
considerations

Cost and economic
considerations

Cost and economic
considerations

Ethical analysis

Ethical analysis

Ethical analysis

Organisational analysis

Organisational analysis

Organisational analysis

Social aspects

Social aspects

Social aspects

Legal aspects

Legal aspects

Legal aspects

Mutliple comparators
Years after market
authorisation
Indication based

Limited number of
comparators
Soon after market
authorisation

In 2011, the first version of the Model for Rapid REA was tested in a pilot. Based on this pilot the
following decisions were made regarding further development of the models:


WP5 Joint Action will focus on the further development of the Model for Rapid REA. The
Model for Full REA will further be developed in WP8 Joint Action 2;



The main focus of the Model for Rapid REA should be the first four domains. A short
checklist should be developed to check if there may be relevant
social/legal/ethical/organisational issues to add to the first four domains during the
scoping phase (see Figure 1);



A REA submission file by the marketing authorisation holder should serve as the basic
document in a rapid assessment with additional literature search only if required.

Most relevant deviations from the HTA Core Model
The following principles were considered very relevant during the development of the Model for
Rapid REA of Pharmaceuticals:
 From a legal viewpoint, following the European transparency guideline (Transparency
Directive 89/105/EEC ), some countries have the legal obligation to do an assessment of
pharmaceuticals within a certain time period (90/180 days). The Model for Rapid REA of
Pharmaceuticals is developed bearing in mind that the assessment should meet these strict
timelines;
 The Model for Rapid REA of Pharmaceuticals is developed for a different collaboration
model than the traditional way of working for a HTA Core Model. In contract to the
traditional way of working in which many agencies are collaborating as authors the amount
of authoring agencies should be limited to two. In addition, all domains should be written
by the same authors. To preserve the benefit of broad participation of agencies that is
ensured in the traditional collaboration model, several agencies should be involved to do
in-depth review;
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The principles have led to a Model for Rapid REA of Pharmaceuticals that differs from the
traditional HTA Core Model on the following points:
 Only the first four domain are included.
 In addition, a short checklist is included to check if there may be relevant
social/legal/ethical/organisational issues to add to the first four domains during the
scoping phases;
 It includes only a selection of the assessment elements of the traditional HTA Core Model
(the ones that are considered relevant for a REA)
 A REA submission file by the marketing authorisation holder and the European Public
Assessment Report are the primary sources for the assessment (instead of doing a de novo
assessment);
 The general scope of the subject under assessment includes all PICO elements (instead of
Technology Indication Comparison [TIC]). In addition, domains specific scopes are not
intended;
 There is only a general methods section instead of domain specific methods sections
 Guidance on how to produce a ‘relative effectiveness section’ that combines data from all
domains

Definitions specific to the Rapid and Full models for relative effectiveness
assessment of pharmaceuticals
Relative effectiveness: the extent to which an intervention does more good than harm compared to
one or more intervention alternatives for achieving the desired results when provided under the
usual circumstances of health care practice (HLPF 2008b).
Relative efficacy: the extent to which an intervention does more good than harm, under ideal
circumstances, compared to one or more alternative interventions (HLPF 2008b).
Rapid assessment of relative effectiveness of pharmaceuticals: A rapid assessment is an

assessment of a specific technology within a limited timeframe in comparison with one or more
relevant alternative interventions. It may assess a new pharmaceutical launched onto the market,
or (re)assess a pharmaceutical for a new indication or when new relevant data are available
(Kleijnen et al. 2012).

Full assessment of relative effectiveness of pharmaceuticals: The assessment of multiple

technologies within a disease area. It is typically conducted several years after the technologies
have been introduced to the market and may not have to be carried out within a certain time frame
(Kleijnen et al. 2012).

Working process for developing the Model for Rapid Relative Effectiveness
Assessment

First version of the Model for Rapid Relative Effectiveness Assessment
The first version of the model was developed in 2010-2011.
The first version was produced by several working groups called Domain teams. Each team
focused on one domain. The roles were divided into authors and reviewers. The authors used the
existing text of the medical & surgical interventions application (EUnetHTA 2008a and b) as well as
draft versions of the screening application as base text and had as task to update the generic
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Model and to consider adding specific elements and methodological guidance considering
pharmaceuticals. Reviewers commented the draft versions of authors' work.
The task was divided into three sections:
Updating the Domain description,
updating the Assessment elements table, and
updating the Domain methodologies.
The authors got the task to modify the base text so that it remains generic, i.e. is applicable to all
types of technologies; medical & surgical interventions, diagnostic, and screening technologies.
If there is a need to amend information that is specific for pharmaceuticals only, it should be
marked in italics or placed under separate subheading.
The domain descriptions in the earlier Model applications were heterogeneous across domains;
they were of different length and different in content. In some domains, there were actually two
quite different domain descriptions from the earlier model applications, and the current
investigators had to start with combining these two into one generic domain description. The
investigators got the task to harmonise the texts within and across the domains, and make the
text shorter and friendlier to readers, considering the fact that the text will finally appear in the
online tool.
Regarding the assessment elements the authors were encouraged to go through the topics and
issues in the table, one by one, asking the following questions:
Does this issue apply/ should we keep this issue in the application on pharmaceuticals?
If no, suggest removing it from the pharmaceuticals model
If yes, ask yourself, does the issue need some modification?
If yes, please modify. Notice that the issues should be generic questions. You should formulate
them to be pharmaceuticals specific.
Are there issues missing, that are relevant to pharmaceuticals?
If yes, add new element (row)
Is the topic-issue hierarchy logical and useful
If not, suggest changes
Suggest amendments or changes to the Clarification, Information sources and Reference fields
Consider the Importance and Transferability of each element. Suggest changes to the existing
numbers.
Suggest amendments or changes to the Relations fields. Identify elements with relevance for order
of doing a core HTA (Do certain elements need to be answered before one can continue working
with this element?) or possible overlapping (Are there elements which require same original
studies and where there is a possibility to duplication of work?).
The methodological guidance that is applicable in several, or even in all domains, were moved to
the ‘Common methodologies’ section.
It was made explicit that the style should not be a text book, neither a methodological article.
Instead of lengthy descriptions, the investigators were encouraged to write brief sentences and
use lists and links to useful sources and tools.
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Second version of the Model for Rapid Relative Effectiveness Assessment
The 2nd version of the model was produced in 2012. The experience gathered in a pilot rapid
assessment that was conducted in 2011 with the 1st version of the model was used make the
model more practical and easy to use for a rapid assessment.
Based on the pilot the following changed were implemented:
 The model is limited to the first four domain
 In addition, a short checklist is included to check if there may be relevant
social/legal/ethical/organisational issues to add to the first four domains during the
scoping phases;
 Only a limited selection of the assessment elements of the traditional HTA Core Model (the
ones that are considered relevant for a REA) are included
 A REA submission file by the marketing authorisation holder and the European Public
Assessment Report are the primary sources for doing an assessment (instead of doing a de
novo assessment);
 The general scope of the subject under assessment includes all PICO elements. ;
 There is only a general methods section instead of domain specific methods sections
 Guidance on how to produce a ‘relative effectiveness section’ that combines data from all
domains is included
 The formulation of text in the assessment elements was improved
The changes were implemented by CVZ, after which the domain teams from the first version of the
model functioned as dedicated reviewers.
References:
EUnetHTA. 2008a. Work Package 4. HTA Core Model for diagnostic technologies v 1.0r. Available
at: http://www.eunethta.net/Public/EUnetHTA_Deliverables_project_2006-2008/.
EUnetHTA. 2008b. Work Package 4. HTA Core Model for medical and surgical interventions v 1.0r.
Available at: http://www.eunethta.net/Public/EUnetHTA_Deliverables_project_2006-2008/
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Appendix 5. Recommendations of guidelines on
methodological issues
The full text of the guidelines is available on: [link to full guidelines]

Endpoints used in REA of pharmaceuticals:

Clinical endpoints
The full text of the guideline is available on: [link to full guideline]
Recommendations – Clinical endpoints
1. All clinical endpoints should be comprehensively defined and justified in the study
protocol(s) and report. They should be clinically relevant to the disease being treated.
2. Endpoint estimates should be presented to show both statistical significance and clinical
relevance.
3. Where appropriate, endpoints should be expressed in natural units (e.g. post-operative
infections prevented).
4. The implications of the observed treatment effect on clinical endpoint should be easy to
interpret.
5. Clinical endpoints should be sensitive to treatment differences.
6. Measurement of clinical endpoints:
a. Clinical endpoints should be measurable within a reasonable period of time for all
or a high proportion of patients.
b. Both relative and absolute measures should be presented. Responder analysis may
be presented when appropriate.
c. A clinical endpoint should be measured with minimal measurement or assessment
error.
7. Where a continuous or ordinal endpoint is converted to dichotomous, there should be a
clear justification for the choice of cut-point.
8. Clinical endpoint estimates should come from unbiased studies, especially with respect to
detection bias (e.g. appropriate blinding).
9. An endpoint should be independent of jurisdiction or region to maximise comparability.
10. The analysis of endpoint data should explicitly state the handling of missing data.
11. Clinical endpoints should be long-term or final endpoints where possible, although shortterm endpoints are acceptable for acute conditions with no long-term consequences. Allcause mortality should be used where relevant as it is the most unbiased endpoint. Overall
survival is the preferred clinical endpoint in a survival analysis.
12. Any extrapolation from intermediate to final endpoints should be underpinned by a clear
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Recommendations – Clinical endpoints
biological or medical rational or a strong or validated link.
13. Multiple endpoints can be presented, including adverse event endpoints. It might be
helpful to determine a hierarchy of endpoints.
14. Appropriate adjustment should be considered for multiple hypothesis testing.
15. Composite endpoints should be presented in disaggregated form, be based on endpoints
of clinical importance for REA and ideally show a homogenous response across all
components.

Composite endpoints
The full text of the guidelines is available on: [link to full guideline]
Recommendations – Composite endpoints
1

2
3
4
5
6
7
8
9

10
11
12
13

Composite endpoints should generally not be used if a suitable single primary
endpoint is available. If a single primary endpoint is not available or if a composite
endpoint can be justified to be more suitable (e.g. rare disease/event), it may be
chosen instead.
There should be prior empirical and clinical evidence of the value of each chosen
component for the composite outcome.
The number of components of the composite endpoint should be limited to 3 or 4 in
order to avoid problems in the analysis and interpretation.
Trials using composite endpoints should follow CONSORT guidelines and report prespecified primary and secondary endpoints to allow appropriate interpretation.
Changes in the definition of a composite endpoint should not occur during the trial.
All components of a composite endpoint should be separately defined as secondary
endpoints and reported with the results of the primary analysis.
Components of similar clinical importance and sensitivity to intervention should
preferably be combined. Heterogeneity (mix of subjective and objective endpoints)
should be avoided.
Inclusion of components in which influence of the intervention is known to be small
or unlikely should be avoided. If adequate, mortality should however be included if it
is likely to have a censoring effect on the observation of other components.
Composite endpoints can be used to assess not only effectiveness but also harms of
a pharmaceutical.
CE reporting
Treatment effects should be reported on the CE at the first place. Results should also
be reported for each component of a composite endpoint in the way it contributed to
the result within the composite endpoint. All results should be reported separately
even if they lack statistical power.
A list of results for all components should be provided in a table with confidence
intervals.
Separate components can be reported according to hierarchical levels, for example
L1, all- cause mortality, L2, cause-specific mortality, L3, nonfatal clinical events, L4,
symptoms.
In cases where the composite endpoint includes fatal and non-fatal events, it is
recommended to report results on relevant combinations of components of the CE.
All data should be reported. The number of patients with partially missing values on
some components should be reported in detail.
If there are relevant subgroups or special patient populations at risk (such as elderly,
or patients with renal failure), results should be provided for these subgroups.
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Recommendations – Composite endpoints
14

15

16
17

Analysis and synthesis of the evidence from CE studies in REA
Treatment effects should be interpreted based on the CE at the first place. However,
treatment effect on teach component of a composite endpoint in the way it
contributed to the result within the composite endpoint should also be analyzed to
assess whether an intervention had similar effects on all endpoint components.
It is recommended to check that clinically important components of the composite
endpoint are not affected negatively by the treatment, as some treatments may have
negative effect on one component which can be masked by a large beneficial effect of
the remaining components. In these cases it may not be possible to conclude that the
treatment has a clinically relevant effect on the composite endpoint as a whole. It
should be stated and/or identified by the REA process which component is mainly
responsible for the overall effect
If valid and comparable composite endpoints from several studies are available,
consider basing the overall conclusion on a meta-analysis.
If – according to this table - there is a single relevant problem or a significant
accumulation of problems associated with a given CE, considerable uncertainty
concerning the validity of study results has to be concluded. The position of this
study in the hierarchy of evidence and its usefulness for REA will have to be
downgraded.

Surrogate endpoints
The full text of the guidelines is available on: [link to full guideline]
Recommendations – surrogate endpoints
Recommendation 1
The REA of pharmaceuticals should be based whenever possible on final patient-relevant clinical
endpoints (e.g. morbidity, overall mortality).
Recommendation 2
In the absence of evidence on final patient-relevant clinical endpoint that directly measures
clinical benefit, both biomarkers and intermediate endpoints will be considered as surrogate
endpoints in REA if they can reliably substitute for a clinical endpoint and predict its clinical
benefit.
Recommendation 3
If surrogate endpoints are used for REA, they should be adequately validated: the surrogate-final
endpoint relationship must have been demonstrated based on biological plausibility and
empirical evidence. The level of evidence, the uncertainties associated and the limits of their use
should be explicitly explained. Complete validation data should always be provided. For
adequately validated surrogate endpoints, a second validation for REA purposes will not be
necessary.
Recommendation 4
Validation of a surrogate versus patient-relevant clinical endpoint is normally undertaken in a
specific population and for a specific drug intervention i.e. validation is disease-specific,
population-specific and pharmaceutical class (technology) specific. Demonstration of surrogate
validation both within and across drug classes should be thoroughly justified.
Recommendation 5
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Recommendations – surrogate endpoints

For the first assessment, even if final endpoints are preferred, surrogate endpoints might be
accepted if the validity of the surrogate/final clinical endpoint relationship has been previously
clearly established on clinical endpoints of interest for REA. The availability of a sufficiently large
safety database is particularly important. Evidence on safety outcomes should always be
reported.
Recommendation 6
For the re-assessment, effectiveness should in principle be demonstrated on morbidity and
mortality endpoints (e.g. stroke, myocardial infarction, fracture). Comparative clinical data (or
evidence that data will be provided in a reasonable timeframe) on relevant clinical endpoints and
safety coming from post-marketing clinical trials and other sources should be provided whenever
possible before the re-assessment of the pharmaceutical can be carried out.
The absence of data on clinical endpoints relevant for REA might be acceptable when a clinical
endpoint is difficult or impossible to study (very rare or delayed) or target population is too small
to obtain meaningful results on relevant clinical endpoints even after very long follow-up (very
slowly progressive and/or rare diseases). However, these exceptions need to be carefully argued
and agreed in advance of an REA.
Recommendation 7
Re-assessment requirements for further data regarding relevant clinical endpoints should be
clearly defined when a REA has been previously made based on surrogate endpoints for the first
assessment.
Recommendation 8
Further methodological research on the use of surrogate outcomes is needed to inform future
REA approaches for the handling of surrogates.

Safety
The full text of the guidelines is available on: [link to full guideline]
Recommendations – safety
Recommendation 1
In relative safety assessment of pharmaceuticals main objectives of HTA assessors are summarised
as follows:
- To identify the adverse reactions
- To quantify the adverse reactions in terms of frequency categories, incidence, severity and
seriousness
- To compare the safety profile of the pharmaceutical with its comparator(s)/best standard of
care.
Recommendation 2
HTA assessors may focus their investigation on the following areas:
- The most frequent adverse reactions.
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Recommendations – safety
The “important identified” and “potential” risks associated with use of the product, according
to the RMP. These should include only the important identified and potential adverse
events/reactions, important identified and potential interactions with other medicinal
products, foods and other substances, and the important pharmacological class effects.

-

Recommendation 3
The HTA assessors should use consistent and precise terminology to avoid misleading results.
They should use the MedDRA Dictionary for describing adverse reactions.
Recommendation 4
Main sources of information of HTA assessors are:
-

EPAR, SPC and RMP (when available)
Published and unpublished (where acceptable under the specific HTA system guidelines)
randomised clinical trials
Manufacturer dossier
Unpublished full study reports (where acceptable under the specific HTA system guidelines)
Observational studies

Recommendation 5
It is necessary to evaluate both the risk of bias of sources of information and the quality of data on
adverse reactions.
Methods used to assess the risk of bias should be clearly described and results should be
reported. It should be clearly explained how the information on risk of bias will be used in the
synthesis of data.
To assess the data on adverse reactions, how the adverse effects were collected and reported
should be evaluated.
Useful questions to assess how the adverse reactions are collected:
- Were definitions given of reported adverse effects?
How were adverse effects data collected: prospective/routine monitoring, spontaneous
reporting, patient checklist/ questionnaire/diary; systematic survey of patients?
Useful questions to assess how the adverse effects are reported:
- Were any patients excluded from the adverse effects analysis?
- Did the report give numerical data by intervention group?
- Which categories of adverse effects did the investigators report?
- Did investigators report on all important or serious adverse effects, and how were these
defined?
- Were methods used for monitoring adverse effects reported?
- Was an independent data safety monitoring board established?
Recommendation 6
Characteristics of selected studies should be summarised in a table. Useful information on studies
characteristics are the following:
- methods (study design, follow-up period);
- participants for both arms (setting, age, sex and country/geographic area),
- intervention and comparators (for pharmaceuticals: the name, dose, frequency, way of
administration and duration);
- outcomes;
- methods to collect adverse effects.
Different tables should be elaborated for RCTs and observational studies.
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Recommendations – safety
Recommendation 7
Results from individual studies should be presented by group in tabular form, using the following
measures:
- Number of participants in both study arms
- Number of patients excluded from the analysis dataset
- Patient-years of exposure
- Number of participants with the event
- Number of events
- Absolute risk; incidence rate (95% CI)
- Relative risk (95% CI)
- Quality of evidence
Different tables should be elaborated for RCTs and observational studies.
Adverse effects should be grouped according to the System Organ Class (SOC).
Adverse effects which are common and serious should be reported separately.
If possible, adverse effects should also be provided by severity grade.
When adverse effects are collected from different study designs and when the degree of
heterogeneity is high the data cannot all be pooled together using standard meta-analysis
principles. Therefore in these circumstances adverse effects data is best summarised in a
qualitative or descriptive manner.
Recommendation 8
The safety profile of the pharmaceutical is described in comparison to the comparator(s), with
special regard to the most frequent, serious and severe adverse reactions.
A table is preferable for the comparison of the safety profile of the new pharmaceutical and the
comparator(s).
HTA assessors should describe if there is a clinically significant difference in adverse reactions
between products.
In the discussion of results limitations and external validity should be investigated and discussed,
considering all factors (e.g. patient characteristics, co-morbidities, type and severity of disease)
which may contribute to the occurrence of adverse reactions.
Recommendation 9
The assessment of relative safety together with relative benefits will contribute to establish a
balanced assessment of the relative effectiveness of the intervention, and to decide upon possible
consequences on coverage decision.

Health-related quality of life and utility measures
The full text of the guidelines is available on: [link to full guideline]
Recommendations - Health-related quality of life and utility measures
1. HRQoL instruments used in the context of REA should first and foremost be valid for the
purpose the REA intends to serve.(paragraph 1.2Fout! Verwijzingsbron niet gevonden.)
REA assessors should thus first consider for what purpose the REA will be used: to inform
reimbursement decisions or to inform clinical decision making. The recommendations apply
to both full REA and rapid REA.
2. A general recommendation applicable to all types of REA irrespective of their particular
purpose, is to require the inclusion of a disease- or population specific and a generic
HRQoL measure for most adequately capturing the impact of a disease on daily life. In case
there is a need for the calculation of QALYs, a utility measure (Time Trade-Off or Standard
Gamble) or generic HRQoL, instrument associated with a reference set of utility values
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Recommendations - Health-related quality of life and utility measures
(generic utility instrument) is recommended.
a) For countries that require an economic evaluation to support a product
reimbursement application, it is recommended to require data emerging from the
administration of a generic utility instrument in the clinical trial(s). Utility values
should be derived from the general public (indirect utility measurement) or from
patients (direct utility measurement). There is no consensus across jurisdictions
about the most appropriate source. The choice between the sources of utility values
is a normative one and should be based on careful consideration of the expected
consequences for the decisions for which the HRQoL measurements are used,
especially in case of decisions across indications. Consistency in the application of
the chosen source is required. In both decision contexts, the use of other estimates
for the HRQoL benefit in the REA than in the economic evaluation should be
avoided. To improve comparability and consistency, countries might also consider
recommending the use of one particular instrument for national reimbursement
requests that is widely used (e.g. the EQ-5D).(paragraph 2.1.3)
b) For countries that do not require an economic evaluation to support a product
reimbursement decision, a disease-specific or generic HRQoL measure may be
sufficient. Utility measures remain useful for REA in this context, however, especially
for the calculation of QALYs, which are particularly useful for comparing
interventions affecting both mortality and morbidity.
3. REA performed for informing resource allocation decisions across indications should
primarily be based on HRQoL data obtained with a generic HRQoL instrument,
encompassing all HRQoL dimensions in which improvements are considered important by
the general public. If no improvement on such generic HRQoL instrument is observed, the
alleged benefit of an intervention is less likely to be considered meaningful from a societal

point of view, given the range of existing health problems between which public resources
need to be allocated. REA should consider the effect of an intervention on the HRQoL of a
typical real life patient population, taking the impact of patient’s co-morbidities on HRQoL
into account.(paragraph 2.1)

4. REA performed for informing resource allocation decisions within indications can be
based on validated comprehensive disease-specific HRQoL data, as comparability across
indications is in this case less important. Nevertheless, the consideration of generic HRQoL
data remains useful for reasons of coherence in the valuation of health benefits, and in
consequence, transparency of the decision-making process.(paragraph 2.1.2Fout!
Verwijzingsbron niet gevonden.)
5. REA performed for the purpose of informing health care professionals and patients
could be based on disease-specific HRQoL instruments. They can be considered as
complementary to generic instruments in REA performed for policy purposes. Diseasespecific HRQoL instruments may be useful for more in-depth assessment of the generic
HRQoL dimensions affected by an intervention. It should be borne in mind that the burden
imposed on respondents increases with the number of questionnaires used.(paragraph
2.1.2)
6. HRQoL benefits of interventions should be demonstrated by means of repeated
measurements in both the intervention and the control group.(paragraph 2.1.5.1)
7. Single item scores for HRQoL alone are considered insufficient to demonstrate relative
effectiveness because they are subject to bias and often too crude to detect changes in
health. Single item scores are scores derived from one single question asking to value
current overall health on a specific scale.(paragraph 2.1.5)

8. Mapping of disease-specific or generic instruments to preference-based instruments to

obtain utility values is generally not recommended for REA. Authorities should encourage
researchers to always include a preference-based instrument in their clinical trial protocol
in order to avoid the need for mapping. (paragraph 2.1.3.3)
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Recommendations - Health-related quality of life and utility measures
9. Documentation of the validity, reliability, responsiveness and acceptability of the HRQoL
instruments used in REA should be provided, taking into account the applied mode of
administration and possible cultural and/or language adaptations. (paragraphs 2.1.4,
2.1.5.2 and 2.1.5.3)
10. Evaluation of HRQoL by “proxy judges” is not recommended. Its acceptance is limited only
to cases where the patient cannot contribute him/herself or where the use of proxies can
be justified by the nature of the judgements to be made.( paragraph 2.1.5.4)
11. Transparent reporting within due time of the results of all HRQoL measurements is
recommended. If not (yet) published, it is required to make these results accessible for HTA
bodies to allow critical appraisal.
12. When changes in survival and HRQoL are combined in one outcome measure such as the
QALY, separate reporting of changes in survival and HRQoL and a description of the
methods to combine the measurements should be requested to allow for separate
consideration of both endpoints.( paragraph 2.2).

Comparators and comparisons

Criteria for the choice of the most appropriate comparator(s)
The full text of the guidelines is available on: [link to full guideline]
Recommendations on the choice of the most appropriate comparator depend on the specific
assessment question in any REA. The recommendations below assume that the assessment
question is to establish the relative effectiveness of a pharmaceutical compared with routine
clinical care, the most used, or what would be replaced by the introduction of that new
pharmaceutical.
Recommendations - Criteria for the choice of the most appropriate comparator(s)

Recommendation 1
Under ideal circumstances the comparator for a REA applicable across European countries
should be the reference treatment according to up to date high-quality clinical practice
guidelines at European or international level with good quality evidence on the efficacy and
safety profile from published scientific literature, and with an EU marketing authorisation for
the respective indication and line of treatment.
Recommendation 2
Where there is no European-wide agreed reference comparator


evidence needs to be available that the chosen comparator intervention is routinely
used in clinical practice (Recommendation 3)



the comparator intervention is validated for the respective clinical indication/population
and evidence is available (Recommendation 4)

Recommendation 3
Evidence that the intervention is used in routine clinical care could come, in order of
preference, from:


National reimbursement lists if available



Prescription statistics (if appropriate)
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Recommendations - Criteria for the choice of the most appropriate comparator(s)



Market surveys



Discussion with clinical specialists and patient organisations



Registries



Validated clinical protocols



If the above are not available: Internet searches, in particular patient and professional
websites

Recommendation 4
The choice of comparator should be supported by evidence on its efficacy and safety profile
described in published medical literature, and based on randomised controlled trials, pragmatic
trials or good quality observational studies.
Recommendation 5
Where the comparator is a pharmaceutical, it has to be optimally dosed or scheduled in line
with its marketing authorization or high-quality clinical practice guidelines.
Where the comparator is not a pharmaceutical, it should be used according to evidence based
methodology and its instructions for use.
Recommendation 6
Where patient subpopulations are considered, for example according to disease severity, lines
of treatment, stages of disease or genetic characteristics, additional comparators may need to
be included and should be clearly identified.
Recommendation 7
The most appropriate comparators for an assessment should be identified before the
assessment begins or in the early phase of an assessment.
The following recommendations relate to specific national procedural rules, and are only
relevant for specific countries
Recommendation 8
If required by national procedural rules, the comparator must have an EU or national marketing
authorisation, or if not a pharmaceutical, another form of recognised regulatory approval, for
the appropriate indication and line of treatment.
Recommendation 9
If required by national procedural rules, if there are several alternatives, the more economic
therapy should be selected as comparator, preferably one for which there is a reference price
within the health care system.
Recommendation 10
If required by national procedural rules, and depending on the assessment question, the
comparator may need to be from a similar pharmaceutical class.

Direct and indirect comparisons
The full text of the guidelines is available on: [link to full guideline]
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Recommendations - Criteria for the choice of the most appropriate comparator(s)
1. A systematic literature search is a pre-requisite to conducting a direct or indirect
comparison. This must be documented according to existing guidelines. A
comprehensive review will maximise the evidence base.
2. The application of direct or indirect comparisons relies on the assumption that
only comparable studies should be combined. Studies that differ substantially in
one or more key characteristics (e.g. participants, interventions, outcomes
measured) should not be combined. Methods such as meta-regression that
account for study level covariates may be used, although the power to detect
effect differences is reduced.
3. The choice between a fixed and random effects model should be made based on
the characteristics of the studies being analysed. Heterogeneity should be
assessed and a clear justification for the choice of model must be provided. Where
a random effects model is preferred, results from a fixed effect model can still be
presented in special situations (e.g. few studies and where sample sizes vary
considerably).
4. Potential sources of bias should be investigated, if identified (e.g. funnel plots for
publication bias).
5. Attention should be given to determining the presence of outliers or influential
observations that may have an undue impact on results. Sensitivity analysis should
be used to determine the impact of those influential or outlying studies.
6. The choice between direct and indirect comparison is context specific and
dependent on the question posed as well as the different evidence available.
Where sufficient good quality head-to-head studies are available, direct
comparisons are preferred as the level of evidence is high. Should substantial
indirect evidence be available, then it can act to validate the direct evidence. When
there is limited head-to-head evidence or more than two treatments are being
considered simultaneously, the use of indirect methods may be helpful.
7. If both direct and indirect evidence are available, they can be evaluated separately.
Attempts should be made to explain any discrepancies between the results
obtained in terms of study characteristics. In the event of indirect results differing
substantially from the direct evidence, there must be close scrutiny of the data,
although there is no consensus in the literature on how to deal with these
discrepancies.
8. Only adjusted methods of indirect comparison that maintain randomisation should
be used. Unadjusted indirect comparisons are not recommended.
9. The choice of indirect comparison method relies on the network of available
evidence. Preference should be given to the most transparent method available
(i.e. one should favour Bucher’s method of adjusted indirect comparison over MTC
if the data permit its usage and the appropriate assumptions are satisfied).
10. An indirect comparison should only be carried out if underlying data from
comparable studies are homogeneous and consistent, otherwise the results will
not be reliable.
11. The assumptions made for indirect comparisons must be explicitly stated.
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Particular attention should be given to the homogeneity, similarity and consistency
assumptions. A general assumption of indirect comparisons is that the relative
effectiveness of a treatment is the same across all studies included in a metaanalysis.
12. When Bayesian methods are applied, the choice of the prior distributions should
be justified and documented. In the case of non-informative priors, where
alternative specifications exist they should be applied as part of a sensitivity
analysis. When informative priors are used, the source of that data must be clearly
documented and consideration given to testing the impact of using a noninformative prior in place of the informative prior.
13. The complexity of a model is not a measure of its accuracy or utility and
preference is for the most parsimonious model whose assumptions can be
justified.

Levels of evidence

Internal validity of randomised controlled trials
The full text of the guidelines is available on: [link to full guideline]
Recommendation - Internal validity of randomised controlled trials
Recommendation 1
Use the risk of bias concept of the Cochrane Collaboration to assess the internal validity of
RCTs within an REA. Chapter 8 and table 8.5.d of the Cochrane Handbook (Higgins & Green
2011) provide detailed guidance.
Recommendation 2
Provide appropriate training and clear and consistent decision rules to achieve acceptable
reproducibility of the risk of bias assessments. The use of standardized extraction sheets
is also recommended.
Recommendation 3
Within an REA, specify in advance how to deal with studies with a high or unclear risk of
bias. There are at least 4 options: (i) rely only on studies with a low risk of bias; (ii) perform
sensitivity analyses according to the different risk of bias categories; (iii) describe the
uncertainty with regard to the different levels of risk of bias, so that subsequent decisions
can be made considering this uncertainty; (iv) combine option (ii) and (iii).
Recommendation 4
Use a validated tool to assess the methodological quality of systematic reviews: the Oxman
and Guyatt index (Oxman & Guyatt 1991, Jadad & Murray 2007) and the AMSTAR
instrument (Shea et al. 2007) are recommended. Both instruments are useful, without a
preference for either one.
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Applicability of evidence in the context of a relative effectiveness assessment
of pharmaceuticals
The full text of the guidelines is available on: [link to full guideline]
Recommendation - Applicability of evidence in the context of a relative effectiveness
assessment of pharmaceuticals
Recommendation 1
Applicability is defined as the extent to which the effects observed in clinical studies are likely to
reflect the expected results when a specific intervention is applied to the population of interest.
Applicability should be considered in each assessment of relative effectiveness of
pharmaceuticals. The aim of assessing applicability is to consider whether a relevant effect
modification is likely in the population of interest as compared to the results in the clinical
studies.
(section 2.1 of the guideline)
Recommendation 2
Prior to assessing the applicability, causality between treatment and outcome should be
established (internal validity is a pre-requisite of applicability).
(section 2.1 of the guideline)
Recommendation 3
To assess the relative effectiveness of interventions, trials with a pragmatic approach are more
suitable than trials with an explanatory approach as the results are more likely to occur in
clinical practice. If available, data from trials with a pragmatic approach should always be
included in the assessment (if the trial has been performed in the population of interest).
(section 2.1 of the guideline)
Recommendation 4
If available, analysis that addresses effect modification of results to a specific/general patient
population/setting (e.g. effect model, meta-analysis) should be included in the assessment.
(section 2.2.1 of the guideline)
Recommendation 5
Assessors should describe differences between available evidence and the ideal evidence to
address the question being asked. They should offer a qualitative judgement about the
importance and potential effect of those differences.
a) First, the authors should carefully identify and describe the target population
b) It should be noted that the size of the effect modifications (the numerical value of the effect)
can only be addressed by statistical methods.
c) The most applicable evidence may differ when considering benefits or harms since these often
depend on distinct physiological processes. Therefore applicability should be judged separately
for different outcomes.
d) To address the applicability in a report the 4-step process developed by Atkins et al (2011) is
recommended:
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Step 1. Determine the most important factors that may affect applicability (the table in
Annexe 1 can be helpful)
Step 2. Systematically abstract and report key characteristics that may affect applicability in
evidence tables (highlight studies with a pragmatic approach and data on effect size
of effect modification).
Step 3. Make and report judgements about major limitations to applicability of individual
studies.
Step 4. Consider and summarize the applicability of a body of evidence (use format of table
below)
For details we refer to the guideline by Atkins et al (2011)
e) For a rapid assessment (limited timeframe) the 4-step process described above may not be
feasible. In any case, it is recommended to at least fill in the summary table which will help
envisage potential applicability issues.
f) The following aspects are important to include in the description:
o It is likely that not all data are available to complete the table. In case of missing
data this should be described as well.
o The section on outcomes should include a comment regarding which effect
measure is less likely to be subject to effect modification (e.g. which effect
measure is more/less likely to be different in the population of interest in a
particular setting than in the available trials).
o It should always be considered and addressed whether a specific element that is
relevant for the applicability can be assessed in general or whether this should be
done in the local (national) context.
(section 2.2.2 of the guideline)
Recommendation 6
It should be noted that evaluating the applicability of the evidence is not a pre-defined formula.
Depending on the topic interpretation of the applicability may vary. For example, for a rare
disease other considerations and requirements may be relevant compared to a non-rare disease.
Regardless of the topic it is very relevant that the considerations are transparently reported
in the assessment report.
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The primary objective of EUnetHTA JA1 WP5 methodology guidelines is to focus on
methodological challenges that are encountered by HTA assessors while performing a rapid
relative effectiveness assessment of pharmaceuticals.
The guideline “Endpoints used for REA of pharmaceuticals: composite endpoints” has been
elaborated by experts from THL and IQWiG, reviewed and validated by HAS and by all members
of WP5 of the EUnetHTA network; the whole process was coordinated by HAS. As such the
guideline represents a consolidated view of non-binding recommendations of EUnetHTA network
members and in no case an official opinion of the participating institutions or individuals
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Summary and recommendations
Summary
This guideline provides a set of recommendations and aspects to be considered for the
assessment and interpretation of results of composite endpoints while performing relative
effectiveness assessment of pharmaceuticals.
A composite endpoint (CE) consists of two or more single events combined in one outcome that
should represent an overall clinically relevant and valid measure of clinical benefit due to
treatment. It is possible to combine binary or time-to-event endpoints. Either the occurrence of any
event from a given set of events is of interest, or the time to the occurrence of the first event.
Composite endpoints usually refer to combined morbidity and mortality endpoints; it may also be a
combination of objective (e.g. laboratory measurements) and subjective outcomes (e.g. pain); in
this case, clinical relevance of overall results can be more difficult to interpret.
The main advantage of composite endpoints is a gain in statistical efficiency of a trial; because
they facilitate higher event rates, the sample size needed for a clinical trial can be decreased, and
length of clinical studies and costs reduced. In addition, the issue of multiple testing may be
avoided.
The major limitation of composite endpoints is that they can be difficult to interpret and their
incorrect interpretation may result in an overestimation of the effects of an intervention. In addition,
it is often difficult to interpret results of composite endpoints in trials because of poor reporting and
uncertain clinical relevance in many cases. The results can be also influenced by one of the
components in relation to the other (e.g. in cardiovascular diseases: hospitalisations for an event
vs. stroke or death).
The use of composite endpoints as primary endpoints is not recommended if a suitable single
primary endpoint is available. A composite endpoint may be appropriate in cases where no single
outcome is a suitable primary endpoint (e.g. some events in a given disease are of similar clinical
importance), in case of very rare diseases/events, and for example, in the case of use of a
combined safety endpoints.
When analysing results from a clinical trial using composite endpoints for a relative effectiveness
assessment, assessors should pay close attention to the effects not only on the composite
endpoint overall, but also on each component of the composite endpoint. If such data are missing
or incomplete, then accurate interpretation of the trial data may be problematic. Assessors should
check whether that definition of a composite endpoint is consistent with clinical recommendations
and throughout trials, as well as the definitions of each component of a CE; in addition, the choice
of components has to be pre-specified and fully justified. This justification should be based on
medical grounds. Use of some clinician-reported or patient-reported outcomes that are subjective
by nature together with objective measures is repeatedly done in clinical trials, even if it is a matter
of debate. Some clinician-reported or patient-reported outcomes such as need for hospitalisation,
or dyspnoea, are open for bias if studies are not conducted under double-blind conditions. In
addition, use of patient reported outcomes in composite endpoints is more reliable if they have
demonstrated content and psychometric validity as well as clinical relevance for the disease
studied.
Components of a composite endpoint are considered as secondary endpoints. When assessing
the appropriateness of the reporting of results from a clinical trial using composite endpoints, in
addition to the effect observed on composite endpoint, effects on each component of composite
endpoint should be reported separately in a clear and complete manner. Additionally, influence or
effect size of each component of the composite endpoint on the overall treatment effect observed
EUnetHTA – European network for Health Technology Assessment
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on the composite endpoint should be carefully assessed. Even then, the interpretation of the
treatment effect may be problematic. In addition, in the context of REA, the same component of a
composite endpoint (e.g. duration of hospitalisation) may be differently weighted in different
countries.
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Recommendations

Number

CE construction

References

1

Composite endpoints should generally not be used if a suitable single
primary endpoint is available. If a single primary endpoint is not available
or if a composite endpoint can be justified to be more suitable (e.g. rare
disease/event), it may be chosen instead.
There should be prior empirical and clinical evidence of the value of each
chosen component for the composite outcome.
The number of components of the composite endpoint should be limited
to 3 or 4 in order to avoid problems in the analysis and interpretation.
Trials using composite endpoints should follow CONSORT guidelines
and report pre-specified primary and secondary endpoints to allow
appropriate interpretation. Changes in the definition of a composite
endpoint should not occur during the trial.
All components of a composite endpoint should be separately defined as
secondary endpoints and reported with the results of the primary
analysis.
Components of similar clinical importance and sensitivity to intervention
should preferably be combined. Heterogeneity (mix of subjective and
objective endpoints) should be avoided.
Inclusion of components in which influence of the intervention is known to
be small or unlikely should be avoided. If adequate, mortality should
however be included if it is likely to have a censoring effect on the
observation of other components.
Composite endpoints can be used to assess not only effectiveness but
also harms of a pharmaceutical.
CE reporting
Treatment effects should be reported on the CE at the first place. Results
should also be reported for each component of a composite endpoint in
the way it contributed to the result within the composite endpoint. All
results should be reported separately even if they lack statistical power.
A list of results for all components should be provided in a table with
confidence intervals.
Separate components can be reported according to hierarchical levels,
for example L1, all- cause mortality, L2, cause-specific mortality, L3,
nonfatal clinical events, L4, symptoms.
In cases where the composite endpoint includes fatal and non-fatal
events, it is recommended to report results on relevant combinations of
components of the CE.
All data should be reported. The number of patients with partially missing
values on some components should be reported in detail.
If there are relevant subgroups or special patient populations at risk (such
as elderly, or patients with renal failure), results should be provided for
these subgroups.
Analysis and synthesis of the evidence from CE studies in REA
Treatment effects should be interpreted based on the CE at the first
place. However, treatment effect on teach component of a composite
endpoint in the way it contributed to the result within the composite
endpoint should also be analyzed to assess whether an intervention had
similar effects on all endpoint components.
It is recommended to check that clinically important components of the
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1, 10
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2

1

17
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16
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composite endpoint are not affected negatively by the treatment, as some
treatments may have negative effect on one component which can be
masked by a large beneficial effect of the remaining components. In
these cases it may not be possible to conclude that the treatment has a
clinically relevant effect on the composite endpoint as a whole. It should
be stated and/or identified by the REA process which component is
mainly responsible for the overall effect
If valid and comparable composite endpoints from several studies are
available, consider basing the overall conclusion on a meta-analysis.
If – according to this table - there is a single relevant problem or a
significant accumulation of problems associated with a given CE,
considerable uncertainty concerning the validity of study results has to be
concluded. The position of this study in the hierarchy of evidence and its
usefulness for REA will have to be downgraded.
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1. Introduction
1.1. Definitions and general information
Composite endpoints combine two or more single endpoints in one outcome to demonstrate overall
treatment effects. Patients who have experienced any of the events specified by the components
are considered to have experienced the composite endpoint (1, 2). Composite endpoint usually
refers to combined morbidity and mortality endpoints; it may also be a combination of patientreported, observer reported or clinician reported measures. Patient-reported outcomes are
collected directly from the patient, by using simple scales or multi-domain questionnaires (3, 4).

1.2. Context
1.2.1. Problem statement
What are the advantages and limitations of composite endpoints from the standpoint of REA? How
can methodological pitfalls related to the use, interpretation and assessment of composite
endpoints be minimized?

1.2.2. Discussion
The main reason for use of composite endpoints is to increase event rate and decrease sample
size so that trials can be conducted in a timely fashion. A recent systematic review showed that
individual components of composite endpoints are often unreasonably combined, inconsistently
defined and inadequately reported (1).
Since composite endpoints are increasingly used in clinical trials; assessors dealing with such
research findings should be aware of both the advantages and limitations of using composite
endpoints. Special attention should be paid to the definition of composite endpoints and of each of
the individual components; results for each component should also be reported separately.
The methodological issues related to the use of composite endpoints are discussed.

1.3. Scope/Objective(s) of the guideline
This guideline is intended to describe the advantages and disadvantages of the use of composite
endpoints as opposed to single endpoints and offer guidance for assessors with regard to
construction, reporting and interpretation of the results of composite endpoints in the context of
REA of pharmaceuticals.
The guideline is based on systematic review of the literature and on assessors experience while
performing REA.

1.4. Related EUnetHTA documents
This guideline should be read in conjunction with the following documents:
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EUnetHTA guideline on Endpoints used in REA of pharmaceuticals: Clinical endpoints
EUnetHTA guideline on Endpoints used in REA of pharmaceuticals: HRQoL
EUnetHTA guideline on Endpoints used in REA of pharmaceuticals: Surrogate endpoints
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2 Analysis and synthesis of literature
2.1 Characteristics
Composite endpoints combine two or more single events in one outcome showing the overall
treatment effects. The number of components of the composite endpoint is recommended to be
limited to 4 in order to avoid difficulties in the interpretation of the results.
The choice of components will depend on the main characteristics of a disease (life-threatening or
non life-threatening, type of occurring events) and the main objective of a trial.
In general, the components of composite endpoints may be clinical events (such as birth, death,
stroke, convulsions) or different types of measures presented as events (binary variables) or
measures reported by clinicians, (clinician-reported outcomes, ClinRO), patients (patient-reported
outcomes, PRO), or caregivers (observer reported outcomes, ObsRO), that may be either
subjective (e.g. symptoms such as pain, pruritus, insomnia), or objective in nature (laboratory
tests/measurements, clinical events). In this context, the assessment of some clinician-reported or
patient-reported outcomes (such as need for hospitalisation, or dyspnoea), may be open for bias if
studies are not conducted under double-blind conditions.
Patients who have experienced any one of the single events specified as the components are
considered to have experienced the composite endpoint (1, 2). Nevertheless, patients should be
monitored until the end of the follow-up period to determine whether they experience other
components of the composite endpoint or the qualifying event for the second time.
Composite endpoints are increasingly used in clinical trials, especially in cardiovascular trials; in a
systematic review 73% of the trials reporting composite endpoints were related to cardiovascular
interventions (1,5). For example, in trials assessing treatment effects on the reduction of major
cardiovascular events, the commonly used composite endpoint includes all-cause mortality, nonfatal myocardial infarction, stroke, hospitalizations and revascularization procedures. In addition,
composite endpoints have been used in rare diseases where single endpoints are too rare or occur
too late and therefore are not sufficiently informative. The use of composite endpoints can be
considered if it allows for better assessment of overall benefit of the intervention than a single
endpoint.

2.2 Why are composite endpoints used?
Composite endpoints are used to increase the overall event rates, reduce the sample size of the
trials, achieve desired power, shorten the study duration and thereby obtain timely answers to
clinically important questions (6, 7). Reduction in the number of patients necessary in a study to
detect a significant treatment effect is a major advantage. For example, if an outcome is expected
to occur at a 5% annual rate and the trial is planned to last five years, more than 2500 patients are
needed to show a statistically significant hazard ratio of 0.75 with p<0.05 (8). But if single
outcomes can be combined into a composite endpoint that has an annual rate of 20%, fewer than
800 patients will provide adequate power. Furthermore, there is less need for adjustment for
multiple comparisons than is usually necessary when several single endpoints are studied.
The number of single events appears to decline due to improved treatments of a disease and
better health of the population in general. Therefore trials including very large number of patients
are needed in order to identify small differences between treatments (9). Composite endpoints help
overcome this problem by combining a number of different events. Furthermore, trials are
EUnetHTA – European network for Health Technology Assessment
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becoming increasingly difficult to conduct due to competition for resources. It is also important that
results are available for clinical use without much delay so that effective treatments become
available within a reasonable time frame.
Composite endpoints may be suitable in cases when no single event is an adequate primary
endpoint by itself (10). Furthermore, the use of composite endpoints avoids the problem caused by
arbitrary selection of a primary endpoint in cases where there are a number of equally important
endpoints (e.g. cardiovascular death/myocardial infarction / stroke in trials of antiplatelet drugs;
deep venous thrombosis / pulmonary embolism in trials of anticoagulants). Selection of the primary
endpoint depends on the assessed pharmaceutical agent, clinical relevance of the outcome, and in
some cases costs and convenience. In some cases composite endpoints are used to balance the
positive and negative effects of an intervention (e.g. reduction of cardiovascular events and
increase in bleeding events). In such cases it is of special interest to assess whether the single
events are of comparable clinical importance.
A general HTA process during REA may be supported through the conduct of meta-analyses of
treatment effects based on single components of CEs for which individual clinical trials are not
powered. This of course requires consistent definitions and the reporting of the single component’s
results.
Advantages of using composite endpoints
Statistical efficiency, reduced sample size requirements.
Increased events rates.
Resource implications.
Avoiding arbitrary choice of a single outcome when many may be of equal
importance.
Avoiding adjustments for multiple comparisons.
Estimates the net clinical benefit of the therapy/intervention.
Effective treatments will be made available in a timely manner.
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2.3 Drawbacks of composite endpoints for relative effectiveness
assessment
Clinical relevance of a treatment effect estimated using a composite endpoint may be difficult to
interpret. The most frequently quoted problem is the risk of misinterpretation when there is
heterogeneity of response among components of composite endpoints (3, 4, 7). In some situations
the overall positive effect may be related to the less clinically relevant component(s) of the
composite measure (i.e. less important outcomes may account for the majority of events). It has
been shown that the effect is often much lower for the most relevant components (such as death)
and larger for the less important components (such as distal thrombosis rate in trials with antithrombotic drugs) or potentially biased clinician-driven events (such as revascularization or
hospitalization) (1). Therefore the interpretation of composite endpoints currently used in some
cardiovascular trials may lead to inadequate conclusions (15).
The selection and interpretation of some components of a composite endpoint has been shown to
be problematic and methodologically flawed (7, 14, 15, 16) as studies are frequently not powered
to show differences in individual components of a composite endpoint. On the other hand, if the
effect on a composite endpoint is mostly driven by an effect on one of the components, it is not
admissible to conclude that the treatment has an equal or important effect on all the components.
This has been demonstrated by several systematic reviews of studies using CEs (1, 7). Metaanalyses have increased importance in demonstrating significant treatment effects on components.
If the effects of treatment on the individual components differ either quantitatively (i.e. size of
effects) or qualitatively (i.e. the direction of effects), treatment effect based on a composite
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endpoint will be difficult to interpret (11,19). One concern is that the treatment under study may
have adverse effect on one or more components which are not shown by the composite endpoint
due to large “masking” beneficial effects on the remaining components (17). For this reason, it is
recommended that each individual component be analyzed separately as secondary endpoint to
ensure that the effects on one component is not negating the effects of another (18).
In addition, it often is difficult to give a definition of “responder” based on a composite endpoint, as
responder definitions are usually validated for single endpoints.
There may be a different importance to each component of a composite endpoint. Clinician-driven
endpoints such as elective revascularization are easy to measure, and frequently preferred as
components of a composite endpoint, but might not be very relevant for patients, and prone to bias
if study is not double-blind (4,9). In some cases, patient-reported outcomes, assessed by validated
tools (such as VAS for pain), may be useful in the interpretation of the overall effect observed on a
composite endpoint. HRQoL, a multi-dimensional multi-item concept assessing different aspects of
patients’ QoL, is not an appropriate component of a composite endpoint.
In general, the combination of objective and subjective components should be avoided (see
recommendation6) to minimize problems with the interpretation of results. In some rare diseases
(e.g. pulmonary arterial hypertension), use of such combined endpoints could be justified but has
to be done in an explicit manner.
A systematic literature review showed that changes in the definition of composite endpoints during
a trial are common and are a source of biased reporting (1). It is recommended that trials using
composite endpoints follow CONSORT guidelines and report pre-specified primary and secondary
endpoints to allow appropriate interpretation. Changes in the definition of composite endpoints
during a trial should not occur. These changes may only be justified in rare and pre-specified
circumstances, e.g. for trials running over many years in case of a new evidence showing that a
chosen endpoint is no longer appropriate. Then changes are only possible before interim analyses
or unblinding of the trial.
Another disadvantage of dealing with composite endpoints in systematic reviews arises when the
components of composite endpoints of reviewed trials vary for the same disease and similar
intervention. In this case a meta-analysis might not be possible. This also applies to indirect
comparisons when two drugs are compared for their therapeutic value in absence of a head-tohead trial. When definitions of individual components of the composite endpoints are not identical,
the results of such analysis could be biased. A possible solution might be the use of the individual
components of the composite endpoint to compare the treatments. However, there may be issues
associated with statistical power (if the number of events is too low).

Disadvantages of composite endpoints for the interpretation of study results
Components are often unreasonably combined, inconsistently defined and give
opportunity for post-hoc changes.
Improvement can be driven by less important component(s) of the composite
endpoint would not support a claim based on the whole composite endpoint.
Effects observed on separate components of a composite endpoint may not be in
the same direction. In this case, it will be difficult to explain the overall effect
observed on the composite endpoint.
Inclusion of unresponsive components may reduce the effect of the composite
outcome.
Clinician driven endpoints may be prone to bias (e.g. elective revascularization,
admission to a hospital).
Possible lack of relevance of some components of a composite endpoint for
patients, since not all patients attach similar importance to each component.
Alpha error must be adjusted to perform statistical inference on the components.
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2.4

Statistical considerations related to the use of composite
endpoints

Multiplicity: Composite endpoints have been used to reduce the multiplicity problems related to
multiple separate endpoints (4, 17). The need to adjust for multiple comparisons is removed (7,
11).
Missing data considerations:
If a patient has missing data on some of the components but not all, according to the intent-to-treat
principle this patient should be included in the analysis of the composite endpoint. The intent-totreat analysis may therefore be a flawed estimation of the true effect of the treatment. Exclusion
due to missing data may lead to inconsistent estimates of the true effect (20). There is therefore no
single way to analyze the data in the presence of patients with partially missing data. The chosen
approach should match the type of data and therapeutic area. But even if it becomes more
complicated in the case of composite endpoints, the general principles are the same as for single
endpoint studies. The situation is frequently encountered when mortality is included in a composite
endpoint, because mortality can be assessed through administrative inquiry at study endpoint,
which is not the case for non-fatal components.

Statistical analysis:
Besides the main statistical analysis of the composite endpoint, studies involving CEs that are
most useful for REA include
- the analysis of each component as it counts in the composite endpoint (first event of the
composite for a given patient), which may require methods for competing risks (23)
- the analysis of each component independently of its role in the component (notwithstanding a
previous occurrence of another component)
If valid results on comparable composite endpoints from several studies are available, assessors
could handle this information in the following ways:
- if reported composite endpoints are defined in the same way, an overall conclusion, e.g. drawn
by means of meta-analytic approaches, can be considered.
- if the definitions of the composite endpoints are different, one can either assess components of
the composite endpoints that are defined in the same way, or, if this is not possible, assess each
composite endpoint individually.
Some additional aspects have to be considered, for example, results for individual components of
the composite endpoints might be negligible when no events, or only a few, are recorded. This has
to be judged separately for each assessment.
In case of heterogeneity (e.g. the effect on the composite is driven by the effect on one of its
components), it may be very difficult, or impossible to interpret the results. It is tempting then to
draw conclusions based on the component which dominates (i.e. is associated with the largest
treatment effect), but there is a risk that the power is insufficient for that component alone.
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3. Discussion
If composite endpoints are used while performing REA of a pharmaceutical, each of the individual
components should be clinically relevant to the disease and pharmaceutical being assessed.
When composite endpoints are used as primary outcomes, the overall effect of treatment should
be first interpreted based on CE (11, 21). Nevertheless, the results for each individual component
should also be analysed to check whether treatment effects are consistent.This might also allow
the use of components in meta-analyses. It is advisable to report pre-specified descriptive and
inferential statistics and it is also recommended to report results for combinations of components of
a composite endpoint considered to be clinically relevant (e.g. stroke and myocardial infarction).
Reporting of all possible combinations of components of a composite endpoint is inappropriate and
confusing (12) (for example, with a composite of 4 events, it is possible to define 10 partial
combinations of 2 or 3 events).
There are differing points of view as to whether or not composite endpoints should be composed of
equally important components. Usually the necessity of equal importance is emphasised (1, 6, 11,
17). Evidence shows that the way results are reported can mislead readers into believing that all
components are equally important, even though they may range from events such as dyspnea or
hospitalisation to death (1, 2). It has been argued that it would be clearly unrealistic to expect each
component to occur at the same rate or to be equally severe (8, 14). Further, less severe events
may carry information for a more severe one that has not yet been observed. Composite endpoints
can provide a valuable holistic measure of outcome in that they can incorporate relevant clinical
and patient-based aspects of a disease process.
Death is usually considered as the most important event and should therefore be included in a
composite endpoint where relevant (i.e. life-threatening diseases). However this might cause
problems in some diseases if it occurs relatively infrequently and is associated with the smallest
treatment effects (1, 2).

4. Conclusion
When there is no one primary endpoint that can adequately reflect the overall effect of a treatment,
the use of composite endpoints in clinical trials can prove helpful in the evaluation of health
technologies. However, the measurement properties of each component should be taken into
account as well as their relative influence on the composite endpoint itself. The problem of
appropriate reporting and interpretation of results remains (7, 12, 15, 22). The greatest risk for
assessors when composite endpoints have been used is the conclusion that a treatment confers a
greater benefit than it is really the case, as can occur when a large effect on a relatively minor
component dominates (1, 6). It should also be noted that a large effect on a composite endpoint
does not imply that similar large effects are to be expected on each component separately
In the selection of the primary composite endpoint for a study, it is important that the composite
endpoint is capable of providing the most clinically relevant evidence of treatment effect directly
related to the primary objective of the trial (10).
Death has been usually considered to be the most important outcome and therefore should be
included in composite endpoint when relevant (in life-threatening diseases). However, issues such
as predicted event rate have to be taken into account, (24) and therefore some form of weighting of
components might be necessary.
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Public consultation of WP5 Joint Action Methodological Guidelines for Rapid
Relative Effectiveness Assessment of Pharmaceuticals
The Methodological Guidelines for Rapid Relative Effectiveness Assessment of
Pharmaceuticals under production by Work Package 5 Joint Action 1 were open for
public consultation during the following periods:

29 June - 10 September 2012
o
o
o
o

choice of comparator
composite endpoints
surrogate endpoints, and
applicability

3 September - 31 October 2012
o
o
o
o
o

direct and indirect comparisons
clinical endpoints
health related quality of life and utility measures
safety
internal validity of randomised controlled trials

Objective of the Guidelines
Methodological Guidelines for Rapid Relative Effectiveness Assessment (REA) of
Pharmaceuticals are guidelines on methodological challenges that are encountered by
health technology assessment (HTA) assessors while performing a rapid relative
effectiveness assessment of pharmaceuticals. The primary aim of the guidelines is to
help the assessors interpret and process the data that are presented to them as part of a
REA.

List with commentators
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comments that were provided including a response on how these comments were
processed.
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GENERAL COMMENTS
1

EFPIA

General
comments on all
documents

We refer to the EFPIA general comments to the first batch
of draft guidelines on relative effectiveness assessment,
which remain accurate for the second batch of draft
guidelines.
1) Overall, we note that the draft guidelines are a
summary of current good practices and are similar to
those found in a number of sources (e.g. ISPOR Good
Research Practices, Cochrane Handbook etc), but
recommendations are less clear.
We also underline the need to ensure alignment and
consistency with regulatory guidance, in order to avoid
any unnecessary duplication between regulatory and
relative effectiveness assessment, both at the time of
launch and over time. In this respect, we note that relative
effectiveness data is expected to develop and evolve
during a product’s life cycle. Not all of the guidelines cover
this evolution of data type and availability during a
product’s life-cycle. It would be helpful to address this
systematically in each guideline and consider how postmarketing inputs to REA could address some of the
uncertainties inevitable at initial assessment.

2) Across the guidelines it becomes clearer that the

1) Comment acknowledged. It is
correct that the basis of the work
was an overview of the “state of
the art” for each guideline topic in
each EU country. For many
topics, there is convergent view
on evidence requirements for
REA; in some areas (such as
choice of comparator with no
adequate comparator available),
divergences exist. Statements will
be introduced to highlight
situations where
recommendations are based on
consensus and where consensus
does not exist. In these cases and
more generally to discuss
evidence requirements during the
development of a health
technology, EUnetHTA has put in
place early dialogues with
technology developers and
multiple HTA bodies. Evidence
requirements for HTA in a specific
condition will be completed with
elaboration of disease-specific
guidelines for technology
development.
For REA draft guidelines including
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GENERAL COMMENTS
intention of EUnetHTA is to work on REA to support
decision-making and concretely product reimbursement
decisions. This would benefit from being clarified in the
EUnetHTA mandate and recommendations, as well as to
discuss some of the implications in term of impact of
European guidelines on national decision-making. Overall,
it is important to ensure that any requirements set out by
EUnetHTA are feasible and reasonable and take into
account the difference in levels of development of
systems across Europe today.

disease-specific ones, existing
clinical, regulatory and HTA
guidelines will always be checked
and requirements aligned when
adequate. EMA-EUnetHTA
collaboration on this topic has
been put in place and will be
pursued in the framework of
EUnetHTA JA2.
Post-marketing and observational
studies are out of scope in the
JA1. Post-marketing inputs to
REA may be addressed in JA2 if
decided so by EunetHTA partners.

2) Guidelines are primarily
aimed to support HT assessors
to critically appraise
manufacturers’ submissions; in
addition, manufacturers may
take guidelines
recommendations into account
when preparing submissions.
Indeed, EUnetHTA guidelines
could contribute to alignment of
assessment process and
methodology carried out across
Europe. There is no intention to
align national decision making.
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GENERAL COMMENTS
2

EFPIA

General
comment

General comment

The exact goal of this guideline is not clear, as it seems to
pool findings from the guidelines on surrogate endpoints,
composite endpoints and HRQL, and would benefit from
further harmonization with these guidelines. It seems to
provide tools to “reimbursement authorities” (p.3) to
critically appraise published results of clinical trials, and
refers many times to “biases”, “strategies” or “errors” that
might need to be detected in published results. In this
framework industry would like to underline that evidence
presented to reimbursement authorities often originate
from trials designed to comply with existing regulatory
guidance, including guidance receive through early advice
provided by regulatory authorities to manufacturers which
includes recommendations on endpoints to be used in the
RCTs. Whilst EMA guidance could differ from REA
expectations, e.g. PFS/DFS vs OS, it would be helpful to
clarify how regulatory and REA processes can be
coordinated/linked (especially as regards to early advice,
and the role of the EPAR document etc.). Such a
discussion would also be the opportunity to discuss the
role of final endpoints in REA since, as already mentioned
in the EFPIA comments to previous guidelines, often final
endpoints cannot realistically be introduced in clinical
trials.
Against this background, we welcome the recognition by
the authors that the draft guideline is work in progress and
may be amended in future. We underline the importance
of a multilateral dialogue involving regulators, clinicians,
industry and patients in this discussion.

Comment acknowledged. All
endpoints guidelines will be
checked and harmonised before
final versions are issued.

See answer to comment 1 point 1.
EUnetHTA has put in place early
dialogues with technology
developers and multiple HTA
bodies in the framework of JA2.
Evidence requirements for HTA in
a specific condition will be
completed with elaboration of
disease-specific guidelines for
technology development. Types of
studies to perform and types of
endpoints relevant for REA will be
recommended. For REA draft
guidelines including diseasespecific ones, existing clinical,
regulatory and HTA guidelines will
always be checked and
requirements aligned when
adequate. EMA-EUnetHTA
collaboration on this topic has
been put in place and will be
pursued in the framework of
EUnetHTA JA2 (e.g. EMA is
observer is HTA early dialogues

6
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on drugs).
Comment acknowledged. A
multilateral dialogue will be the
part of the process.
3

GlaxoSmithKli
ne

General (All
Guidelines)

We applaud the initiative of EUnetHTA to develop
methods guidelines to support the good conduct of
relative effectiveness assessments of pharmaceuticals.
However we have some general points to raise at this
stage that are applicable to the guideline development
programme as a whole:
 Some more clarity on the purpose and intended use of
the guidelines would be helpful, in the form of a
standard introduction to each guideline. This might
include a brief rationale for the choice of topics
selected and future topics to be covered, and the
planned timing for reviews/updates of each guideline.
The status of these guidelines vis-à-vis national
guidelines on methods for HTA assessment could be
clarified.
 There guidelines should be complementary with
minimal overlap: the whole set should be reviewed
together to ensure cross-referencing, and avoidance of
duplication.
 There are a number of authoritative guidelines
developed by national and international organisations
(for example ISPOR, SMDM, Cochrane) and it would
be useful to check for overlap/consistency with these
documents. In particular it is important to check for
consistency with guidance covering the same
methodological areas developed for regulatory
assessments.

The primary objective of
EUnetHTA JA1 WP5 guidelines is
to focus on methodological
challenges that are encountered
by HTA assessors while
performing REA of
pharmaceuticals. See answer to
comment 1, point 2.
Each guideline already contains
the scope and problem statement
that was the reason for choosing a
given topic. Timings for reviews
and updates of each guideline will
be discussed and established in
JA2.
Accepted.

Partly accepted.
EUnetHTA guidelines give
EUnetHTA methodological
recommendations for REA of

7

Compilation of comments on the draft guideline on Clinical Endpoints

N°

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
pharmaceuticals, so consistency
will not always be possible.
However, while elaborating new
general and disease-specific
guidelines, existing clinical,
regulatory and HTA guidelines will
be checked and requirements
aligned when adequate.
 It would be useful to highlight more clearly within the
guidelines areas where there is less consensus across
HTAs in specific methodological aspects related to
HTA (and where therefore strong recommendations
cannot be made in a guideline). For example, GSK’s
experience is that there is a divergence of views across
national reimbursement agencies in particular in the
choice of relevant comparator, the strength of evidence
from indirect and network meta-analyses and the
status of evidence for intermediate endpoints.
 The focus of these guidelines appears to be on the
evidence (largely from clinical trials) likely to be
available at the time of launch of a new medicine and
therefore potentially included in submissions to
reimbursement/HTA agencies at this stage. Valuable
relative effectiveness data, especially from
observational studies, may become available at later
stages and may be available for later submissions or
(planned) reviews that may be undertaken by HTA
organisations. Such data may indeed be collected
through managed access schemes that are agreed
with reimbursement authorities and may serve to clarify
or reduce inherent uncertainties at the time of the first

Accepted.
See answer to comment 1, point
1. Statements will be introduced to
highlight situations where
recommendations are based on
consensus and where consensus
does not exist.

Correct.
Observational studies and
pragmatic trials are not in scope of
JA1, but may be covered in JA2 if
decided so by EUnetHTA
partners.
Initiatives such as Innovative
Medicines Initiative “Incorporating
real-life clinical data into drug
development” may be helpful in
this field.

8
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appraisal. There is increasing interest in pragmatic
trials (which may make use of existing electronic data
collection systems) which if executed as Phase 3b
studies may deliver valuable information in time for
reimbursement submissions.
 Some key areas appear to be missing from this first set
of guidelines. For example: interpretation of data from
superiority vs non-inferiority studies, systematic
reviews of effectiveness and safety (which merit a
separate guideline to ‘direct and indirect comparisons’),
utility assessment (which should be separated out from
health related quality of life), prospective observational
studies of effectiveness (including registries –
especially but not only focusing on control of bias) and
retrospective observational studies (including database
analysis). Pragmatic controlled trials may also merit
special attention, as might the role of modelling in
relative effectiveness assessments.

 Some of the draft guidelines are written more in the
form of a literature review or working document than a
guideline for HTA assessors. Generally the documents
have a lengthy section 2 (Synthesis of literature) and a
relatively short Section 3 (Discussion). The Discussion

Thank you for these proposals.
Some are general methodological
issues, not specific for REA (such
as superiority vs non-inferiority
studies), some are already done
by others (systematic reviews of
effectiveness and safety) and
some are out of scope in JA1
(prospective observational studies
of effectiveness including
registries and retrospective
observational studies including
database analysis). The latter
may be covered in the JA2 if
decided so by EunetHTA partners.
Indeed, in the framework of
JA2WP7, areas where
methodology guidelines appear
useful will be identified and
stakeholders will be asked for
input. The process itself will be
discussed and elaborated at the
beginning of JA2.
See answer to comment 1 point 1.
Comment acknowledged.
Adaptations will be done where
possible.

9
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section could be expanded to focus more on the needs
of the primary customer (assessors for National HTA
organisations): what are the key issues to look for
when performing an assessment?, and provide a better
link back to the recommendations section. This might
have to be done at the expense of some of Section 2
(Synthesis of literature), which could be shortened in
some of the guidelines (especially Health Related
Quality of Life and Utility measures).
4

GlaxoSmithKli
ne

General

This document sets out definitions and issues but fails to
provide clear guidance for REA reviewers as to how to
judge the appropriateness of an endpoint used in a
submission. The selection of clinical endpoints should be
based on an understanding of the framework for value
assessment by HTA in each country (we suggest that this
should be the starting point for this guidance). This differs
by country, for example UK focuses on allocative
efficiency across all disease areas embodied in
assessment of QALYs, whereas other countries such as
Germany prefer allocation within disease areas (hence
disease specific measures of benefit). Clinical endpoints
should be assessed in terms of their (demonstrated)
relevance to each (pre-specified) country-specific concept
of value.

In general, clinical endpoints are
the main symptoms/signs of a
disease, relevant and responsive
to change, recognised and
relevant both to patients and to
physicians. Endpoints for REA
should represent a valid measure
of clinical benefit in a given
condition and for a given
pharmaceutical. Relevance and
hierarchy of the different
endpoints will depend on the
objective of REA, on the disease
itself and of the aim of treatment
assessed. At the end, the degree
and relevance of a clinical (added)
benefit of a given pharmaceutical
shown on relevant endpoints is
determined by national appraisal
committees in each country.
Value assessment is country
specific and is out of scope in the
JA1. On the contrary, concept of

10
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(added) clinical benefit is not
country specific – types and
characteristics of clinical
endpoints to assess in order to
support (added) clinical benefit
are the same.
5

GlaxoSmithKli
ne

General

We are concerned about the reliance on ‘subjective’ and
‘objective’ in this document as a fundamental
classification of clinical endpoints: the use of this
nomenclature is questionable and the distinction may not
be helpful to the reviewer of REAs. There appears to be
some bias against ‘subjective’ endpoints, which are not
treated in a balanced way compared with ‘objective’
endpoints. There is also some definitional confusion
between endpoints (especially ‘subjective’) and the
methods of assessment used to measure endpoints.
Previously published guidelines (EMEA HRQOL
Reflection Paper, FDA PRO guidance (2009), PCORI
methodology report) do not classify measures as objective
vs. subjective. The present guideline may appear
inconsistent with these guidelines, and it may be
considered misleading or even inconsiderate to patients,
advocacy groups and researchers in the field.
We do not agree with conclusive statements or
recommendations that objective endpoints are preferred
(and subjective endpoints by implication supportive at
best). What is important is to employ the appropriate
endpoint that best represents the disease process of
interest. The use of ‘objective’ endpoints may not be
possible or even the preferred way in certain disease
states where the patient is particularly symptomatic (i.e.
painful states). In reality assessments run a continuum

Comment acknowledged. The
whole concept will be revisited
and clarified,

Given examples deal with
outcomes reported by patients
(PRO), “subjective” as the
opposition to objectively
measurable. The term “subjective”
will be changed or clarified.

Indeed, relevance of the different
endpoints will depend on the
disease process itself and of the
aim of treatment assessed. It is

11
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from purely physiologic (laboratory values, survival) to
proxy/observer rated, clinician rated, caregiver rated to
patient rated, where only the patients can tell how they
feel.

agreed that appropriate endpoints
(“fit for purpose”) should be
employed for REA.

We suggest that the document includes specific guidance
on assessing the degree to which researchers provide a
rationale for their choice of assessments and endpoints
(e.g. patient reported outcomes developed with patient
input according to current, standard measurement
principles and guidelines).

Partly accepted.
Both sponsors and REA
assessors should justify the
choice and the relevance of
endpoints. A specific guidance on
assessing the degree to which
researchers provide a rationale for
their choice of assessments and
endpoints will not be included.
See answer to comment 1 point 1.

6

GlaxoSmithKli
ne

7

LEEM

8

LEEM

OVERALL

It seems important to clarify how the choice of clinical
endpoints appropriate for REA should articulate with the
process of choosing end points for regulatory approval (eg
: overall survival, the gold standard for REA but
progression free survival the end point for regulatory
approval in cancer)

9

NOVARTIS

Overall – general

Once endpoints have been accepted by regulatory
authorities, they should also be accepted, and not rechallenged by HTA agencies. This should apply for hard

General

We have no major remarks on the methodology of the 5
guidelines.
But it would be helpful to consider how post marketing
inputs to REA could address some of the uncertainties
inevitable at initial assessment. Each document could
comment on the role of observational data sources.

See answers to comments 1 and
2.
General “philosophy” has been
given in the current guideline, but
more specific input on the choice
of main endpoints will be given
during early dialogues and in
disease-specific guidelines.
There is no “automatic”
acceptance of endpoints for the
purposes of REA, even if this is

12
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endpoints as well as intermediate and surrogate
endpoints.
10

RC CEE&Ph

General

Are chapters 2.1.3---2.1.5 consistent to other guidelines
(Surrogate Endpoints, Composite Endpoints, HRQoL)? Is
it reasonable to include duplications in different
guidelines?

often the case.
See answers to comments 1 and
2.
To check before final versions are
issued.

13
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12

Clinic
Mathilde
Rouen

Page 5 line
38 and
page 10
line 11

For life-threatening disease we understand well that
objective endpoints like overall survival may be preferred to
subjective response like HRQoL, but in certain cases
survival benefit will be only one month advantage with
worse quality of life and worse clinical status like pain,
adverse events…In this case we can ask if overall survival
by itself is sufficient ?

This is correct. Here we may talk about “parallel” or
simultaneous assessment of survival but also HRQoL or
other patient-relevant benefit (improvement in symptoms),
and safety; hierarchy will depend on the disease itself
(life-threatening or not) and aim of treatment (curative or
not)

13

GlaxoS
mithKlin
e

P6, L6,
Summary

It appears that authors are referring to assessments, rather
than endpoints themselves when describing ‘clinical
endpoints’. The summary definition provided is somewhat
similar to ‘clinical outcomes assessments’ or PROs as per
the FDA PRO Guidance (2009). Reference should be made
to joint efforts by the Critical Path Institute / PRO
Consortium / FDA to ensure consistent language in this
field, applied to clinical trials conducted globally.

The definition used here was accepted by the wider
EUnetHTA group after discussion and amendments.

14

EFPIA

p. 6, l. 1213

“[…] a valid measure of clinical benefit due to treatment (i.e.
an objective endpoint such as mortality, myocardial
infarction or stroke).” This should not be i.e. but e.g. as
there are relevant endpoints that are patient self-reported
such as in pain, depression and other diseases.

Accepted.

15

GlaxoS
mithKlin
e

P6, LL1516,
Summary

It is unclear what is really meant here by the comment on
validity. The implication appears to be that validity is likely
to be less for patient-reported endpoints. We disagree: the
fact of an assessment being patient reported does not
affect its ‘validity’: in fact, certain kinds of assessments
coming directly from patients are more ‘fit for purpose’.
Instead of the current text we recommend noting here that
accepted measurement principles should apply in

Accepted.
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assessment of PROs/clinical outcomes assessments
whether assessed by patient, observer or clinician.
Validity may be affected by a lot of different things, not just
those listed. Suggest instead that authors consider
recommending that researchers justify why their measure is
‘fit for purpose in the context of use’.

16

GlaxoS
mithKlin
e

P6, LL1617,
Summary

17

EFPIA

p. 6, l. 1617

“Validity may be a particular issue for endpoints that are
subjectively reported by patients”. Care should be taken
here not to confuse different concepts. The fact that an
endpoint is subjectively reported by patients does not make
it less valid as an endpoint (e.g. pain reported by patients).
The way of measuring the endpoint may not be done in a
valid way, but that does not say anything about the validity
of the endpoint in itself.

Accepted (as above).

18

EFPIA

p. 6, l. 20

This is rather about precision and data collection than
validity.

These statements are not specific to validity.

19

EFPIA

p. 6, l. 21

The study result is about the estimate, not the endpoint
itself.

Sentence amended with “of the treatment effect” for
clarity.

20

HTA
SIG

Page 6
lines 25-27

The sentence suggests that objective endpoints are those
collected over a long time period or represent final
outcomes. Yet laboratory parameters collected over a
short-term period can also be objective endpoints. Suggest
this sentence is reworded to reflect a more accurate
definition of an objective endpoint.

Reference to objective and subjective endpoints has been
removed.

21

HTA
SIG

Page 6,
lines 25-43

The section on objective and subjective endpoints could be
clearer. An objective endpoint should be preferred because
it can be scientifically and precisely measured without

See answer to comment 20

Accepted.
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ambiguity. A subjective endpoint is prone to human
judgment and hence increased variability and bias. This is
the primary reason for preferring objective over subjective;
either can be linked to the disease process and both can be
short or long term, so those reasons are somewhat weaker.
22

GlaxoS
mithKlin
e

P6, LL2434,
Summary

Making the distinction that clinical endpoints are ‘objective’
or ‘subjective’ gives the latter a negative/ pejorative
connotation. Many assessments can come from a variety of
sources, including physiological measures (which may be
being referring to here as ‘objective’), however objective
endpoints are not inherently better for REA: it depends what
is being measured, whether the assessment method can
actually measure the concept of interest.
‘Subjective outcomes, on the other hand, may be indirectly
linked to the disease process’ is somewhat misleading:
suggest omission.
Evidence needs to be provided for the statement ‘clinical
significance of the improvement observed in subjective
endpoints is generally less evident’ Many reported
outcomes studies covering different disease states have
shown what are generally considered clinically meaningful
changes. There are also authoritative guidelines (FDA PRO
guidance) that suggest how to make this assessment.
We do not support a sweeping statement that objective
endpoints are preferred: ‘Preference should generally be
given to objective endpoints, particularly mortality, unless a
subjective endpoint is appropriate’. Suggest that a note is
included that, for the purpose of supporting (full) HTA
assessments, efforts should be made to link patient
reported outcomes to economic benefit.

See answer to comment 20
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23

HTA
SIG

Page 6
lines 29-34

Conversely, these sentences suggest subjective endpoints
are those collected over a short term period. Yet patient
reported outcomes, e.g pain assessments, collected over
long term periods are also subjective. Suggest these
sentences are reworded to reflect a more accurate
definition of a subjective endpoint.

See answer to comment 20

24

EFPIA

p. 6, l. 31

This sentence is unclear

Paragraph largely deleted/rewritten.

25

EFPIA

p. 6, l. 3233

References are required. In some circumstances subjective
endpoints might be more appropriate than objective
endpoints, as acknowledged in the guideline itself.

See answer to comment 20

26

EFPIA

p. 6, l. 3740

There are certain life-threatening diseases in which
subjective endpoints are critical to assess the relative
effectiveness of a treatment. Therefore the usage of
subjective endpoints should not be exclusively restricted to
non fatal diseases. Furthermore, if the study is intended to
measure HRQoL even for life threatening condition, HRQoL
can be used as the primary endpoint, e.g., in situations in
which it is well known that two therapeutic inventions have
comparable survival benefit but very different off-target AE
profiles.

See answer to comment 20

27

EFPIA

p. 6, l. 41

The correspondence of Objective versus Subjective
endpoint with Quantity versus Quality of life implies that
objective endpoints can only be a measure of reduced
mortality/extended survival and that all clinical endpoints in
non-life-threatening diseases are necessarily “subjective”.
The Objective/Subjective terminology may not be
appropriate in the context of this guideline.

See answer to comment 20
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28

EFPIA

p.6, l.45

This statement is much clearer.

Thank you.

29

EFPIA

p. 6, l. 46

This statement seems at odds with the current situation
where HRQoL measures are often used in some diseases
in the context of REA (see page 19, line 17). Such a
statement does not seem to be appropriate for this
guideline.

Statement removed.

30

GlaxoS
mithKlin
e

P6, LL4647,
Summary

In the statement ‘Changes in HRQoL may not be directly
linked to the treatment effect and they are susceptible to
bias’ it is not clear what type of bias is being referred to.
Suggest the following alternative: ‘Changes in HRQoL
should be linked to treatment effect: the research should be
able to show that there is a correlation between
improvement in symptoms and in the proximal effects of the
disease’.

The sentence has been rephrased to: “Changes in
HRQoL may be linked to factors other than the treatment
effect and as such they can be susceptible to bias, unless
the HRQoL instrument used has been specifically
developed to capture the direct impact of a given
pathology or its treatment”

31

EFPIA

p.6, l. 47-50

The statement that HRQoL measures are susceptible to
bias seems odd and inconsistent with the HRQoL
guidelines. We suggest rephrasing to note that generic and
disease-specific instruments can give different results
because they measure different things.

See above.

32

EFPIA

p. 6, l. 52

It would be good to get a clear overview of how subjective
versus objective fits with intermediate versus final and with
surrogate endpoints. The way the guideline describes these
is confusing.

See answer to comment 20

33

HTA
SIG
RC
CEE&P

P6L56

Intermediate outcomes can be valuable in themselves.

7/7, 15/5254

From statistical point of view count data is the same as
ordinal, binary or continuous, depending on the situation.

While intermediate endpoints are considered as endpoints
on their own right, preference is still for final endpoints.
But it is still useful to differentiate from the other types in
this context, irrespective of the statistical handling.

34
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h

May be it is not reasonable to mention count data as
special type of data?

35

EFPIA

p. 6/7, l.
57/1
p. 19, l. 2325
p.7, l. 7-8.

36

EFPIA

37

HTA
SIG

P7L7

This ‘general preference’ is not shared by this reviewer and
unnecessary dichotomizing of continuous or ordinal
measures loses information.

Sentence removed.

38

HTA
SIG

Page 7, line
8

It is not clear why dichotomous outcomes should be
preferred. It is agreed that measures linked to the final
outcome are preferred, but if these are continuous or
survival or categorical then information would be lost by
converting them to dichotomous.

Sentence removed.

39

EFPIA

p. 7, l. 1718

This statement is judgmental and does not provide any
guidance. It therefore does not appear appropriate for this
document.

40

EFPIA

p.7, l. 13-21
p.16, l. 2223

The document could also mention other uses of absolute
measures, besides treatment evaluation, notably policy
questions.

The statement draws attention to the fact that, depending
on how endpoints are reported, it is possible for a
relatively ineffective treatment to be made appear
effective. This is relevant and justifies the subsequent
statements.
It is not clear that this is relevant to the scope of the
current document.

This compelling evidence, if already established by
regulatory agencies, should not be duplicated by HTA
agencies but should be factored in into the REA.
It is unclear whose preferences are referred to. It should not
be a recommendation to convert original measurement into
dichotomous indiscriminately. Dischotomour measure,
while easy to interpret, tends to be less precise and less
informative. In many situations, quantitative measurement
is preferable.

That evidence should be provided to the assessors to
confirm the nature of the association or correlation
between intermediate and final endpoints relevant for
REA.
Sentence removed.
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41

EFPIA

p.7, l. 20-21
p.17, l. 1722

The document highlights several issues related to
censoring but provides no guidance on these. It would be
useful to indicate the preferred approaches to
handling/analyzing censoring, with a reference to EMA or
other guidelines.

It is outside the scope of the current document to go into
great detail on dealing with data that incorporates
censoring.

42

EFPIA

p. 7,
recommend
ation 3

This refers to the study results (the estimate) rather the
endpoint in itself.
Clinical relevance needs input of clinical experts as well as
patients.

Rephrased as “endpoint estimates should be ...”

43

HTA
SIG

P7
Recommen
dation box
3

The endpoints themselves are not ‘presented’ but the
results of analysis.
Suggest this is changed to: Analysis results should be
presented in a way which shows estimates of treatment
effect with confidence intervals, the clinical relevance of the
effect and its statistical significance

See answer to comment 42.

44

EFPIA

p.7,
recommend
ation 4

Additional clarification of what is meant by “natural units”
would be welcome. Does this include PRO scales, QALYs,
etc..

Rephrased to say “where appropriate”.

45

EFPIA

p. 7,
recommend
ation 7

This recommendation favours “intermediate” or “subjective”
endpoints which are measured over shorter time periods,
which is more reasonable in some disease areas. This
recommendation should be reflected in the summary
section. It also implies reasonable sample size within the
context of clinical studies.

It speaks to the importance of a study being both
adequately powered and to run for a long enough to
adequately measure the endpoints that it set out to
measure.

46

EFPIA

p. 7,
recommend

The current wording suggests we need to measure
endpoints perfectly, which is impossible (except perhaps for

Rephrased. See answer to comment 47.
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ation 9

survival in some study designs). The study result will lead to
an estimate, which will be reported so as to be as close as
possible to the true result. Although ideally we would like to
measure endpoints perfectly, we do know there is a margin
of error for most measurements. It might therefore be useful
to rephrase to include that all standard errors should be
calculated and noted.
What should be avoided is bias.

47

HTA
SIG

Page 7
Recommen
dation 9

Suggest rewording “free from measurement or assessment
error” to “measured with minimal measurement or
assessment error”

Accepted.

48

OSTEB
A

Page 7- 8,
line 14

We suggest sorting the recommendations in the same order
as the sections of the document (i.e. Recommendation 10:
Section 2.1.7, Recommendation 12: Section 2.1.6,
Recommendation 21: Section 2.1.4.) TO REORGANIZE (to
be consistent with the document)

The ordering was chosen based on suggestions in a
previous round of consultation.

49

EFPIA

p. 8,
recommend
ation 10

Suggest adding that this approach should be taken for the
development of cut points for ordinal variables, not just
dichotomous

Accepted.

50

EFPIA

This recommendation refers to study design, rather than to
the endpoint

Accepted.

51

GlaxoS
mithKlin
e

p. 8,
recommend
ation 11
P8,
Recommen
dations 1415

We do not support these recommendations (see the
comments above). As an alternative we propose
‘Researchers should justify their rationale for kinds of
assessments used to measure certain concepts and the
endpoints used, taking into consideration how treatment
benefits can best be measured’.

See answer to comment 20.
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52

EFPIA

p. 8,
recommend
ation 15

A better definition of ‘subjectively measured endpoints’ is
needed. Is it referred to PROMs here? What about
seizures? They may be objectively visible, but they’re
‘subjectively’ counted, ie, reported by the subject. The
limitation of the use of subjectively measured endpoints to
“symptomatic, short-term, non-life threatening disease” is
inappropriate. For example, depression is potentially lifethreatening and still relies mostly on subjectively reported
symptoms of patients (either in patient self-reported form or
in interview-elicited symptoms assessment).
There seems to be some redundancy in the phrasing of this
sentence.

See answer to comment 20.

53

HTA
SIG

Subjective endpoints are not just those measured in a
short-term period

See answer to comment 20.

54

EFPIA

Page 8
Recommen
dation 15
p. 8,
recommend
ation 16

As acknowledged in the guideline on surrogate endpoints,
short-term endpoints are sometimes the only viable option
to ensure a feasible clinical study, or for diseases with
widely accepted biomarkers e.g. diabetes. Overall mortality
is also a less sensitive endpoint, in particular, when the
disease specific mortality rate is low and competing
mortality is high. In specific cases regulatory agencies have
recognized the validity of such surrogate endpoints, which
could also be used in the context of HTA. We refer to the
EFPIA comments on the guideline on surrogate endpoints
for this recommendation. Furthermore, this seems at odds
with recommendation 7, which calls for measurable
endpoints within a reasonable period of time.

The recommendation does state “where possible”,
acknowledging that long-term or final endpoints are not
always feasible.

55

EFPIA

p. 8,

When already conducted by regulatory authorities, the

That information should be available to the assessors.
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recommend
ation 17
l. 13, l. 3133

validation of such a link should not be duplicated.
In rare disease areas, the establishment of a strong
validated link is difficult; however intermediate endpoints
still have a key role to play. Further reflection would be
needed on this point.

p. 8,
recommend
ation 19
p. 8,
recommend
ation 20

Is this relevant for PRO selection?

56

EFPIA

57

EFPIA

58

EFPIA

p. 8,
recommend
ation 21

It is inappropriate to limit the value of PROs to non lifethreatening diseases. PROs may also be highly relevant in
life threatening diseases, e.g. in diseases where treatment
burden is high. They may be a direct measure of patient
harm.
Furthermore, PRO is a measurement method, rather than a
type of endpoint. It should therefore be clarified whether this
includes HRQoL. Patients may value their symptoms and/or
health-related quality of life as more important than survival
benefit. This has been demonstrated for several diseases in
conjoint analyses; or is, for example, reflected in the EQ-5D
where there are values below 0 on the utility scale
indicating health states worse than death.

Recommendation removed as it is not appropriate.

EFPIA

p.8,
Recommen
dation 22

In order to avoid the reporting bias, all of the study’s prespecified (primary and secondary) endpoints, should be
reported in the pre-specified way.

Endpoint estimates may be derived from a single study or
by evidence synthesis using multiple studies, in which
case this recommendation would be inappropriate.

HTA

P9L3

Add a definition of REA

Relative effectiveness assessment is based on the

59

60

We note that consistency across EUnetHTA guidelines
could be further increased and refer to the EFPIA
comments on the guideline on composite endpoints.

This recommendation refers to the use of numerous
[secondary] outcomes for a treatment. That can include
PROs.
It is important that composites are presented in
disaggregated form as different weights may be applied to
each of the constituent outcomes.
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SIG

definitions given by High Pharmaceutical Forum. The
reader is suggested to read this paper for further details.
Definition has been simplified.

61

GlaxoS
mithKlin
e

P9, LL3-19

These definitions are confusing as PRO is indeed a clinical
endpoint as defined here. Suggest consistency is sought
with well-established definitions such as ‘clinical outcomes
assessments’.

62

EFPIA

p. 9, l. 15

The definition of PRO is contradictory; it clarifies that it is a
measurement type which encompass various levels of
sophistication of measures, whilst stating that it most often
relates to self-reported patient health status. Across the
guideline, there is confusion between PRO and HRQoL.
This should be reviewed.

Definition has been simplified.

63

EFPIA

p. 9, l. 2324

This also infers that study sizes need to be reasonable and
manageable.

Not clear what this means.

64

EFPIA

p.9, l. 28-29

This document includes biomarkers directly in surrogate
endpoints, whereas the Surrogate Endpoints document
defines them separately. Suggest revising for consistency.

Definition revised.

65

SBU

Page 9,
lines 31-37

The term “Intermediate endpoints” is not usually found in
clinical studies, “surrogate endpoints” is better

Removed – now just surrogate endpoint.

66

HTA
SIG

P9L36

Removed – now just surrogate endpoint. If a direct
endpoint is justified then it will fit the definition of a clinical
endpoint rather than surrogate.

67

EFPIA

p.9, l. 39

We disagree that intermediate endpoints should only be
assessed as surrogates for a ‘clinically meaningful (final)
endpoint’. Many intermediate endpoints can be considered
as a valid measure of clinical benefit in themselves. For
example, delay of disease progression is a benefit to
patients independently of the extent to which it is predictive
of increased survival.
This composite endpoint definition is different from that

In what sense?
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usually established.
68

HTA
SIG

P10L4-7

As written this is not completely in line with the Scope of the
report.

It is unclear how this might be out of scope.

69

RC
CEE&P
h
HTA
SIG

10/10

effict / effect

Accepted.

P10L14

Suggest inserting “compared to some alternative under
real-world conditions” after ‘endpoint’

Accepted.

71

HTA
SIG

P11L3

It is not clear why this is written in the context of new
therapies only. REA can equally be applied to established
therapies, suggest rephrasing to refer to new and
established therapies.

Rephrased as “drug being evaluated.”

72

HTA
SIG
RC
CEE&P
h
GlaxoS
mithKlin
e

P11L8

Suggest referring to endpoint in singular context.

Accepted.

11/8

endpoints) / endpoints

Accepted.

P11, LL1113

Recommend that choice of endpoints should ideally start
with the concepts being measured (in relation to each
country’s decision framework – see ‘General points’ above),
and finding a ’fit for purpose’ assessment that can measure
that concept.

Comment at end of conclusion alludes to this point.

70

73

74

75

EFPIA

p. 11, l. 1415

“whereas subjective endpoints may be more adapted to
assess treatment benefit in non-life-threatening
symptomatic diseases”: same comment as above

See answer to comment 20

76

GlaxoS

P11, LL35-

These examples include measures/assessments which

The list has been refined. However, depending on the
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mithKlin
e

39

may not themselves be study endpoints. Recommend
including clearer examples of endpoints, such as ‘mean
change from baseline to week 12 in physical functioning
score on X questionnaire’.

disease and treatment, the measures listed can be study
endpoints.

77

EFPIA

p. 11, l. 37

According to the DSM IV anxiety (disorder) is defined by the
following symptoms: restlessness or feeling on edge, being
easily fatigued, difficulty concentrating, irritability, muscle
tension and sleep disturbance (a person must have at least
three of these symptoms, with some being present more
days than not for at least six months). None of those
symptoms is related to function (i.e. how a person is able to
carry out activities/participates in social life).

Example removed.

78

EFPIA

p. 11-12 / l
33-45 plus
figure

Since we find section 2.1.1 to be important for the
understanding of the rest of the document, we think that the
whole document would benefit from a greater clarity and
stringency in how common types of endpoints are
presented together with the figure here. Maybe it would
become more clear if the types of endpoints are described
in terms of what is measured (ie the concept) and how it is
measured (eg patient report, clinician Clinical Endpoints
report etc). As it now reads it is a bit confusing (eg, “rating
scales” is not an endpoint in itself) and the description of
types of endpoints and the figure does not clearly match. It
is unclear why HRQOL is not listed under morbidity,
especially as limitations in activity of daily living are
impacting HRQOL (the first listed under “morbidity”);
furthermore the guideline on HRQoL indicates that HRQoL
is used to target morbidity reduction (p. 13, l. 43).

The section has been reorganised and updated to
improve clarity and readibility.

79

SBU

Pge 12,

Looks a bit strange to count activities of daily living and

Examples removed as not necessary for understanding of
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lines 1-14,
the figure
Page 12,
lines 38-39

adverse events to morbidity

graphic.

Subjective endpoints are not only measured by patients.
The physician can for example measure joint status which
will be a “subjective measure”

See answer to comment 20

80

SBU

81

HTA
SIG

P12L39

Suggest changing ‘Patients’ to ‘patients or care-givers or
health-care professionals’

Section removed.

82

GlaxoS
mithKlin
e

P12, LL27 29

Do not confuse HRQOL with overall QOL: suggest that
attempts to measure overall QOL should be discouraged,
as overall QOL includes dimensions that are difficult to
measure and may not be affected by clinical treatments.

We are referring specifically to HRQoL.

83

GlaxoS
mithKlin
e

P12, LL3649

This whole section should be reconsidered (see General
comments above about ‘objective’ vs. ‘subjective’
endpoints. Recommend recognising that assessments lie
on a continuum rather than being black and white as
depicted here: some measures are more physiologically
based and measurable in the clinic (e.g. lab values).

See answer to comment 20

84

EFPIA

Does this statement imply that EUnetHTA recommends
disease/condition specific HRQoL measures over generic
measures? This should be clarified.

We don’t state a preference, and this can vary across
countries.

85

OSTEB
A

p. 12, l. 3034
p. 19, l. 1719
Page 12,
line 35

Replace “section IV”, by “section 2.1.4” (to be consistent
with the document)

Accepted.

86

OSTEB
A

Page 12,
line 50

Although GERD is a well-known acronym, its meaning
should be either given or included in the acronym list.

Example removed.

87

EFPIA

p. 12, l. 37

Partiality, ambiguity and links to the disease process have

See answer to comment 20
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nothing to do with objective versus subjective, which are
both observation methods that can suffer from all of those,
independently of whether they are objective or subjective.
88

EFPIA

p. 12, l. 48

Greater consistency across the document is needed. Here
PRO is referred to as “Patient relevant outcomes” when the
definition (p.9) refers to “Patient reported outcomes”.

Section removed.

89

HTA
SIG

It is clinical endpoints assessing long term outcomes that
require long-term data

Section removed.

90

EFPIA

Page 12
line 54page 13
line 4
p. 12/13

The discussion of advantages and disadvantages of
objective and subjective endpoints is confusing since it is
does not only, or even primarily, seem to be about how an
endpoint is captured (through objective or subjective
measures). Some of the distinctions between subjective
and objective seem inappropriate. It is, for example, unclear
why subjective measures should be feasible for across
disease comparisons and objective ones not. For example,
lung function parameters are useful in several lung
diseases, but disease-specific symptom measures (as
PROs) may not measure the same concept in several
diseases (and do not allow across comparisons).

See answer to comment 20

91

SPMSD

Page 13 –
surrogate
endpoints

Vaccines may be added to the examples;
For vaccines, in some cases final clinical endpoint is not
available and surrogate endpoint only can be evaluated,
e.g. immunogenicity can be measured (case of the
influenza vaccine).
If surrogate endpoints have been validated/accepted in the
framework of regulatory approval, it is because they have

But that association must be demonstrated and should be
provided to the assessors.
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been found to be good predictors of the final endpoint, and
this should not be different in the context of REA.
92

HTA
SIG

P13L2-3

The link between a long-term endpoint and mechanism of
action is often unclear and weaker than the link to a more
proximal endpoint. Eg anti-lipidemics are closely linked to
changes in LDL/HDLwith a much weaker connection to
major cardiovascular events.
Please clarify your point about dependence on clinical
practice or health system. Do you mean that definition,
detection and assessment may vary or that risk and
incidence of the endpoints will vary? Social and health-care
differences will strongly influence mortality. It is not at all
clear that assessment and detection of cardiovascular
events is any more independent of the health system than
measurements of dyslipidemia or blood pressure.

Section removed.

93

P13L4

I do not know what this means – please rewrite and clarify

Section removed.

94

HTA
SIG
GlaxoS
mithKlin
e

P13, LL517

This list is of clinical outcomes assessments, not ‘subjective
endpoints’. Clinician reported or observer reported
assessments have some subjectivity, and so not all require
an assessment by patients (line 8). Clinical relevance can
indeed be difficult to demonstrate (line 10) but the same
may be true for ‘objective’ physiological measures.

Section removed from document.

95

SBU

Page 13
lines 6-18

The same as above for subjective endpoints. Otherwise,
call it “patient assessed” endpoints

See answer to comment 20

96

HTA
SIG

P13L7

Please clarify what you mean here. I think you mean that
symptom measurements are more directly related to
disease process than overall HRQoL scales.

Section removed.
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97

EFPIA

p.13, l. 18

It is unclear why a HRQOL measure should have a weaker
link to the mechanism of action; this may only be true for
generic measures but not for disease-specific HRQOL
measures.

The statement is that they may have a weaker link, and
this depends on the nature of the disease, the treatment
and whether the HRQoL measure is generic or disease
specific.

98

OSTEB
A

Page 13,
line 21

Although MI is a well-known acronym, its meaning should
be either given or included in the acronym list.

Spelled out in text now.

99

OSTEB
A

Page 13,
line 23

Replace “section VI” by “section 2.1.3” or “section 1.1.” (to
be consistent with the document)

Accepted.

10
0
10
1
10
2

OSTEB
A
OSTEB
A
SBU

Page 13,
lines 35-39
Page 13,
line 37
Page 13
lines 39-40

Somewhat confusing wording, we suggest simplify it

Rephrased.

Replace “Where” by “where”

Accepted.

The term “Final endpoint” is not clear and could be
deleted.

Now says “endpoint of interest.”

10
3

SBU

Page 13
lines 44-46

Progression free survival is often used in oncology studies
without any clear association with overall survival

It is not suggested that progression-free survival should
be routinely accepted as an endpoint in its own right.

10
4

HTA
SIG

P13L52-53

The final sentence is unclear. Please change the first
endpoints to ‘comparisons between treatments’

Accepted.

10
5

OSTEB
A

Page 14,
line 1

Replace “section IV”, by “section 2.1.4” (to be consistent
with the document)

Accepted.

10
6
10
7

OSTEB
A
EFPIA

Page 14,
line 14
p. 14, l. 15

Add in parentheses the acronym "HRQoL"

Accepted.

“Reports and ratings of health care” does not seem to be
the construct, should it rather be “Perception of or

Accepted.
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satisfaction with health care”?
10
8
10
9

GlaxoS
mithKlin
e
GlaxoS
mithKlin
e

P14, L23

Change ‘pain killer drug’ to ‘analgesic’.

Accepted.

P14, LL2932

Recommend that researchers ‘should be required to
document the rationale for why the instrument is ‘fit for
purpose in the context of use’, providing data to support its
validity, reliability and responsiveness so that the results
can be able to be more easily interpreted’.

Accepted.

11
0

EFPIA

p. 14, l. 3031

The concept of "over-responsive" HRQoL measures is
confusion. The issue is to define and determine clinical
meaningful difference.

Have added the text “hence it is important to establish
what constitutes a clinically meaningful difference in
scores”

11
1

OSTEB
A

Page 14,
line 48

Replace “section IX”, by “section 2.1.5” (to be consistent
with the document)

Accepted.

11
2

HTA
SIG

P15L1-2

I think this sentence is unclear. Any composite endpoint
will include a selection of non-fatal event. Presumably all
events included in the composite have been evaluated. It is
impossible to evaluate ‘all non-fatal events’ – a selection
has to be made.

Rephrased as: “If non-fatal endpoints are included in a
composite endpoint, it is important to state whether all
non-fatal endpoints were evaluated or just the first one to
occur.”

11
3

HTA
SIG

P15L13-14

This is unrealistic. Any composite includes a range of
events of differing importance.

11
4

HTA
SIG

P15L15-19

This seems to be an arbitrary definition for ‘homogeneity’
and an unrealistic one. For example, if the composite
includes death, but there are only a few deaths and many
non-fatal events then the point estimate for the effect size
on death will often be outside the 50% CI for the composite

If the endpoint is not provided in disaggregated form then
one that includes endpoints of highly variable clinical
importance will not provide meaningful data for a HTA.
It also states that “The extent to which the response
should be homogeneous is open to discussion.” However,
depending on what is included in the composite,
improvements in a clinically less important endpoint could
mask disimprovements in a clinically more important
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even if the true hazard ratio is the same.

endpoint. It is clear that discrepancies must be highlighted
and explained clearly, rather than presuming that the
overall effect is sufficient information for an REA.
See above.

11
5

EFPIA

p.15, l.15

It is not immediately clear why the response needs to be
homogenous across components of a composite endpoint.
Conceivably, competing-risk outcomes in the same
endpoint could move in different directions (e.g. reduced
mortality but more infarcts).

11
6

EFPIA

p. 15, l. 30
Section
2.1.6

The use of adjudication committees should be discussed in
this context (to increase validity and reproducibility). An
adjudication committee is an independent (independent
from the investigators) body installed in clinical studies to
determine the accuracy of endpoint identification by
investigators (e.g. judged based on the patients’
documentation whether a stroke occurred, in accordance
with the definition of the study protocol). This ensures
standardization and consistency in endpoint collection in
studies that have more than one investigator.

A short paragraph has been added.

11
7

P15, LL3132

Suggested adding ‘....when there is no underlying change in
the condition’.

Accepted.

11
8

GlaxoS
mithKlin
e
HTA
SIG

P15L33-37

Inter-rater reliability cannot be assessed for PROs. There
is only one rater – but their opinion is highly relevant.

Text rephrased and clarified.

11
9

HTA
SIG

P15L42

Please delete ‘Reproducibility and validity are not
independent as’, and change aA.

Disagree, makes sentence clearer.

12
0

EFPIA

p. 15, l. 4550

The last paragraph of section 2.1.6 does not seem to fit and
be about reliability and validity, maybe better placed in one
of the later sections?

It has been moved to Section 2.3
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12
1
12
2

HTA
SIG
HTA
SIG

P15L50

Toby. The patient etc is blinded to treatment.

Accepted.

P16L4-5

I do not know what you mean or why you say that an MI
may vary in clinical interpretation.

Sentence rephrased as: “The definition of endpoints that
are binary by nature, such as myocardial infarction, may
still vary considerably across studies.”
It is the case that endpoints such as MI vary in definition
so that some cases may be borderline and be counted in
one trial but not another. Hence the need for documents
such as the Third universal definition of myocardial
infarction.
Accepted.

12
3

GlaxoS
mithKlin
e

P16, LL1718

‘Clinically interesting magnitude’ is an unusual term:
recommend use of consistent language throughout, such as
‘clinically meaningful’.

12
4

EFPIA

p.16, l. 1720

Document refers to p-values/statistical significance here
(and throughout), without mentioning CIs. It is now
standard to present results with CIs to represent
uncertainty. Suggest revising to require the presentation of
CIs for inference and modifying references to p-values. We
note that the Core Model for Rapid Assessment of Relative
Effectiveness does discuss the importance of CIs and
suggest ensuring consistency here.

Perhaps, but at the section highlighted, the text is
highlighting the need to show clinical significance and not
just statistical significance.

12
5

HTA
SIG

Page 16,
line 20

Both the effect size and the associated uncertainty should
be stated

Accepted.

12
6

HTA
SIG

Page 16,
line 22

It would be preferable to refer to relative measures, and
absolute measures, and not risk. This is because risk
refers only to adverse effects, and relative risk is a specific
statistical term relating to binary data, but this section is

Accepted.
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discussing more generally presentation of absolute or
relative effect measures (regardless of data type).
12
7

EFPIA

p. 16, l. 36

The same is true for the absolute risk difference if both
treatment arms contain an effective treatment (i.e. in active
comparator trials)

Accepted.

12
8

SBU

Page 17
study level
issues

It could be of value to somewhat expand the text about
statistical considerations regarding non-inferiority studies

12
9

HTA
SIG

P17L5-6

In a meta analysis it is important to choose an appropriate
endpoint. Appropriateness is not assumed, it is assessed
as part of the design of the analysis

Non-inferiority margins are not very relevant for REA as
HTA bodies are much more interested in the added
benefit of a new drug as compared to existing alternatives
than in non-inferiority margins.
Accepted. Rephrased as “An assumption of a metaanalysis is that the effect measure is consistent across
studies.”

13
0
13
1

EFPIA

Should this “time to event section” also include a discussion
of other clinically relevant events than survival?
This should explicitly state that it is overall survival data
that is a direct clinical benefit to patients (since progression
free survival, etc may be deemed a surrogate endpoint).

Reference is made to non-fatal events.

HTA
SIG

p. 17, l. 822
Page 17,
line 9

13
2

EFPIA

p.17 ly

Attention should be paid by the selection of endpoints and
the interpretation of results for oncology therapies.
The determination of overall survival as a primary endpoint
for oncology therapies often hits ethical limits and is in
many situations impossible or only possible in limited
fashion (e.g. due to different active follow-up therapies)

But the text as it stands is correct – preference is for
overall survival.

13
3
13
4

HTA
SIG
HTA
SIG

P17L21-22

Incomplete sentence

Accepted – sentence rephrased.

Page 17,
lines 24-39

It would be helpful to inform the reader to be aware of the
risk of false negatives too, for example a trial with multiple

Accepted.

Rephrased as “Survival implies a direct clinical benefit to
patients”
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positive endpoints/subgroups but one neutral one does not
necessarily mean that there is no effect on that
endpoint/subgroup.
13
5
13
6

HTA
SIG
EFPIA

Page 17
line 27
p. 17, l. 29

Typo should read “If multiple primary endpoints…”

Accepted.

“in many instances, studies put forward the endpoint(s)
where the most significant effect was observed.(31)” The
supporting evidence for this statement is outdated as
primary endpoints have to be pre-specified in trial registries
such as trial gov. Publication without this registration is not
possible for clinical studies.

Reference updated and additional reference given.

13
7

EFPIA

p. 17, l. 3132

The sentence is unclear: “To reduce reporting bias, all
relevant endpoints used in the literature should be reported
in an assessment.”

13
8

HTA
SIG

Page 17
line 32

Suggest rewording last sentence to “…all relevant
endpoints in the study should be reported.”

Rephrased as: “To reduce reporting bias, where a
systematic review is used all relevant endpoints reported
in the literature should be included in an assessment.(33)
Where a single study is used, all primary and secondary
endpoints should be included.”
See above.

13
9
14
0

HTA
SIG
HTA
SIG

Page 17
lines 38-39
P17L41-45

Suggest rewording the beginning of the sentence to “Where
possible, trials should be powered for subgroup analysis….”
True but only relevant to treatments intended to reduce
risks

Accepted.

14
1

HTA
SIG

Page 17,
lines 41-49

It may be helpful to give the reader some guidance about
how to interpret statistical power when reviewing a study
result. For example, if a study with a statistically significant
positive result has low power, it does not make that result
less valid (as it has been shown despite the challenge of
low power). However, if a study with a positive result has

We feel that the paragraph has sufficient detail for its
purpose.

But still applicable.
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very high power, the clinical relevance of that result should
be examined, as statistical significance may not imply
clinical significance.
14
2

EFPIA

p. 17, l. 52
ff

The use of an adjudication committee should be discussed
as another option when blinding is not possible/feasible (i.e.
PROBE design).

Accepted.

14
3

GlaxoS
mithKlin
e

P17, LL5354

The implication may be taken that blinding is less important
for ‘objective endpoints’, however blinding is important
regardless of the type of endpoint; a placebo response is
quite possible with ‘physiological’ measures.

Sentence removed.

14
4
14
5

SBU

Replace “benefit” with “effects”

Accepted.

HTA
SIG

Page 19.
line 2
Page 18,
lines 4-5

This information about multiple testing belongs after line 39
on page 16, not in a paragraph about missing data.

Not clear what is being referred to here.

14
6

HTA
SIG

Page 19
lines 10-11

Unclear what “Measurement of an endpoint” is referring to,
was this intended to reflect “The results of measuring an
endpoint”?

Rephrased as: “Endpoint evaluation by the patient,
investigator or treating physician should ideally be done in
a blinded fashion.”

14
7

HTA
SIG

P19L10-11

See before. Change to ‘Measurement of an endpoint by
the patient, investigator or treating physician should ideally
be done in a blinded fashion.’

Accepted (see above).

14
8

HTA
SIG

P19L24-25

Interest  interest or if the chosen endpoint is itself a
measure of clinical benefit.

If a surrogate or intermediate endpoint is itself of interest,
then it qualifies as a clinical endpoint.

14
9
15

HTA
SIG
HTA

P19L27-28

This is an incomplete sentence.

Amended.

P19L31

See comment to P15L1-2.

Rephrased as before: “If non-fatal endpoints are included
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0

SIG

in a composite endpoint, it is important to state whether all
non-fatal endpoints were evaluated or just the first one to
occur.”
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Adam Heathfield
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B+L

2

Clinic
Mathilde
Rouen

All four
EUnetHTA
draft
guidelines
(comparators
, evidence,
endpoints,
composite
endpoints).
General
comment

Please clarify if EUnetHTA is planning to offer scientific advice
meetings similar to the EMA to support development of new
drugs. An opportunity to meet with EUnetHTA would provide
important value to those conducting a REA.

Yes. Scientific advice/early dialogue meetings
with technology developers and multiple HTA
bodies are the part of EUnetHTA JA2WP7
(started October 2012, coordinated by HAS).

Does all the endpoints will have the same level of importance ?
what will determine a hierarchy in endpoint ? what will determine
an endpoint to be primary secondary or composite?

In general, primary endpoint(s) are the main
symptoms/signs of a disease, relevant and
responsive to change, recognised and relevant
both to patients and to physicians. Endpoints for
REA should represent a valid measure of clinical
benefit in a given condition and for a given
pharmaceutical. Relevance and hierarchy of the
different endpoints will depend on the objective of
REA, on the disease itself and of the aim of
treatment assessed. At the end, the degree and
relevance of a clinical (added) benefit of a given
pharmaceutical shown on relevant endpoints is
determined by national appraisal committees in
each country.
Composite endpoints (as primary endpoint) are
accepted if no single primary endpoint is
appropriate. The combination of endpoints and
determination of their character (co-primary,
secondary or composite) in a given situation is

4
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closely linked to sample size calculation.
Page 6 point 8 mortality has not the same impact in adjuvant
setting or in metastatic disease, mortality is predominant in
metastatic disease PFS is predominant in adjuvant setting.
Page 8 discussion does the fact that the trial be conducted in a
timely fashion profit to the patient or to the industrial ?

3

EFPIA



1) The draft guidelines provide a good overview of some of
the differences between national REA methodologies and
therefore complement well the background review that was
conducted by EUnetHTA in 2011. At this stage however, we
consider they do not provide clear guidance on how to align
evidence requirements in areas of divergence.



2) The draft guidelines acknowledge the difficulty of alignment
especially in the context of varying aims of REA (e.g.
reimbursement or not). This legitimate concern makes it
sometimes unclear what the objective and what the target
audience of the guidelines are. In particular, it is unclear
whether recommendations are issued for the purpose of
European REA, or whether they guide national REA.
Similarly, it is sometimes unclear whether they should support
HTA assessors to critically appraise manufacturers’
submissions, whether they will impact on future modifications
of national REA guidelines, and whether manufacturers are
expected to take them into account when preparing their
submissions. The draft guidelines reviewed could contribute

Comment acknowledged. Recommendation to
include mortality in a composite endpoint refers to
a likely and relevant censoring effect of mortality
in certain diseases.
To whom the benefits of a faster conduct of
studies will be and in what amount will vary from
case to case. Discussion of this general aspect is
not considered necessary in this particular
guideline.
1) Comment acknowledged. It is correct that the
basis of the work was an overview of the “state of
the art” for each guideline topic in each EU
country. For many topics, there is convergent view
on evidence requirements for REA; in some
areas, divergences exist. In these cases and more
generally to discuss evidence requirements during
the development of a health technology,
EUnetHTA has put in place early dialogues with
technology developers and multiple HTA bodies.
Evidence requirements for HTA in a specific
condition will be completed with elaboration of
disease-specific guidelines for technology
development.
In current guidelines statements will be introduced
to highlight situations where recommendations are
based on consensus and where consensus does
not exist.
2) Guidelines are primarily aimed to support HT

5

Compilation of comments on 4thdraft of guideline on Endpoints used for REA of Pharmaceuticals – Composite Endpoints

N
o

Organisatio
n

Page & Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
to alignment of assessment processes carried out across
Europe. For this to materialize however, these draft guidelines
need to be endorsed and implemented not only at European,
but also at national level.




3) The draft guidelines show the important role of REA
assessors to feed back into drug development. Guidance on
comparators, level of evidence and acceptability of endpoints,
will affect development decisions taken prior to phase III
development programmes. There is therefore a strong need
to align REA draft guidelines with already existing clinical and
regulatory ones. Throughout the guidelines, references to the
regulatory assessment and decision process, as well as
decisions taking place along the clinical development plan,
could be further enhanced.
4) In light of the above, we consider that EUnetHTA could set
up a further reflection process involving relevant stakeholders
to support streamlining of REA evidence requirements by:
o Discussing areas identified in the draft guidelines in
the form of e.g. a roundtable during which the draft
guidelines are reviewed one by one by a panel of
experts from various stakeholders. As a second step,
the general reflection process could be
complemented by disease-specific
discussions/guidelines (aligned with existing
regulatory ones on e.g. clinical investigation of
medicinal products used in specific disease areas),
and should also consider the role of early dialogue in
drug development.
o Discussing the role and implementation of the
guidelines at European/national level.

assessors to critically appraise manufacturers’
submissions; in addition, manufacturers may take
guidelines recommendations into account when
preparing submissions. Indeed, EUnetHTA
guidelines could contribute to alignment of
assessment process carried out across Europe.
3) Comment acknowledged. For REA draft
guidelines including disease-specific ones,
existing clinical, regulatory and HTA guidelines
will always be checked and requirements aligned
when adequate. EMA-EUnetHTA collaboration on
this topic has been put in place and will be
pursued in the framework of EUnetHTA JA2.
4) Comment acknowledged. Stakeholders
involvement in guidelines elaboration will be
further strengthened and process itself reviewed
and amended in the framework of EUnetHTA JA2.
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4

EFPIA





1) As with the other methodological issues addressed in the
draft guidelines, industry considers it of utmost importance to
align any requirements in the area of composite endpoints
with regulatory requirements. In the case of rapid
assessments, the same information (i.e. studies) submitted for
regulatory approval will be used. Hence, this guideline should
also take into account the relevant guidelines, points to
consider etc. from the EMA/CHMP. Although related to
regulatory submissions, they are also a very valuable source
regarding Composite Endpoints, in particular:
o Points to Consider on Multiplicity Issues in Clinical
Trials (CPMP/EWP/908/99), 2002.
http://www.ema.europa.eu/docs/en_GB/document_lib
rary/Scientific_guideline/2009/09/WC500003640.pdf
o Guideline on Missing Data in Confirmatory Clinical
Trials (EMA/CPMP/EWP/1776/99 Rev. 1), 2010.
http://www.ema.europa.eu/docs/en_GB/document_lib
rary/Scientific_guideline/2010/09/WC500096793.pdf
o As an example of a disease-specific guideline, also
dealing with composite endpoints: Guideline on the
evaluation of medicinal products for cardiovascular
disease prevention
(EMEA/CHMP/EWP/311890/2007), 2008.
http://www.ema.europa.eu/docs/en_GB/document_lib
rary/Scientific_guideline/2009/09/WC500003290.pdf
2) In particular, it is important to clarify that elements of
composite endpoints as presented in the regulatory file cannot
be excluded from the REA dossier, as this would otherwise
undermine the power of the study and determination of the
effect size and statistical significance. This draft guideline

1) Comment acknowledged. See answer to
comment 3, point 3. EMA reference on Multiplicity
issues and on a guideline on the evaluation of
medicinal products for cardiovascular disease
prevention will be added.
2) It has already been clearly stated in the draft
guideline that all components of a composite
endpoint will be assessed in combination and
separately. So, no element will be excluded from
assessment.
The tables of how composite endpoints should be
a) constructed and b) reported has been now
combined, rewritten and relevant points are
included to the table of appraisal of composite
endpoints.
The wording of the final version of this guideline
will be modified to make clear that it is written for
REA assessors.
3) HRQoL is a multi-dimensional multi-item
concept assessing different aspects of patients’
QoL influenced by a disease and its treatment. As
such, it is not appropriate component of a
composite endpoint. This statement can be
included, as well as the reference to the HRQoL
guideline, even if detailed discussion of HRQoL in
this guideline is out of scope.
In general, the combination of objective and
subjective components should be avoided (see
recommendation 7) to minimize problems with the
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would best address how composite endpoints should be dealt
with when they have been used in a study. As is, the guideline
seems to be written for clinical trial sponsors rather than REA
assessors.

interpretation of results. In some diseases (e.g.
pulmonary arterial hypertension), use of such
combined endpoints could be justified but has to
be done in an explicit manner.



3) Although HRQOL as a specific form of PRO is presumably
appropriately covered in a further guideline document, it may
be useful to clarify in the introduction to this document why
HRQOL is not included in the discussion on composite
endpoints, and refer the reader to the subsequent guideline
document.

4) There´s indeed a clear preference for the use
of single endpoints when available to avoid
problems in interpreting study results.



4) From an overview of the advantages and disadvantages of
composite endpoints presented in the draft guideline, there is
a tendency to favour the single endpoints as they are
recommended as primary endpoints whenever possible.
However, it may be relevant to highlight the following
considerations in relation to composite endpoints:
o Composite endpoints tend to be considered as an
appropriate way to define composite events. One
could also think about continuous composite
endpoints (e.g. Global-Benefit Risk)
o One of the difficulties in understanding a treatment
effect on a composite endpoint is that it requires
examining treatment effect on each component, for
which individual clinical trials are usually not powered.
Hence, an increased importance of the metaanalyses typically conducted during HTA processes
that could then help demonstrating significant
treatment effects on components. This should be
highlighted in the document as it represents a
significant added value of the general HTA process

8
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compared to pure clinical research.
More focus on advantages and disadvantages of using composite
endpoints in the context of conducting REA should be put rather
than a general view (sections 2.2, 2.3, 2.4, 3).


5

6

7

5) In certain disease areas, such as CNS, clinical studies for
regulatory purposes are often not designed to show
differentiation against a comparator on primary endpoints or
key secondary endpoints as they are generally powered to
show statistical difference only versus placebo. Active
comparators are generally used as active reference to meet
regulatory requirements. Superiority versus and active
comparator in a standard primary endpoint would likely
require a very high number of patients due to the small
difference to be detected on a single primary endpoint. In this
context, the use of composite endpoints is a potential avenue
to be able to capture multiple potential benefits of a new
product within a reasonably sized clinical trial.

Comment acknowledged. The sentence on the
meta-analysis will be added; the necessity of
consistent definition of components of a
composite endpoint through trials will be
underlined.
5) This issue is too disease-specific (CNS) to be
discussed in a general methodology guideline on
composite endpoints.
The proposal to use composite endpoints in these
situations appears inacceptable, taking into
account already existing difficulties of showing
treatment difference on “single” endpoints (rating
scales)

EFSPI/PSI
HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group

General

Many grammatical/editorial issues e.g. missing articles etc.

This will be checked before final guideline is
issued.

General

There is no mention of the role of an adjudication committee to
define endpoints and to determine whether and when they occur
for each patient in a trial. This can provide an objective way
forward, provided that any such committee is blinded according to
treatment allocation.

EFSPI/PSI
HTA Special
Interest

General

It is not clear who this document is aimed at, nor at what stage of
the process it applies. Is it designed to provide “points to consider”
when the REA is being planned? If so, and if the REA is being

Comment acknowledged, even if this is a
recommendation for study conduct. Establishing
such a committee will be a good means to raise
the general quality of a study and reduce
uncertainty of the assessors concerning outcome
validity.
See answer to comment 3 point 2.
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Group

conducted as part of a clinical trial, then this would be relevant to
trial personnel, including the trial statistician. Such personnel may
not be aware of the existence of these guidelines. On the other
hand, if it is designed for after trials have been completed then a
lot of these considerations are a bit late and should have been
addressed before, especially the choice of composite. It may be
difficult to make an unbiased choice of composite endpoint if the
trial has already been conducted.

8

EMA

general

Cross link with references should be checked throughout the text

Accepted.

9

EMA

general

A sentence considering the following should be implemented in
the text (an example has been suggested already):
“composite endpoints having added value in rare diseases where
single endpoints are not so informative (e.g. ref to CHMP
guideline on PAH)”.
A composite endpoint is recommended in the CHMP guideline for
pulmonary arterial hypertension
(EMEA/CHMP/EWP/356954/2008), this could be referred in the
document.

Accepted. As suggested the sentence will be
included and the reference added.

1
0

EMA

general

A sentence considering the following should be implemented in
the text (an example has been suggested already):
high relevance of patient reported outcomes, including outcomes
reported by parents and carers for rare diseases. Health related
quality of life particularly relevant in rare diseases where disability
is major feature of the disease

Partly accepted in the context of composite
endpoints. See answer to comments 2 and 4
(point 3).

1
1

EMA

general

Composite endpoints are normally reported as time to first event.
As a sensitivity analysis time to worst event might be considered

A sensitivity analysis appears redundant as the
worst event is already considered when each
component is analysed separately.
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1
2

ISDB MiEF

General

This response has been prepared jointly by the International
Society of Drug Bulletins (ISDB) and the Medicines in Europe
Forum (MiEF).
The ISDB and the MiEF welcome the opportunity to respond
to this public consultation and would like to highlight particularly
laudable elements of the several drafts.

General comments, no particular answer needed.

Good quality draft documents. We would like to highlight the
efforts made to produce the four draft documents submitted for
public consultation. We welcome the explanatory statement on
the methodology (box on page 2 of each draft document), the
systematic documentation search strategies, the critical views
expressed, the formulation of practical recommendations, the
bibliography presented as an annex, and the other explanatory
annexes where needed. However, we deplore that only
documents in English were considered, especially when it comes
to benchmarking among several national guidelines in Europe (i.e.
draft guideline “Criteria for the choice of the most appropriate
comparator(s)”).
We would recommend the European Medicines Agency
(EMA) and National Drug Regulatory Agencies to use their
methodological
guidelines
when
reviewing
marketing
authorisation applications. Moreover, we would strongly
recommend the International Conference on Harmonisation (ICH)
to note these EUnetHTA papers and their recommendations to
produce guidelines which would be more patient-oriented 1 .
1

- Prescrire Editorial Staff “ICH: an exclusive club of drug regulatory agencies and drug companies imposing its rules on the rest of the world”Prescrire International 2010; 19 (108) :
183-186.
2
- ISDB “Declaration on the therapeutic advance in the use of medicines” Paris. November 2001: 12 pages. Accessible at: http://www.isdbweb.org/publications/view/isdbdeclaration-on-therapeutic-advance-in-the-use-of-medicines
3
Garattini S and Chalmers I “Patients and the public deserve big changes in evaluation of drugs” BMJ 2009; 338 : b1025.
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New pharmaceuticals:therapeutic advance assessments are
needed.We prefer to use the concept of therapeutic advance
instead of that of relative effectiveness. According to the ISDB
declaration,“a medicinal product can be said to have added
therapeutic value if sound clinical data indicate that it can offer
patients better efficacy, and/or better safety, and/or simpler
administration, than existing alternatives” 2 .
The current legal framework does not require medicinal
products to offer added therapeutic value to enter the European
market 3 4 . All that is needed is a satisfactory balance between
efficacy and safety. As a result, many new drugs are simply more
or less equivalent to their predecessors, if not a step back (alias
“therapeutic regression”) such as rofecoxib (Vioxx°), rosiglitazone
(Avandia°), etc. 5 6 .

Assessment of added therapeutic value is out of
scope in the current JA1.
It might be covered (if decided so by EUnetHTA
partners) in the JA2.

Yet it is essential for patients, health professionals and health
economists to know whether or not a new drug offers added
therapeutic value, so that they can make rational choices among
the available treatments. Therefore, ISDB and the Medicines in
Europe Forum encourage EUnetHTA members to publish their
assessment reports on new medicinal products to provide
the public with an analysis of the added therapeutic value
based on available data (published as well as unpublished
data).
In addition, publishing the final methodological guidelines
used and all drafts during the step-by-step procedure within
the elaboration process of new guidelines would be of great
4

- Naci H et coll. “Raising the bar for market authorisation of new drugs” BMJ 2012 ; 344:e4261 : 5 pages.
- Light D et Lexchin J “Pharmaceutical research and development: what do we get for all that money?” BMJ 2012 ; 344:e:4348 : 5 pages.
6
- Prescrire Editorial Staff "New drugs and new indications in 2011. France is better focused on patients' interests after the Mediator° scandal, but stagnation elsewhere"
Prescrire Int 2012; 21 (126): 106-110.
5
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value to academia, healthcare professionals, patients and the
public at large (NICE in the UK and IQWiG in Germany already
make all drafts preceding a final guideline publicly available).

1
3

ISDB MiEF

General

When judging whether a new intervention is a therapeutic
advance, it is crucial to consider efficacy, safety, and
convenience. The continuous evaluation of older substances is
essential so that medicines which are no longer valuable due to
better therapeutic alternatives can be eliminated, and new or
better ways of using already approved drugs can be identified 7 . A
therapeutic advance should not be seen in isolation: cost and
quality must also be considered.

The publication of ALL drafts is not foreseen.

Assessment of added therapeutic value is out of
scope in the current JA1.
It might be covered (if decided so by EUnetHTA
partners) in the JA2.

Efficacy - The efficacy of a new drug intervention should be
assessed first of all in terms of overall mortality where relevant,
morbidity, and last but not least quality of life as assessed from
the patients’ perspective. Therapies for chronic conditions require
long-term studies. Comparative trials assessing the superiority of
an intervention are required when there is an adequately tested
treatment. These requirements are consistent with the latest
version of the Declaration of Helsinki (October 2008), which
requires that "The benefits, risks, burdens and effectiveness of a
new method should be tested against those of the best current
prophylactic, diagnostic, and therapeutic methods" (Section C
clause 32) 8 .

7
- Prescrire Editorial Staff “Simplified examination of variations to the terms of purely national marketing authorisations? Yes, but first re-evaluate "old national marketing
authorisations"!” October 2011: 4 pages. Freely accessible on http://english.prescrire.org.
8
- "WORLD MEDICAL ASSOCIATION DECLARATION OF HELSINKI - Ethical Principles for Medical Research Involving Human Subjects"
http://www.wma.net/en/30publications/10policies/b3/17c.pdf : 5 pages.
9
-Prescrire Editorial Staff “Prescrire’s response to the public consultation on EMA/CHMP/QWP/180157/2011 "Draft - Guideline on Pharmaceutical Development of Medicines for
Paediatric Use": a pragmatic overview and 20 constructive proposals” Paris, 29 December 2011 : 20 pages. Freely available on english.prescrire.org.
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Safety - Improved safety compared with existing options can
qualify a new intervention as a therapeutic advance provided that
short-, medium- and long-term pharmacovigilance data are
considered. All information on drug safety (including
pharmacovigilance data) should be made public from the date of
marketing. For a new drug intervention to be accepted as a
therapeutic advance on grounds of safety, several years of active
pharmacovigilance are necessary.
The following are required:
- well designed pharmacovigilance studies, such as case-control
studies and large cohort studies, to provide a clear picture of
safety profiles, including interactions and safety in at-risk groups
(such as elderly people, children, pregnant women and patients in
renal failure);
- long-term, large, randomised controlled trials with overall
mortality as the main endpoint for assessing safety of prophylactic
interventions such as antihypertensives and lipid-lowering drugs.
Convenience - Before marketing, studies should be undertaken
to show adequate ease of use, the quality of the packaging
(evidence indicates that well designed packaging improves patient
safety, while poorly designed packaging generates medication
errors 9 ), together with studies showing that patients understand
and can use the accompanying information. If no such studies are
performed before marketing, HTA bodies could require the
marketing authorisation holders to perform them to make their
assessments possible 10 . Such assessments are needed in many
countries for the purpose of reimbursement, and this should be an
incentive.
10

- A review on methods for assessing the safety and quality of packagings is available in the EU Council report (ref. Council of Europe - Expert Group on Safe Medication
Practices "Creation of a better medication safety culture in Europe: Building up safe medication practices" 2006: 275 pages).
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1
4

ISDB MiEF

General





To evaluate the benefits of a preventive or curative
intervention, the choice of endpoints should ideally reflect the
health outcomes that matter most to patients. Surrogate
endpoints do not directly affect patients’ health but can help in
clinical situations where solid evidence demonstrates a strict
correlation between changes in the surrogate endpoint and
clinical outcome. Notwithstanding, treatments that seem
effective on a surrogate endpoint may be ineffective or even
harmful when assessed on outcomes that matter to patients.
All in all, therapeutic decisions also have to take into account
the risk of adverse effects and other therapeutic options,
based on the comparison of the harm-benefit balances.
For more details on clinical endpoints found to be relevant to
patients by independent drug bulletins, please read: Prescrire
editorial staff “Evaluation of treatment benefits: clinical
endpoints relevant to patients” Prescrire International
2008;17(98):260.
The evaluation of a treatment’s harm plays an essential role in
choosing the most appropriate treatment strategy.
When drugs are first marketed, information about their
adverse effects is limited. Knowledge about the safety profile
of a treatment, based on data from clinical trials, studies and
pharmacovigilance contributes to the evaluation of the risks to
which patients are exposed. For more details about the
evaluation of treatment risks, please read: Prescrire Editorial
Staff “Evaluation of treatment risks: taking clinical data,
pharmacology and patient characteristics into account” Rev
Prescrire 2009; 29 (312): 778-780.
This body of evidence grows slowly as more clinical
experience about the drug accumulates. Informing patients
about the potential harms of a treatment, as well as its

Comment acknowledged. The appropriate
wording will be added in relevant guidelines.
No comment appears specifically applicable to
composite endpoints guideline.
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expected benefits, enables them to assess the harm-benefit
balance of their own treatment. It facilitates shared and
informed decision-making about the most appropriate therapy.

1
5

LEEM

1
6

LEEM

1
7

Novartis

General

1
8

Novartis

Overall

We insist on the relevance and usefulness of these documents
and support efforts to move towards greater methodological
harmonization for HTA in the EU.
With 3 generals comments :
- The 4 guidelines concern more relative efficacy than
relative effectiveness
- They are very “open” with a large possibility of
interpretation by each country
- And they are not always designed for orphan drug
Overall comment: Good treatment of overall topic. Unlike the
guidelines on comparators and direct-indirect comparisons, this
topic is less subject to between-country differences and should
therefore be feasible to adopt as a pan-European guidance.
Novartis very much appreciates the opportunity to comment on
the methodological guidelines developed by EUnetHTA. These
guidelines, if jointly agreed by all stakeholders, could help
streamline HTA across Europe.
We understand that there are preliminary plans for a roundtable
discussion to take place later this year to work through the
guidelines in detail and to facilitate the alignment procedure. We
support this idea, and would be happy to have our internal experts
join the discussions.

Comment acknowledged.

We have concerns about the vague nature of this
recommendation. It is broad enough to allow HTA assessors to
pick everything that is possible. Considering the variability of
national preferences in Europe, this recommendation is offering
more confusion over a common definition for composite endpoints

See answer to comment 2. Composite endpoints
accepted by EMA cannot be automatically
accepted by HTA bodies, even if this is frequently
the case.

Correct (initial REA is close to MA).
More specific recommendation will be provided
when possible.
Correct, even if general principles apply.
Thank you.

Comment acknowledged;
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GENERAL COMMENTS
as well as a definition of “suitability”.
What we define as the most critical most critical aspect of defining
composite endpoints is that EunetHTA and HTA bodies will
accept the composite endpoints that have been approved by
EMA.

1
9

Pfizer

General

The paper very often makes recommendations that seem aimed
at trial sponsors not those conducting relative effectiveness
assessments. It is understandable that the authors might want to
make recommendations in this area, but this may not be within
the remit of EUnetHTA and won’t help those conducting RE
assessments know how to interpret or use data from alreadypublished studies. The whole paper should be re-drafted so that
its advice is for those conducting REA and how they should use
and interpret trial data based on composite end points, not on how
such trials should be designed and reported.

See answer to comment 3, point 2.

2
0

Pfizer

General

Much of the paper also addresses advantages and disadvantages
of composite endpoints in general, rather than how these
advantages and disadvantages play out in the context of
conducting a REA. These sections (2.2, 2.3, 2.4, 3) should be redrafted with much closer focus on the impact on REA rather than
a more general review.

See also answer to comment 3, point 2.
The final version of the GL will contain a united
table (p. 6/7) with recommendations / points to
consider for REA assessors dealing with study
results based on composite endpoints.
If – according to this table/list of points to consider
- there´s a single relevant problem or an
accumulation of problems associated with a
certain composite endpoint, there will be
uncertainty on the validity of study results. The
position of this study in the hierarchy of evidence
and its usefulness for REA will have to be
downgraded.
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GENERAL COMMENTS
2
1

Pfizer

General

The positive recommendations for how to make use of composite
endpoints are limited to a very small section. Given the statistical
and methodological challenges in aggregating and comparing
data on components of composite end-points, more detail on what
to do and work-arounds for the problems identified would be of
much greater value.

2
2

RC CEE&Ph

General

[Is it possible that 2 components of composite endpoint occur
simultaneously? What are the recommendations for statistical
analysis in such case? Is it to consider the more serious event
when analyzing the first event?]

2
3

Swedish
Council on
HTA (SBU)

General

Our comment concerns the lack of cost effectiveness as primary
outcome.
From our point of view Relative effectiveness assessment must
consider cost effectiveness when comparing different alternatives.
This hasn’t been addressed in any of the documents. We would
like cost effectiveness ratios to be included among the primary
endpoints.

There´s no need for REA assessors to go very
deep into methodological and especially statistical
details of this issue. They should be sensible for
the main problems and challenges related to the
assessment of clinical benefit based on composite
endpoints. In case of uncertainty in assessing
study results based on composite endpoints it is
recommended to consult the statistician /
biometric department of the HTA organisation.
Yes, this can occur. If it isn´t possible to
disentangle the events to allow reporting of the
single component/event results, the reasons
should be made clear. We share the view that the
more serious or relevant event should then be
considered for analysis of the first event.
Cost effectiveness is out of scope in the JA1.
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24

EFPIA

p. 5, l. 8-11

Comment / Suggestion of rewording

Response by author

Specific Comments
It is not clear whether reference is made primarily to timeto-event endpoints where usually time to the first is
considered or other endpoints where some or all have to
change to the better under treatment. In the latter case,
composite endpoints may not create higher event rates but
would cover different aspects of the disease. Please clarify
this point.

25

Novartis

Page 5. Line 811

It is not clear whether reference is made primarily to time-toevent endpoints where usually time to the first is considered or
other endpoints where some or all have to change to the better
under treatment. In the latter case, composite endpoints may not
create higher event rates but would cover different aspects of the
disease. Please clarify this point.

26

EMA

Page 5 lines
12-14

Lines 13 -14 (repeated within the document) “Furthermore, it has
to be considered that clinician-reported or clinically driven
outcomes such as hospitalization or need for revascularization are
clinician-dependent and therefore not totally objective, but prone
to bias.”

Comment acknowledged.
Text will be clarified and will read: “It is possible
to combine binary or time-to-event endpoints. Of
interest is either the occurrence of any event from
among a given set of events after a period of
follow-up or the time to the occurrence of the first
event.”
Surely it only makes sense to combine endpoints
pointing to the same direction.
See answer to comment 24.

This sentence has been reworded

Proposed rewording: Furthermore, it has to be considered that
clinician-reported or clinically driven outcomes such as
hospitalization or need for revascularization are cliniciandependent and therefore not totally objective. Such endpoints
therefore increase variability and opens for possible bias if studies
are not conducted under strict double-blind conditions.
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27

EMA

Page 5 line 14
Page 9 line 14

Suggested to add the following sentence at the end of the
paragraph:” In rare diseases patient reported outcomes, including
parent and carer reported outcomes, and health related quality of
life are of special relevance in composite endpoints. This is
particularly important when disability is one of the principal
features of the disease.”

Not accepted. See also answer to comment 4,
point 3.
It is correct that HRQoL is an important endpoint
for REA, but in principle not as a part of a
composite endpoint (see answer to comment 4,
point 3). If disability is an important feature of a
disease evolution, it will certainly be assessed as
a co-primary or key secondary endpoint. In
addition, multi-item questionnaires used to
assess disability or HRQoL, difficulties in
translating results in clinically meaningful terms
and complexity of assessing added benefit based
on composite endpoints make these endpoints
unsuitable as components of composite
endpoints.
Some simple PROs like dyspnea are already part
of composite endpoints in some diseases.

28

EFPIA

p. 5, l.22-23

Poor reporting and uncertain clinical relevance is not linked
to composite endpoints; this is a general problem regarding
any endpoint.

29

Pfizer

P5 line 27

The current statement is too strong. The guidance should make
clear that well-precedented, clinically acceptable composite
endpoints exist. The role of expert clinical guidelines and
regulatory assessments in identifying what represents a relevant
end point should be acknowledged more clearly.

Even if this comment is true, poor reporting is
especially problematic in case of composite
endpoint; therefore, it is worth pointing that out in
here.
Our recommendation remains that there is no
reason to use a composite endpoint if a single
primary endpoint is available. However, we agree
that it is possible to have well-designed
composite endpoints, even if more difficult for
evaluation. The idea of acceptable well-designed
composite endpoints is included in the summary.

30

EFPIA

p. 5, l.27/28

There is no definition of a suitable single primary endpoint
provided nor is it explained which stakeholder will provide
such definition. The draft guideline could include a

Comment / Suggestion of rewording

Response by author

Specific Comments

See answers to comments 2 and 29.. The fact
that composite endpoints are used in cardiology
is mentioned in several places.
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statement that defines what are the core elements of a
suitable single primary endpoint – e.g. an endpoint where
no other endpoints would provide data on a clinically
meaningful outcome etc. In some cases a composite
endpoint might be an even better alternative compared to a
”suitable single primary endpoint”, especially in certain
disease categories such as e.g. cardiology, rheumatology.
The guidance should make clear that well-precedence,
clinically acceptable composite endpoints exist. The role of
expert clinical guidelines and regulatory assessments in
identifying what represents a relevant end point should be
acknowledged more clearly.

31

Novartis

Page 5, line 2728

This is a very rigid statement. Suggest to allow the possibility that
a composite endpoint maight be an even better alternative
compared to a ”suitable single primary endpoint”.

32

EFPIA

p. 5, l. 32

Since the evidence relied on for rapid assessment will to a
large extent be included in trials conducted for regulatory
review, it is important to bear in mind that endpoints
included in the trials will have been discussed and decided
with regulators. Regulatory approval based on a composite
endpoint should be considered sufficient evidence of
validation.

33

Novartis

Page 5, line 3435

Suggest to consider the more modern term ”clinical outcome
assessments (COA)” instead of PRO. The COA covers a broader
scope and this should influence this document. The rationale
behind this suggestion is that also the investigators evaluations
should be based on validated methodologies.

See answers to comments 18 and 32. These are
pointing out that guidelines and statements of
clinical experts and regulatory bodies (e.g. EMA)
are taken into account by EUnetHTA. However,
diverging appraisals can occur.

See responses to comments 2, 29 and 30. There
is a clear preference of a single primary endpoint
whenever adequate, even if this “single” endpoint
assessment will be completed by the assessment
of treatment effect on safety and HRQoL.
See also answer to comment 18. The approval of
pharmaceuticals based on specific endpoints /
composite measures by regulatory committees or
boards cannot automatically lead to their
acceptance by the HTA bodies collaborating in
EUnetHTA.

Clinical outcome assessment (COA) is relatively
new term. Patient reported outcomes are only
one possible clinical outcome and is therefore not
interchangeable with COA. This term may be
added to the text but can not replace PRO.
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34

EFPIA

p. 5, l. 37

Replace “HTA” with “REA”

Accepted.

35

Pfizer

P5 line 37

Delete “HTA” and replace with “REA”

Accepted.

36

EFPIA

p. 5, l. 38

There are emerging methods when it comes to reporting
composite endpoints. An example is the win ratio which
places a hierarchical order on mortality over morbidity
within heart failure. Could a general comment be included
to reflect the exploration of new reporting techniques – e.g.
new reporting techniques will be considered if proper
validation of the technique is provided and is pre-specified.
When analyzing results from a clinical trial using composite
endpoints for a relative effectiveness analysis, reviewers
should pay close attention to the effects on not only the
composite endpoint overall, but also on each component of
the composite endpoint where reported.

See also answer to comment 102. No matter
what the scientific concept behind the
combination of outcome components in
composite endpoints and their interpretation is,
only (additional) reporting of the results of the
single outcome measures (combined in a
composite endpoint) will provide transparency of
results necessary for REA.

37

Pfizer

P5 line 38-40

Replace sentence starting “When reporting…” with “When
analyzing results from a clinical trial using composite endpoints for
a relative effectiveness analysis, reviewers should pay close
attention to the effects on not only the composite endpoint
overall, but also on each component of the composite endpoint
where reported. If such data are missing or incomplete, then
accurate interpretation of the trial data may be problematic”.

Accepted. Wording will be changed following the
proposal.

38

EFSPI/PSI
HTA Special
Interest
Group
Pfizer

P. 5, L. 44

“weighed” should read “weighted”

Accepted.

P6 line 4 Table
of
“Recommendati
ons for the

Delete or preferably re-write as advice for those interpreting
composite end point trials in REA, not as recommendations for
trial sponsors. Perhaps re-draft as a hierarchy of evidence to be
included in an REA, starting with trials that meet all these

Accepted. Wording (incl. heading of the table) will
be changed following the proposal.

Comment / Suggestion of rewording

Response by author

Specific Comments

39
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construction of
composite
endpoints in
single trials”
Page 6 , line 4
number 1

requirements as the most widely relevant and useful for REA, and
ending with those that fulfill none of these as data that should
only be included in REA with caveats.
Composite endpoints should not be ”avoided” but not used as a
primary endpoint if a valid single enpoint is available.

Accepted. “avoided” has been changed to “is not
recommended”
This comment is not specific to composite
endpoints.
It has been stated that: ”no changes in the
definition of composite endpoints during a trial
should be allowed”
The probability of facing problems when
interpreting study results for a REA assessor
rises with the number of components of a
composite endpoint. An example is heterogeneity
of effects observed in the single components, a
problem which is further enhanced if the
combined outcomes have different clinical
relevance. If it is necessary to choose composite
endpoints instead of a single endpoint, the
number of components should be as small as
possible.

40

Novartis

41

Novartis

Page 6, line 4,
number 2

The time period of that standard of care can change quickly. The
comparator should be available at the beginning of a phase III
programme and not be required to shift once trials begin, even if
the standard of care has changed during phase III trials.

42

Novartis

Page 6 , line 4
number 2 and
3

Why should the components be limited? If validated by
investigators, scientific committees and ethical commissions, why
limit?

43

Novartis

Page 6. Line 4,
number 3

If the result can only be obtained from trials with long
observation/treatment times, it may be necessary to adjust based
on new information similarly to what happens in all outcome trials.

44

EFSPI/PSI
HTA Special
Interest
Group

P. 6, L. 4 (No.
3 in table)

The guide states “No changes in the definition of composite
endpoints during a trial should be allowed”: possibly
changes based on external data or new medical/scientific
insight should be allowed. For example, ACR20 (a

See also answer to comment 32
The sentence will be rewritten. The issue will be
taken up in section 1.7 to make clear under which
conditions a change in the definition of composite
endpoints might be justified.
See answer to comment 43.
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composite endpoint) was developed by the American
College of Rheumatology (ACR). If ACR proposes a more
sensitive endpoint and an ongoing trial was designed with
ACR20 as the primary endpoint, I think the trial should have
the option to change its primary endpoint from ACR20 to
the new one if no interim analysis has been conducted (i.e.,
no knowledge of how the treatments are performing in the
trial).
45

Novartis

Page 6 , line
4 number 4
Page 6. Line
4, number 6

What about including also ”economics” perspectives here?

46

Novartis

47

Pfizer

P6 line 8
Table of
“Recommend
ations for the
reporting of
composite
endpoints”

Delete or preferably re-write as advice for those interpreting
composite end point trials in REA, not as recommendations
for trial sponsors. Perhaps re-draft as a hierarchy of
evidence to be included in an REA, starting with trials that
meet all these requirements as the most widely relevant
and useful for REA, and ending with those that fulfill none of
these as data that should only be included in REA with
caveats.

Comment acknowledged.
See answer to comment 3, point 2.
Wording (incl. headings of tables) will be adapted
where possible.

48

Novartis

Page 6, line
8, number 2

Not really sure what this means. Isn’t the composite
endpoint the same thing as interpreting the components
together? In addition, the components shoudl be looked at
separately as mentioned in the Summary , last paragraph”...
In addition to the effect observed on composite endpoint,
effects on each component of composite endpoint should

The sentence will be revised to make its meaning
clearer. .

This can become tricky in particular for time to event
endpoints since one may censor others and the endpoints
are not independent of each other.
For reference see Rosenkranz, GK. Another view on the
analysis of cardiovascular morbidity/mortality trials.
Pharmaceutical Statistics, vol 10, pages 196–202, 2011

Economic aspects and cost effectiveness
perspectives are out of scope in the JA 1
That is true.
This problem will be discussed in section 2.4
“Statistical considerations …” by adding to the
paragraph about the additional analyses of the
individual endpoint on page 12 (lines 1-7):
“This may require methods for competing risks.”
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be reported separately in a clear and complete manner…
49

EFSPI/PSI
HTA Special
Interest
Group

P. 6, L. 8 (No.
6 in table)

50

EFSPI/PSI
HTA Special
Interest
Group

P. 6, L. 8 (No
9 in table)

51

OSTEBA

Page 6, line 8

There is an empty row in the table. We suggest its removal.

52

EFPIA

p.6,
construction
of composite
endpoints

General comments:
 As is the recommendations read as if they were
addressed to trial sponsors rather than REA assessors.
This would benefit from being revised.
 This table could be divided into topics that apply in
general to composite endpoints versus topics that are
disease specific
 here, the EMA guidelines and points to consider (see
General comment above) should be taken into
consideration and referenced appropriately.

See answer to comment 3, point 2.
 the wording of the revised version will be
adapted, see also answers to comments
on 37,39,47.
 Topics that are disease-specific will be
covered in disease-specific guidelines
(JA2)
 Accepted. See answer to comment 4.

53

EFPIA

p.6,
construction
of composite
endpoints,

Composite endpoints should not be ”avoided” but not used
as a primary endpoint if a valid single enpoint is available.
However, in some cases a composite endpoint is more
meaningful than a single endpoint. An alternative wording

The proposed modification of wording is
accepted.

The guide requires assessing and reporting whether the
intervention has a similar effect on all components. The
guide should acknowledge the presence of competing risk.
Some protocols may require treatment discontinuation
based on the occurrence of a component event. The latter
will invalidate analyses of treatment effect on components.
This comment is applicable to all lines related to the
evaluation of treatment effect on components.
The guide may want to mention SMQs (Standardized
MedDRA Queries). The SMQs can be considered as
composite endpoints. They are regularly used to assess
risk.

The caution will be underlined if opposite effects
have been observed on some components of a
composite endpoint.

Standardized MedDRA Queries are very valuable
for the assessment of drug safety and HTA
bodies often use this information on combined
adverse events / possible side effects. However,
it is unusual to consider this as a composite
endpoint.
Accepted.
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recommendat
ion 1

could be:“If a single primary endpoint is available this
should in general be the choice. Although, if not available or
if a composite endpoint can be justified to be more suitable,
this may be chosen instead.“

54

EFPIA

p.6,
construction
of composite
endpoints,
recommendat
ion 3 and
p.11, l.5-6

If the result can only be obtained from trials with long
observation/treatment times, it may be necessary to adjust
based on new information similarly to what happens in all
outcome trials. However, the composite should not be
changed after the trial has ended.
This applies in general for any endpoint and is not specific
to composite endpoints.
See also ICH guidelines E6 Guideline for Good Clinical
Practice, E8 General considerations for clinical trials, E9
statistical principles for clinical trials, and the CONSORT
statement Recommendation 3: Instead of "no changes", the
wording should reflect that in certain specified
circumstances, there may be changes required (eg in trials
running over many years)

Comment accepted. See also answer to
comment 43.

55

EFPIA

See also Points to Consider on Multiplicity Issues in Clinical
Trials (CPMP/EWP/908/99).

Accepted. See answer to comment 4.

56

EFPIA

This is a general statement related to any clinical trial, not
related to composite endpoints.

True, but relevant also in regard to composite
endpoints

57

EFPIA

p.6,
construction
of composite
endpoints,
recommendat
ion 4
p.6,
construction
of composite
endpoints,
recommendat
ion 5
p.6,

See also Points to Consider on Multiplicity Issues in Clinical

The analysis of individual components of a
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construction
of composite
endpoints,
recommendat
ion 6

Trials (CPMP/EWP/908/99); and disease-specific
guidelines.
This can become difficult in particular for time to event
endpoints since one may censor others and the endpoints
are not independent of each other.
For reference see Rosenkranz, GK. Another view on the
analysis of cardiovascular morbidity/mortality trials.
Pharmaceutical Statistics, vol 10, pages 196–202, 2011

composite endpoint is explorative as the analysis
of the composite endpoint is a primary analysis.
Hence, there is no multiplicity problem.
See also answer to comment 46.

All components of a composite endpoint should in addition
be separately defined.

58

EFPIA

p.6,
construction
of composite
endpoints,
recommendat
ion 8

It is not always known a priori which components will be
influenced by the intervention, and this should be
acknowledged in the recommendation. An alternative
wording could clarify this by stating e.g. “Inclusion of
components in which influence of the intervention is known
to be small / unlikely should be avoided. Mortality should
however be included if it is likely to have a censoring effect
on the observation of other components.”

Accepted.

59

EFPIA

p.6, reporting
of composite
endpoints

General comment: As is the recommendations read as if
they were addressed to trial sponsors rather than REA
assessors. This would benefit from being revised.
Here, the EMA guidelines and points to consider (see
General comment above) should be taken into
consideration and referenced appropriately.

Accepted, the wording of a revised version will be
adapted to better address the central target group
(REA assessors), see also answers to comments
37,39,47, 52.

60

EFPIA

p.6, reporting
of composite
endpoints,
recommendat

This can become difficult in particular for time to event
endpoints since one may censor others and the endpoints
are not independent of each other.
For reference see Rosenkranz, GK. Another view on the

See answer to comment 46.
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ion 1

analysis of cardiovascular morbidity/mortality trials.
Pharmaceutical Statistics, vol 10, pages 196–202, 2011

61

EFPIA

p.6, reporting
of composite
endpoints,
recommendat
ion 2

This statement is unclear: by definition the composite
endpoint should be the same as interpreting the
components together. At the same time the draft guideline
invited assessors to look at the event of each component of
the composite separately? It seems contradictory.

See answer to comment 48

62

Novartis

Page 7,
number 1 in
lower table

The very wide definitions in the table above allows
assessors not to consider best available evidence if they
find a reason why an endpoint may have a weakness.

63

Pfizer

P7 line 4
Number 1

If the previous two tables are revised as recommended in
previous boxes to show a hierarchy of evidence not
recommendations for trial sponsors, delete: “Only
composite endpoints that are in line with the
recommendations given above should be considered for
REA” and replace with “Data on composite endpoints that
match the trial design and reporting standards for the
highest quality of composite end point data outlined above
can be used with confidence in REA. Data which meet
intermediate or lower quality criteria for composite end point
data should be interpreted and included with appropriate
caution”.

Comment acknowledged. Recommendation 17
has been added: “If – according to this table there is a single relevant problem or a significant
accumulation of problems associated with a given
CE, considerable uncertainty concerning the
validity of study results has to be concluded. The
position of this study in the hierarchy of evidence
and its usefulness for REA will have to be
downgraded”
See answer to comment 62

64

Novartis

Page 7, line 4
number 9

We should also consider patient value, health related
quality of life and patient reported outcomes.

See answers to comments 4 (point 3) and 27.
In addition to effectiveness, safety is of
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outstanding importance for REA, so it was
mentioned here. In that sense we propose a
rephrasing of the given recommendation:
“Composite endpoints, if used, are encouraged to
contain components not only for efficacy but also
for other dimensions of assessment, especially
safety analysis.”

65

EFPIA

p. 7, reporting
of composite
endpoints,
recommendat
ion 8

This can become difficult in particular for time to event
endpoints since one may censor others and the endpoints
are not independent of each other.
For reference see Rosenkranz, GK. Another view on the
analysis of cardiovascular morbidity/mortality trials.
Pharmaceutical Statistics, vol 10, pages 196–202, 2011

See answer to comment 46.

66

EFPIA

Patient-reported outcomes should also be considered.

See answers to comments 4 (point 3), 27 and 64

67

EFPIA

p. 7, reporting
of composite
endpoints,
recommendat
ion 8
p.7, appraisal
of composite
endpoints,
recommendat
ion 1

For an initial appraisal which usually includes the same
information (i.e. studies) submitted for regulatory approval,
following the EMA guidelines should satisfy this condition.
Data on composite endpoints that match the trial design
and reporting standards for the highest quality of composite
end point data can be used with confidence in REA.

See answers to comments 18, 32

68

EFPIA

p.7, appraisal
of composite
endpoints,
recommendat
ion 2.b)

In these cases, it may be most appropriate to identify the
secondary endpoint common to all relevant studies.
Otherwise, if a comparison is to be made, it may need to be
a qualitative comparison.

As stated in the recommendations it is possible to
assess components of the composite endpoint
that are defined in the same way. This also
includes the opportunity to use common
secondary endpoints. This information can be
added to the present text.
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69

EFPIA

p. 8, l. 5-6

The draft guideline mentions that composite endpoints are
used to “demonstrate overall and clinically relevant
treatment effects”. This does not seem fully accurate as a
statistically significant effect of a treatment compared to its
comparator does not guarantee this difference will be
clinically relevant.

This is true. The imprecision can be avoided by
omitting “and clinically relevant”.

70

EFPIA

p. 8, l. 20-23

Switch the two sentences around so that the reason for
using composite endpoints is set out first.

Changed according to the suggestion

71

Pfizer

P8 lines 2023

Switch the two sentences around so that the reason for
using composite endpoints is set out first.

See answer to comment 70

72

Pfizer

P8 lines 2528

Add comment on what kinds of trials composite endpoints
are being used for – registrations studies? Post-marketing
studies? How much of the change is being driven by
scientific advice from regulators, and how might this be
impacting on composite end point trial design?

This point is not relevant for the assessment
process, and is out of scope.

73

EFPIA

p. 8, l. 25-28

Add comment on what kinds of trials composite endpoints
are being used for – registrations studies? Post-marketing
studies? How much of the change is being driven by
scientific advice from regulators, and how might this be
impacting on composite end point trial design?

See answer to comment 72

74

EFSPI/PSI
HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group

P. 8, L. 27

Grammar: “Special attention should be paid to the definition
of composite endpoints and of each of the individual
components; results for each component should also be
reported separately”
Does this also apply to other agents such as devices?

Changed according to the suggestion

Comment / Suggestion of rewording

Response by author

Specific Comments

75

P. 8, L. 34

Could be but JA1 WP5 covers only
pharmaceuticals
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76

OSTEBA

77

EFPIA

Page 8, line
34
p. 8, l. 36-37

78

EFPIA

79

Comment / Suggestion of rewording

Response by author

Specific Comments
Extra spacing between words ‘results’ and ‘in’.

Accepted

It is unclear what is meant with “… and on assessors
experience while performing REA”, does it refer to the
survey conducted by EUnetHTA in the framework of the
2011 background review?

No, it does not refer to a survey. The guideline is
based both on literature and on the relative
effectiveness assessment knowledge and
experience.

p. 8, l. 41-42

As the “composite endpoint” guideline should be read in
conjunction with the “clinical endpoints” and the “HRQoL”
guidelines, it would have been better to provide all three
within the same batch for consultation.

This is a good proposal for the future guideline
elaboration processes.

RC CEE&Ph

P. 9, L. 12

or different types of measures / or different types of
measures presented as events (binary variables)

80

EFSPI/PSI
HTA Special
Interest
Group

P. 9, L. 5-6

On what basis should the number of components be
restricted? Suggest rewording to “No more than 4 individual
components should be included in a composite endpoint”

81

EMA

It is not clear what this recommendation is based on.

EFPIA

Page 9 lines
5-6
p. 9, l. 6

“or different types of measures presented as
events”
could be added; it is not mandatory.
The sentence can be changed as suggested.
However, if the number of components is
increasing this might cause problems in the
interpretation of the combined endpoint results
(e.g. no effects, opposite or conflicting effects on
certain components).
See answer to comment 80

A reference supporting this statement would be useful. If
validated by investigators, scientific committees and ethical
commissions, why should the number of components be
limited?

See answer to comment 80

82

Novartis

Page 9, line 6

Why is there a restriction of to 3-4 components of an
endpoint? If more parameters are valid, why should we not
utilize them in the final composite endpoint?

See answer to comment 80

83

OSTEBA

Page 9, line

Although BP is a well-known acronym, its meaning should

Accepted. It is now included.

31

Compilation of comments on 4thdraft of guideline on Endpoints used for REA of Pharmaceuticals – Composite Endpoints

No.

Organisation

Page & Line
number

Comment / Suggestion of rewording

16

be either given or included in the acronym list.

Response by author

Specific Comments
84

Novartis

Page 9, line
18

There are inconsistencies between the guidelines. The
guideline on applicability states that it is important to be
close to clinical practice. The guideline on composite
endpoints criticizes the validity of the endpoint on e.g.
hospitalization or revascularization is prone to bias as they
are linked to the individual decision of the physician from
his clinical practice. In daily practice the decision is made
under similar circumstances and transfers in relative
effectiveness.

85

EFPIA

p. 9, l. 18

There are inconsistencies between the guidelines. The
guideline on applicability states that it is important to be
close to clinical practice. The guideline on composite
endpoints puts into question the validity of the endpoint on
e.g. hospitalization or revascularization because it is prone
to bias as they are linked to the individual decision of the
physician from his clinical practice. In daily practice the
decision is made under similar circumstances and transfers
in relative effectiveness.

86

EFSPI/PSI
HTA Special
Interest
Group

9, 21-24

87

EFPIA

p. 9, l. 22

The guide states that patients should be monitored until the
end of the follow-up period. Does the guide advocate
following an individual even if the individual discontinued
the study medication prematurely and including offtreatment data in the analysis?
Patients who have experienced multiple events within the
composite are only counted once in the composite.

There´s a well known trade-off between the
applicability of study results and the prevention of
bias resulting from potential weaknesses in the
study design (including endpoint selection) to
raise the internal validity. So measures driven by
clinicians may not(see text) be fully objective
especially if the clinical decisions are made by
doctors who are personally and intensively
involved in the conduct of the study. This must
not always be the case. This point as a potential
source of bias should be reported clearly by
authors in conjunction with the “blinding” issues.
No text changes necessary.
See answer to comment.84

Individuals discontinuing the study medication are
not meant here, only patients who experience an
event defined as a CE component.

Yes, this is true.
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88

OSTEBA

Page 9, line
24-25

The repetition of the word ‘experience’ is redundant.
Suggested rewording: … determine whether they
experience other components of the composite endpoint or
the qualifying event for the second time.

Proposal for new wording accepted

89

EFPIA

p. 9, l.27

Since most of the composite endpoints seem to be reported
in cardiovascular trials it is worth to also take into account
the ‘Guideline on the evaluation of medicinal products for
cardiovascular disease prevention’
(EMEA/CHMP/EWP/311890/2007).

The reference of this EMA-guideline will be
inserted in this sentence.

90

OSTEBA

Extra spacing before the word ‘For’.

Accepted.

91

Are these genuinely used in composite endpoints?

In some trials, composite endpoints include
progression-free survival or disease-free survival
and overall survival.

92

EFSPI/PSI
HTA Special
Interest
Group
EFPIA

Page 9, line
28
P. 9, L. 31-32

p. 9, l. 36

Composite endpoints should be used if such endpoint
better reflects the overall benefit (efficacy) of the
intervention compared to single endpoint.

93

Novartis

Page 9, line
36

I think it is important to say something like: Composite
endpoints should be used if such endpoint better reflects
the overall benefit (efficacy) of the intervention compared to
single endpoint.

94

EFPIA

p. 9, l.43

Suggest to add the word “statistically”, i.e. change the
sentence to “… needed to show a statistically significant
hazard ratio of …” to clarify that this is within a statistical
context.

The argument as such is accepted. However,
headings should reflect the following content of
the chapter and are not a condensed summary
through rephrasing a central recommendation:
An alternative heading could be: “Reasons to
use composite endpoints”
See answer to comment 92
The following sentence has been added to 2.1.:
Composite endpoints can be considered if such
endpoint clearly better reflects the overall benefit
(efficacy) of the intervention compared to single
endpoint.
Accepted.

Comment / Suggestion of rewording

Response by author

Specific Comments
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EFSPI/PSI
HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group

P. 9, L. 44

Replace “less than ” with “fewer than”

Accepted

P. 9, L. 49

Phrasing: “…trials including very large numbers of
patients…”

Accepted

P. 10, L. 5

Grammar: “Furthermore, the use of composite endpoints
avoids the problems caused by the arbitrary selection of a
primary endpoint…”

Accepted

P. 10, L. 5

How often is the selection of a primary endpoint truly
arbitrary? Surely it would depend on not only importance to
the patient but also on the likely effects of the
pharmaceutical agent in question. In the HTA context might
it also be based on the main drivers of cost?

See answer to comment 2.

RC CEE&Ph

P. 10, L. 8;
P. 12, L. 14

[Balancing effects (positive and negative) (page 10, line 8)
seems to be not suitable to the requirement “The point
estimates of each of the components should point into the
same direction” (page 12, line 14]

100 EFPIA

p. 10, l. 8-10

It is unclear what is meant here, and the sentence might
need rewording.

Comment acknowledged. The sentence
describes what is done in practice. In order to
underline a sceptical attitude towards combining
measures of positive and negative effects in
endpoints, we propose to rephrase the second
sentence (line 10): “In such (problematic) cases it
is….”
See answer comment 99

101 EMA

Page 10 lines
10-11

The statistical analysis based upon time to first of these
does not capture all the relevant outcomes (if the stroke
comes immediately after a bleed for example) and in these
circumstances the authors give similar weight to all events

95

96

97

98

99

See answer comments 99 and 102
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Response by author

Specific Comments
included – so the brief sentence here is very right but might
be expanded and a position towards these composites
could be clearly given (see below for the regulatory
reference).

102 EMA

Page 10 line
7 of the table

The document may benefit from a clear position on the socalled ”net clinical benefit” composites of safety and
efficacy, e.g in recent anti-thrombotic trials.
The recent draft regulatory guidance on AF explicitly
discourages their use (”Secondary composites of net
clinical benefit combining efficacy endpoints with bleeding
endpoints is difficult to interpret and are not encouraged.”
p4/15, Draft “Guideline on clinical investigation of medicinal
products for prevention of stroke and systemic embolic
events in patients with non-valvular atrial fibrillation”)

Discussion on net clinical benefit is out of scope
in the JA1 methodology guidelines.
See answer to comment 36:
No matter what the scientific concept behind the
combination of outcome components in
composite endpoints and their interpretation is,
only (additional) reporting of the results of the
single outcome measures (combined in a
composite endpoint) will provide transparency of
results necessary for REA.

103 EFPIA

p. 10, l. 17

2.3 Drawbacks of composite endings(endpoints?) [add] “for
relative effectiveness assessments”

Accepted

104 Pfizer

P10 line 17

2.3 Drawbacks of composite endings(endpoints?) [add] “for
relative effectiveness assessments”

Accepted

105 EFSPI/PSI

P. 10, L. 19

Rephrase for clarity: “The clinical relevance of a treatment
effect as estimated using a composite endpoint may be
difficult to interpret”.

Accepted. This sentence has been corrected
according to the suggestion

106

Page 10, line
21
Page 10, line
27
Page 10, line
30

Extra spacing before the word ‘In’.

Accepted.

Extra spacing before the word ‘Therefore’.

Accepted.

The expression ‘selective selection’ is redundant.
Suggested rewording: The selection and interpretation of…

Accepted, “selective” has been removed

HTA Special
Interest
Group
OSTEBA

107 OSTEBA
108 OSTEBA
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109

EFPIA

p. 10, l. 30-35

Focus on examples where faulty interpretation and
selection has impacted on REA.

The following examples will be added:
1. A systematic review of RCTs in the area of
cardiovascular diseases highlights that
(components of) composite endpoints had
different importance to patients (see reference 6).
The REA should take into account the fact that
endpoints of least importance to patients typically
contributed to most events.
2. A further systematic review (Cordoba G,
Schwartz L, Woloshin S, Bae H, Gøtzsche PC.
Definition, reporting, and interpretation of
composite outcomes in clinical trials: systematic
review BMJ. 2010; 341: c3920) points in a similar
direction. According to this review assessors
should proof whether the components were of
similar importance and should judge whether the
intervention was effective for all the components
of the composite outcome rather than just for the
composite.

P10 lines 3035
P. 10, L. 3739

Focus on examples where faulty interpretation and
selection has impacted on REA.
Rephrase for clarity: “It is also hard to interpret a treatment
effect based on a composite endpoint if the effects of
treatment on the individual components differ either
quantitatively (i.e. size of the effects) or qualitatively (i.e. the
direction of the effects)”

See answer to comment 109

P. 10, L. 3940

Is it always important to be able to provide a definition of
“response”? Is it not sufficient sometimes to treat the
composite endpoint as is without dichotomizing?

In cases where it is of importance to define
treatment responders this might be difficult for
assessors on the basis of results expressed by
composite endpoints with diverging partial effects

Comment / Suggestion of rewording

Response by author

Specific Comments

110 Pfizer
111 EFSPI/PSI

HTA Special
Interest
Group

112 EFSPI/PSI

HTA Special
Interest
Group

Accepted. The sentence can be changed
accordingly.
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Response by author

Specific Comments
of the single components. When reporting study
results based on composite endpoints the authors
should give their definition of “response” and of
“responder” which sometimes can deviate from
the concept of “None of the included event
components”
See answer to comment 112

113 EFSPI/PSI

P. 10, L. 39

Where response is to be defined, the guide states it is
difficult to define responder based on a composite endpoint.
It is not clear why it is difficult. In the case of ACR20, a
responder is someone who meets the ACR20 criteria. For
the composite endpoint such as CV death, non-fatal MI or
non-fatal stroke, a responder will be someone who did not
experience any of the component events.

114 OSTEBA

Page 11, line
2

Although HRQoL is a well-known acronym, its meaning
should be either given or included in the acronym list.

Accepted, it has been now added to the list

115 EFPIA

p. 11, l. 5-6

In a blinded study which is done over a very long time (e.g.
4-6 years) new scientific data may lead to a need to
change. Data from such studies should be reviewed
carefully but the sentence “this practice is highly
discouraged” seems overly negative.

See answer to comment 43

116 Novartis

Page 11, line
5-6

In a blinded study which is done over a very long time (e.g.
4-6 years) new scientific data may lead to a need to
change. In blinded studies I am not sure if the bias is that
strong that it should be strictly forbidden. In open-label
studies the bias may be relevant.

See answer to comment 43

117 Pfizer

P 11 line 6

Delete “This practice is highly discouraged” and replace
with “Data from such studies should be viewed with caution
when included in REA”.

Proposal for rewording is accepted.

HTA Special
Interest
Group

37

Compilation of comments on 4thdraft of guideline on Endpoints used for REA of Pharmaceuticals – Composite Endpoints

No.

Organisation

118

EFPIA

Page & Line
number

Comment / Suggestion of rewording

Response by author

Specific Comments
p.11,
Disadvantage
s of
composite
endpoints

This table describes what should be avoided when defining
composite endpoints and what problems might arise in case
the composite endpoint is not properly defined, rather than
disadvantages of composite endpoints. The title of this table
could be reworded to better reflect the content and avoid
misinterpretation.

New heading for the table could be:
Disadvantages of composite endpoints for
interpretation of study results

119 EFSPI/PSI

P. 11, L. 9

The sentence has been rewritten: .. arises when
the components of composite endpoints of
reviewed trials vary for the same disease.

120

P. 11, L. 17
(row 3 of
table)

Rephrase to remove unnecessary additional wording:
“…arises when the composite endpoints used in the trials
differ.” (Assume that if they are in a systematic review the
disease will be the same)
Rephrase for clarity: “Effects of treatment on the individual
components may not be in the same direction.”

HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group

Rephrased according to the suggestion

P. 11, L. 17
(row 7 of
table)

Rephrase for clarity: “…about the individual components.”
Regarding the statement about adjustment of the alpha
error, the guide should describe what conclusions are
referred to here, why adjustment is necessary, and provide
examples on how the adjustment can be done. See for
example the FDA Guidance on Patient Reported Outcomes
2009 which recommends using a sequential testing
approach
(http://www.fda.gov/downloads/Drugs/GuidanceCompliance
RegulatoryInformation/Guidances/UCM193282.pdf).

We recommend rephrasing:
“Alpha error must be adjusted to perform
statistical inference on the individual
components.”

122 OSTEBA

Page 11, line
17, 7th row

Full stop missing at the end of the sentence (for consistency
with the rest of the rows).

Accepted, will be changed.

123 EFPIA

p. 11, l. 17,
reference 1

A composite endpoint can be linked to the design of the
RCT. Clinically driven outcomes such as hospitalization or
need for revascularization may be valid for pragmatic
reports.

See answer to comment.84

121
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124 EFPIA

p. 11, l. 23-24

See also Points to Consider on Multiplicity Issues in Clinical
Trials (CPMP/EWP/908/99).

. Reference 17 has been included

125 OSTEBA

Page 11, line
24
p. 11, l. 28-35

Extra spacing before the word ‘The’.

Accepted

See also Guideline on Missing Data in Confirmatory Clinical
Trials (EMA/CPMP/EWP/1776/99 Rev. 1).

See answer to comment 130

127 EFSPI/PSI

P. 11, L. 2835

Comment: The presence of missing data is a problem if
observation is incomplete and none of the individual events
have been observed at the final follow up. This can lead to
bias as if at least one of the components has been
observed then the composite endpoint could at least be
estimated on that basis. The statement about there being
no appropriate way to analyse the data should perhaps be
modified to say that there is no single method of dealing
with partially missing data as it will depend on the pattern of
missing data. Possibly sensitivity analyses should be
conducted using different methods of handling the
missingness.

See answer to comment 130

128 OSTEBA

Page 11, line
30
Page 11, line
31-32

Full stop missing after word ‘treatment’.

Accepted.

This is not true in this generality. Since components of a
composite are correlated, the occurrence of one is
predictive for the occurrence of another component. This
predictive distribution could be used in case of missingness.
Would agree that these analyses are currently not routine.
What is equally important is that achievement of a non-fatal
component should not automatically lead to stop observing
a patient since information on all components is required.

See answer to comment 130.

126 EFPIA

HTA Special
Interest
Group

129 Novartis
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130

EFPIA

p. 11, l.31-35

Suggest changing the word “appropriate” to “single”.
There are a variety of appropriate ways how to address
missing values during the analysis (see e.g. Guideline on
Missing Data in Confirmatory Clinical Trials
(EMA/CPMP/EWP/1776/99 Rev. 1)) and the approach(es)
should match the type of data and the therapeutic area. It is
true that it is more complicated in case of a composite
endpoint, but the general principles are the same as for
single endpoints. In case of a clinical trial, the approach(es)
how to address missing values should be pre-specified in
the protocol (e.g. via a series of sensitivity analyses), again
following Good Clinical Practice. Since components of a
composite are correlated, the occurrence of one is
predictive for the occurrence of another component. This
predictive distribution could be used in case of missingness.
What is equally important is that achievement of a non-fatal
component should not automatically lead to stop observing
a patient since information on all components is required.
The argument of missing data as stated would be
applicable against every endpoint other than death,
irrespective of being singular or part of composite.

The statement will be rephrased as follows:
“There is no single way to analyse the data in the
presence of patients with partially missing data.
Surely, the chosen approach should match the
type of data and the therapeutic area. But even if
it becomes more complicated in the case of
composite endpoints, the general principals are
the same as the ones for single endpoints.

131 EFPIA

p. 12, l. 2-3

Other analyses exist. Suggest replacing with “Besides the
main statistical analysis of the composite endpoint, studies
involving composite end points that are most useful for REA
also include:”

Accepted.

132 Pfizer

P12 lines 2-3

Delete sentence and replace with: “Besides the main
statistical analysis of the composite endpoint, studies
involving composite end points that are most useful for REA
also include:”

See answer to comment 131.

133 EFSPI/PSI

P. 12, L. 4

How should the results of the analyses of the individual

Economic model is beyond the scope of this

Comment / Suggestion of rewording

Response by author

Specific Comments
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Response by author

Specific Comments
HTA Special
Interest
Group

components be interpreted? Presumably these would
provide inputs to the economic model- see also comment
for page 13, lines 8-24

guideline.
Analysing treatment effects on the single CE
components will reveal a consistent picture if the
results point in the same direction. More
problems of interpretation naturally result if the
pattern of results is characterized by significant
heterogeneity with partial effects pointing in
opposite directions. Weighting of the clinical
importance of the different composed endpoints –
especially from the patient perspective- could be
helpful then.

134 EFSPI/PSI

P. 12, L. 6

Rephrase for clarity: “The analysis of each component
separately, irrespective of whether another event which
makes up the composite endpoint has already occurred.”

Accepted.

135

P. 12, L. 9

Rephrase for clarity: “In order to demonstrate an overall
treatment effect on a composite endpoint, it is desirable that
REAs which use such an endpoint should:””

Accepted. The sentence can be changed as
suggested by the reviewer.

p. 12, l. 9

The (clinical) importance of an endpoint is not related to the
way it is reported. This would be a very difficult concept in
areas that have to rely heavily on patient-report such as in
depression and pain. For example, a composite endpoint of
patient-reported pain intensity (subjective on the patient
side) and need to adjust pain medication (subjective on the
physician and patient side) together with sleep disturbance
(e.g. as measured objectively in a sleep lab) can still be a
meaningful composite.
It is unlikely that this will be known in advance so it is not
clear of the implications of this. The choice of a composite
endpoint is a design issue and should be justified at the
planning stage. I think this section should perhaps be

We are not aware of such a composite endpoint
from reviewed submissions.

136

HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group
EFPIA

137 EFSPI/PSI

HTA Special
Interest
Group

P. 12, L. 9-16

Actually the paragraph from line 9 – 21 does not
cover statistical issues. It will be shifted to a new /
another subsection where the construction of
composite endpoints is discussed, and it is
certainly necessary to rephrase.
Paragraph should be shifted and rephrased, see
answer to comment 136. The criticism relating to
the proposed confidence interval for the main
result is accepted.
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Response by author

Specific Comments
reworded to state that where a composite endpoint is used,
a treatment effect on the composite endpoint can only be
inferred if the treatment effects are consistent for all the
components. The current wording makes it sound as
though a post-hoc decision is being made both as to which
outcomes make up the composite and which results are
selected. Furthermore, the guide suggests a 50% CI for the
main result to define a narrow interval for similarity of effect
on components. Because of the complications discussed
earlier (e.g. competing risk, censoring), this suggestion may
be quite problematic.

138 EFSPI/PSI

P. 12, L. 15

Grammar, rephrase: “the point estimates of the treatment
effects for each component should be in the same
direction.”

Paragraph should be shifted and rephrased, see
answer to comment 136.

139

p. 12, l. 15-16

This statement needs a reference.

140 EFSPI/PSI

P. 12, L. 1821

I suggest adding possible analysis methods based on the
Win ratio presented in the paper by Pocock et al (Eur Heart
Journal, 2011) where the responses to each of the
individual components are compared between treatments
by pairing the patients according to baseline risk. The
overall treatment effect on the composite endpoint is then
estimated by the ratio of “Wins” i.e. where the test treatment
“wins” over the comparator for the matched pairs.

Paragraph should be shifted and rephrased, see
answer to comment 136.
Paragraph should be shifted and rephrased, see
answer to comment 136. The discussion of single
analysis concepts like the mentioned one
(Peacock et al. 2012) is beyond the scope of this
guideline and could be the issue of a separate
guideline in the future.

141 EFSPI/PSI

P. 12, L. 1921

Rephrase sentence for clarity and grammar: “It is tempting
then to draw conclusions based on the component which
dominates (i.e. is associated with the largest treatment
effect), but there is a risk that the power is insufficient for
that component alone.”

HTA Special
Interest
Group
EFPIA

HTA Special
Interest
Group

HTA Special
Interest
Group

Paragraph should be shifted and rephrased, see
answer to comment 136.
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142

EFSPI/PSI
HTA Special
Interest
Group

Page & Line
number

Comment / Suggestion of rewording

Response by author

Specific Comments
P. 12, L. 2527

Remove unnecessary repeated words for clarity: “If
composite endpoints are used to assess REA of a
pharmaceutical agent (or device?), then each of the
individual components should be clinically relevant to the
disease and agent being assessed.”

Changed according to the suggestion.

143 EFSPI/PSI

P. 12, L. 2932

Remove unnecessary repeated words for clarity: “When
composite endpoints are used as primary outcomes of a
trial, or REA, the overall effect of treatment should be
interpreted based on that endpoint, rather than on the
individual components. Nevertheless, the results for each
individual component should also be reported to show that
treatment effects are consistent.”

Changed according to the suggestion.

144 EFPIA

p. 12, l. 29-38

This should be refocused on REA rather than on
demonstration of efficacy.

Accepted, the wording of a revised version will be
adapted to better address issues relevant for
REA assessors, see also answers to comments
37,39, 47, 52, 59.

145 Pfizer

P12 lines 2938

Re-write paragraph to provide advice to groups trying to
conduct REA on therapeutic interventions where the data
available include composite endpoint data. Remove
recommendations on how the data should be reported.

See answer to comment 144

146 OSTEBA

Page 12, line
31
Page 12, line
31
P. 12, L. 3334

Extra spacing between ’10,’ and ’18’.

To be corrected.

Extra full stop before the expression ‘In addition’.

Accepted.

I don’t understand this sentence: if things have been prespecified then they should be reported. This sentence also
implies that analyses of individual components are not prespecified.
The guide gives an example of combining stroke and MI as

Comment acknowledged. The sentence will read:
“…in meta-analyses. It is advisable to report prespecified descriptive and inferential statistics and
also recommended to….”
It has been stated in 4th paragraph of discussion

HTA Special
Interest
Group

147 OSTEBA
148 EFSPI/PSI

149

HTA Special
Interest
Group
EFSPI/PSI

P. 12, L. 35
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Page & Line
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Comment / Suggestion of rewording

Response by author

Specific Comments
HTA Special
Interest
Group

a composite endpoint from a more inclusive composite
endpoint. If the original composite endpoint includes
mortality (all-cause or CV), death should be part of the new
composite endpoint because death precludes stroke and
MI.

that mortality should be part of the composite
endpoint whenever adequate.

150 Pfizer

P12 line 40

“points of view”

Changed to: There are differing points of view

151 EFSPI/PSI

P. 12, L. 4047

Grammar, reword: “There are differing points of view as to
whether or not composite endpoints should be composed of
equally important components. Evidence shows that the
way results are reported can mislead readers into believing
that all components are equally important, even though they
may range from events such as dyspnea or hospitalisation
to death (1,2). It is clearly unrealistic to expect each
component to occur at the same rate, or to be equally
severe. However, composite endpoints can provide a
valuable holistic measure of outcome in that they can
incorporate relevant clinical and patient-based aspects of
complex disease processes.”

This paragraph has been changed according to
the suggestion.

152 EFPIA

p. 12, l. 40

“points of view”

Changed to: There are differing points of view

153 EFPIA

p. 12, l.42-43

The fact that the consequences of different outcomes are
more or less severe does not mean that a less severe event
does not carry information for a more severe one that has
just not yet been observed but is more likely to occur after a
milder one has happened.

This statement might be justified if evidence is
presented that such a relationship exists. If
evidence is presented this can be taken in
account for the interpretation of the trial results.

HTA Special
Interest
Group

154 Novartis

Page 12, line

True, but the fact that the consequences of different

A sentence was included to the paragraph:
Further, less severe events may carry information
for a more severe one that has not yet been
observed.
See answer to comment 153
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Response by author

Specific Comments
42-43

outcomes are more or less severe does not mean that a
less severe event does not carry information for a more
severe one that has just not yet been observed but is more
likely to occur after a milder one has happened.

155 EFSPI/PSI

P. 12, L. 4952

Changed according to the suggestion.

156 EFSPI/PSI

P. 12, L. 54

Grammar, reword: “Death is usually considered as the most
important event and should therefore be included in a
composite endpoint where relevant (i.e. life-threatening
diseases). However this can cause problems in some
diseases since it can occur relatively infrequently and may
be associated with the smallest treatment effects”.
Grammar, replace “on” with “to”: “…endpoints to the
overall…”

157

P. 13, L. 2-3

Generally speaking, dichotomizing results of a continuous
variable is not to be recommended as it can lose power. For
outcomes which are measured on an ordinal scale it is
preferable to use other methods of analysis such as
proportional odds etc. However this would clearly not be
possible within the definition of a composite endpoint, but
would apply to the analysis of the individual components.
This could of course then lead to inconsistencies between
the results of the composite and of the individual
components.
Grammar and clarity, suggested rewording: “When there is
no one primary endpoint that can adequately reflect the
overall effect of a treatment, the definition of composite
endpoints in clinical trials can prove helpful in the evaluation
of health technologies. However, the measurement
properties of each component should be taken into account
as well as their relative influence on the composite endpoint
itself. The problem of appropriate reporting and

It is true that the dichotomizing results in loss of
power; this might be addressed in section 2.3
“drawbacks of composite endpoints”.
However, if composite endpoints are used, it is
necessary to dichotomize the results of
continuous variables. Hence, the last paragraph
may be rephrased or better – be omitted
completely as it tangles an aspect of minor
importance not to be dealt with in the discussion
part.
Changed according to the suggestion.

HTA Special
Interest
Group

HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group

158 EFSPI/PSI

HTA Special
Interest
Group

P. 13, L. 8-16

corrected
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Response by author

Specific Comments
interpretation of results remains (6,11,14,19). The greatest
risk for assessors when composite endpoints have been
used is the conclusion that a treatment confers a greater
benefit than is really the case, as can occur when a large
effect on a relatively minor component dominates (1,6). It
should also be noted that a large effect on a composite
endpoint does not imply that similar large effects are to be
expected on each component separately”.

159 EFSPI/PSI

P. 13, L. 2224

160 EFSPI/PSI

P. 13, L. 824

161 EFSPI/PSI

Annexe 1 14,
8-12

HTA Special
Interest
Group

HTA Special
Interest
Group

HTA Special
Interest
Group

The conclusion rather tails off. Presumably the last
sentence means that the fact the death rates are generally
low, yet death is an important outcome, leads to problems
with the interpretation of results when death is part of a
composite. This suggests that some form of weighting of
the components should be employed, yet, as is pointed out
on page 5, line 44, the weightings could differ between
national authorities. Arguably death is the most important
so would carry a high weight, but in terms of costs this may
not be the case, with long-term sequelae of a treatment
being more costly than death.
Generally it is not clear how the guideline can be applied to
assessing the costs associated with the composite
endpoint. This follows from the previous comment where
costs associated with each component of a composite may
not correspond to the importance of that component within
the composite endpoint. It is likely that the composite may
only be useful for overall assessment of efficacy but the
individual components of the composite would provide the
data for the economic model.
A more recent version of this FDA guidance is available:
http://www.fda.gov/downloads/Drugs/GuidanceCompliance
RegulatoryInformation/Guidances/UCM193282.pdf

Comment acknowledged. The idea about
weighting is important and it has been introduced
to the last sentence: “--- and therefore weighting
of components of a composite endpoint is
considered important”.

Economic aspects and cost effectiveness
perspectives are out of scope in the JA 1

To be corrected.
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162

OSTEBA

Page 14

Repeated reference in bibliography. References 13 and 20.

To be corrected.

Annexe 2,
16, 2-10

Was the term “clinical trial” not used in the search?

No.

Response by author

Specific Comments
163 EFSPI/PSI

HTA Special
Interest
Group
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Comments have been provided by:
1

Organisation
Bausch + Lomb
(B+L)

Name
Kimberly Belsky

Email
kimberly.belsky@bausc
h.com

Address
Bausch + Lomb (B+L)
7 Giralda Farms, Suite 1001,
Madison NJ 07940 USA
w/ local offices at Gotthardstr. 2,
6301 Zug, Switzerland
www.bausch.com
Tel: +1 973-360-2414

2

Clinic Mathilde
Rouen

Nicolas Albin

n.albin@wanadoo.fr

Clinic Mathilde Rouen
Unité d’oncologie et d’hématologie
Clinique Mathilde
7 bd de l’Europe
76100 Rouen
Tel: +33 2 32 81 10 89

3

EFPIA

Edith Frénoy

e.frenoy@efpia.eu

EFPIA
Rue du Trône 108
1050 Bruxelles
Tel : +32.2.62.62.548

4

EFSPI/PSI HTA
Special Interest
Group

Chrissie Fletcher

efspi@kingstonsmith.co.
uk or
fletcher@amgen.com

EFSPI
Chester House
68 Chestergate
Macclesfield UK
SK11 6DY
Tel: 01625 664549

5

EMA

Andrea Buzzi

6

HTAi Patient and
Citizen
Involvement
Interest SubGroup
ISDB & MiEF joint
comments
LEEM

Janet Wale

andrea.buzzi@ema.euro
pa.eu
socrates@qnet.net.au

Catherine Lassale

press@isdbweb.org,
pierrechirac@aol.com
classale@leem.org

7
8

Not provided
Not provided

Not provided
LEEM
88 rue de la Faisanderie
750156 Paris
Tel : +33 (0)1 45 03 88 04

9

Novartis

Jennifer Cain

jennifer.cain@novartis.c
om

10

Osteba

Maider Mateos &
Itzar Etxeandia

evaluacionosteba@ejgv.
es
i-etxeandia@ejgv.es

Novartis
Novartis Campus,
CH-4052
Basel, Switzerland
Tel: +41797857397
OSTEBA
Olaguibel 38,
01004 Vitoria Spain
Tel: +34 94516653
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Organisation
Pfizer

Name
Adam Heathfield

Email
adam.heathfield@pfizer.
com

Address
Pfizer
Walton Oaks 4-1, Reigate Road,
Tadworth, Surrey KT20 7NS UK
Tel: +44 7967 759 004

12

RC CEE&Ph

Olga Rebrova

o.yu.rebrova@gmail.co
m

RC CEE&Ph
Usievicha 15-28,
Moscow 125315, Russia
Tel: +7 910 404 23 59

13

Swedish Council
on HTA (SBU)

Sophie Werkö &
Måns Rosén

werko@sbu.se &
rosen@sbu.se

The Swedish Council on Health
Technology Assessment, SBU
Box 3657,
SE-103 59
Stockholm, Sweden
Tel: +46 (0)8 412 32 00

14

Peninsula
Medical School,
University of
Exeter

Rod Taylor &
Oriana Ciani

rod.taylor@pms.ac.uk

Peninsula Medical School,
University of Exeter
Veysey Building, Salmon Pool
Lane, Exeter, EX2 4SG
+ 44 7968 152537
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N°

Organisation

1

B+L

2

EFPIA

Chapter

Page & Line number
All four EUnetHTA draft
guidelines
(comparators,
evidence, endpoints,
composite endpoints).

Comment / Suggestion of rewording
GENERAL COMMENTS
Please clarify if EUnetHTA is planning
to offer scientific advice meetings
similar to the EMA to support
development of new drugs. An
opportunity to meet with EUnetHTA
would provide important value to those
conducting a REA.


1) The draft guidelines provide a
good overview of some of the
differences between national REA
methodologies and therefore
complement well the background
review that was conducted by
EUnetHTA in 2011. At this stage
however, we consider they do not
provide clear guidance on how to
align evidence requirements in
areas of divergence.



2) The draft guidelines
acknowledge the difficulty of
alignment especially in the context
of varying aims of REA (e.g.
reimbursement or not). This
legitimate concern makes it
sometimes unclear what the
objective and what the target

Response by author
Yes. Scientific advice/early dialogue meetings with
technology developers and multiple HTA bodies are the
part of EUnetHTA JA2WP7 (started October 2012,
coordinated by HAS).

1) Comment acknowledged. It is correct that the
basis of the work was an overview of the “state of
the art” for each guideline topic in each EU country.
For many topics, there is convergent view on
evidence requirements for REA; in some areas (such
as choice of comparator with no adequate
comparator available), divergences exist. In these
cases and more generally to discuss evidence
requirements during the development of a health
technology, EUnetHTA has put in place early
dialogues with technology developers and multiple
HTA bodies. Evidence requirements for HTA in a
specific condition will be completed with elaboration
of disease-specific guidelines for technology
development.
In current guidelines statements will be introduced to
highlight situations where recommendations are based on
consensus and where consensus does not exist.

2) Guidelines are primarily aimed to support HT
assessors to critically appraise manufacturers’
submissions; in addition, manufacturers may take
guidelines recommendations into account when
preparing submissions. Indeed, EUnetHTA guidelines
could contribute to harmonisation of the assessment

4
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Page & Line number

Comment / Suggestion of rewording
GENERAL COMMENTS
audience of the guidelines are. In
particular, it is unclear whether
recommendations are issued for
the purpose of European REA, or
whether they guide national REA.
Similarly, it is sometimes unclear
whether they should support HTA
assessors to critically appraise
manufacturers’ submissions,
whether they will impact on future
modifications of national REA
guidelines, and whether
manufacturers are expected to take
them into account when preparing
their submissions. The draft
guidelines reviewed could
contribute to alignment of
assessment processes carried out
across Europe. For this to
materialize however, these draft
guidelines need to be endorsed
and implemented not only at
European, but also at national level.


3) The draft guidelines show the
important role of REA assessors to
feed back into drug development.
Guidance on comparators, level of
evidence and acceptability of
endpoints, will affect development
decisions taken prior to phase III
development programmes. There is
therefore a strong need to align
REA draft guidelines with already

Response by author
process carried out across Europe, but this is still too
early to know.

3) Comment acknowledged. For REA draft
guidelines including disease-specific ones, existing
clinical, regulatory and HTA guidelines will always be
checked and requirements aligned when adequate.
EMA-EUnetHTA collaboration on this topic has been
put in place and will be pursued in the framework of
EUnetHTA JA2. However, different requirements
may exist as the regulatory and HTA assessments
answer different questions.

5
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Comment / Suggestion of rewording
GENERAL COMMENTS
existing clinical and regulatory
ones. Throughout the guidelines,
references to the regulatory
assessment and decision process,
as well as decisions taking place
along the clinical development plan,
could be further enhanced.


4) In light of the above, we consider
that EUnetHTA could set up a
further reflection process involving
relevant stakeholders to support
streamlining of REA evidence
requirements by:
o Discussing areas identified
in the draft guidelines in the
form of e.g. a roundtable
during which the draft
guidelines are reviewed
one by one by a panel of
experts from various
stakeholders. As a second
step, the general reflection
process could be
complemented by diseasespecific
discussions/guidelines
(aligned with existing
regulatory ones on e.g.
clinical investigation of
medicinal products used in
specific disease areas),
and should also consider
the role of early dialogue in

Response by author

4) Comment acknowledged. Stakeholders involvement
in guidelines elaboration will be further strengthened and
process itself reviewed and amended in the framework
of EUnetHTA JA2.

6
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Response by author

GENERAL COMMENTS
drug development.
o Discussing the role and
implementation of the
guidelines at
European/national level.
3

EFPIA





1

2

1) In the context of the use of
surrogate
endpoints,
all
the
stakeholders involved in the health
system acknowledge that final
clinical endpoints are most relevant
and should be used whenever
possible. Nevertheless, this is not
always possible, and it is welcomed
that
the
draft
guideline
acknowledges the importance of
surrogate endpoints for REA.
Surrogate
endpoints
present
opportunities
to
accelerate
treatments into actual practice that
otherwise would take years of
follow-up in Phase III studies and
therefore bring a benefit to patients.
2) Surrogate endpoints are used in
the
framework
of
regulatory
approval, when it is proven they
can reliably predict the effect on
their respective final endpoints (e.g.
1
2
drugs to treat AIDS , diabetes ,

1) Comment acknowledged.

2) HbA1c is an acceptable surrogate for short-term
glucose control, not for long-term diabetes control. A
correlation between glucose control and mortality is
not so straightforward; in addition, different levels of
evidence might be required for regulatory approval
and for REA. Therefore, “automatic” acceptance of
surrogate endpoints (considered adequate in
regulatory context) is not possible and has to be

See adopted guideline EMEA: CPMP/EWP/633/02, Rev.1 (November 2005); see guidance FDA: “Antiretroviral drugs using plasma HIV RNA measurements.
Clinical considerations for accelerated and traditional approval.- Guidance for industry” (October 2002).
See adopted guideline EMEA: CPMP/EWP/1080/00 (May 2002).
7
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GENERAL COMMENTS
cholesterol 3 , hypertension 4 , etc.).
Where surrogate endpoints have
been well established in the
regulatory context, it is important to
avoid any unnecessary duplication
of work for validation in the context
of
REA,
especially
rapid
assessments.


3

4

3) Alignment with the regulatory
arena is also crucial for reassessments. It is welcome that the
draft guideline includes a distinction
between the data requirements for
initial
assessment
and
reassessment in terms of acceptance
of
surrogate
endpoints
and
acknowledges the difficulty that
may be encountered in drug
development to show efficacy on
hard clinical endpoints within a
reasonable timeframe. Regulatory
authorities also request further
evidence
generation
from
manufacturers post-approval, and
any requirements in the framework
of REA re-assessments should take
this into account. This is particularly
important if surrogate end points

Response by author
considered for each disease/condition.

3) Here again, alignment can not be automatic, even
if regulatory requirements are considered for RE reassessments. Discussions and general agreements
on the choice of surrogate endpoints may be done on
the case by case basis, in the framework of early
dialogues between HTA bodies and product
developers (EMA is observer) as well as while
elaborating on evidence requirements in EUnetHTA
disease-specific guidelines.

See adopted guideline EMEA: CPMP/EWP/3020/03 (July 2004). See guidance FDA: “Guidelines for the clinical evaluation of lipid-altering agents in adults and
children” (September 1990).
See adopted guideline EMEA: CPMP/EWP/238/95, Rev.2 (junio de 2004). See guidance FDA: “Principles for clinical evaluation of new antihypertensive
drugs” (Draft ICH Consensus Principle) (marzo de 2000).
8
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GENERAL COMMENTS
are used to create accelerated,
conditional approval, in which case
the terms of how to generate the
evidence must be clear and agreed
upon by all parties. Furthermore
final endpoints might not always be
used, even in re-assessments, as is
acknowledged
in
the
draft
guideline.


4) In addition to the discrepancy
between regulatory and HTA
acceptance of surrogates, the draft
guideline highlights that the
acceptability of surrogates varies
greatly across countries in Europe.
This area could be further
addressed moving forward by
members of the EUnetHTA, whilst
also aligning with regulatory
requirements. One specific area of
discrepancy between countries,
which is touched upon briefly in the
draft guideline, are patient-reported
outcome measures. There may be
situations where the patients’
perspective needs to be taken into
consideration in capturing and
measuring a drug effect in
particular in connection with high
impacting consequences that can
be fatal in some diseases. It would
be important to clarify in which
cases they can be acceptable for

Response by author

4) The distinction should be made between PRO
(patient-reported outcomes) and patient-relevant
outcomes. The latter are defined as those related to
how the patient functions, feels and survives and
correspond broadly to clinical endpoints/outcomes
which are assessed in all cases.
PRO (patient-reported outcomes) importance
depends on the disease, aim of treatment and aim of
REA.
We are not aware of a PRO being an acceptable
surrogate endpoint.

5) See answer to comment 1. Early dialogue
meetings with technology developers and multiple
HTA bodies are the part of EUnetHTA JA2WP7

9
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GENERAL COMMENTS
REA.




4

5

LEEM

LEEM

5) Moving forward, a multistakeholder dialogue could take
place on the validity of surrogate
endpoints for REA in identified
diseases. Specific consideration
should be taken in the case of rare
diseases, where greater flexibility
might be warranted.

Response by author
(started October 2012). These are indeed excellent
occasions to discuss validity and acceptability of
surrogate endpoints for REA in specific disease
areas.

6) Comment acknowledged. “Clinically relevant” will
replace “final”

6) We suggest harmonising and
streamlining the use of the terms
“final”, “clinically relevant”, and
“clinical endpoints” throughout all
sections of this guideline.

We insist on the relevance and
usefulness of these documents and
support efforts to move towards greater
methodological harmonization for HTA
in the EU.
With 3 generals comments :
- The 4 guidelines concern more
relative efficacy than relative
effectiveness
- They are very “open” with a
large possibility of interpretation
by each country
And they are not always designed
for orphan drug
Overall comment : For the developers it
is a difficult guideline : “Whether a
surrogate endpoint is acceptable for

Comment acknowledged.

Correct (initial REA is close to MA).

More specific recommendation will be provided when
possible.

Correct, even if general principles apply.
Comment acknowledged. Indeed, the acceptance or
adequacy of a surrogate endpoint is discussed for
each disease area and aim of treatment, even if

10
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GENERAL COMMENTS
REA is a matter of scientific judgment ;
there is no recommendation that can be
universally accepted”.

Response by author
general principles (given in Surrogate endpoints
guideline) apply.

6

EFSPI/PSI
HTA Special
Interest Group

General

It is not clear why the principles for use
of surrogate endpoints would differ for
REA compared to drug registration
purposes. It would be useful to add this
information.

See answer to comment 3, point 2. The principles are the
same, the acceptance may differ.

7

EFSPI/PSI
HTA Special
Interest Group

General

The piece that is not clear from this
document is exactly how an HTA would
be performed when a surrogate
endpoint is used. Is the HTA calculated
on the basis of the surrogate endpoint,
or does this need to be translated in
some way to the clinical endpoint for
any meaningful health technology
assessment?

The effect observed on a surrogate endpoint needs to be
translated to an effect that would have been observed on a
clinically relevant endpoint. A confirmation of this
supposed effect is expected at re-assessment

8

EFSPI/PSI
HTA Special
Interest Group

General

How will this guideline be implemented
at a local/country level given local HTA
methods guides? For example, some
countries may have different views on
the use of surrogate endpoints, e.g.
Germany where they have typically had
a more restricted use of surrogates
compared to some other countries

The guideline gives general principles on surrogate
endpoints relevant for REA that are easy to follow at
national levels. As judgements are done at the case by
case basis, some discrepancies may exist.

9

EMA

General

Cross link with references should be
checked throughout the text

Accepted.

10

ISDB MiEF

General

This response has been prepared

General comments, no particular answer needed.

11
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Response by author

GENERAL COMMENTS
jointly by the International Society of
Drug Bulletins (ISDB) and the
Medicines in Europe Forum (MiEF).
The ISDB and the MiEF welcome
the opportunity to respond to this public
consultation and would like to highlight
particularly laudable elements of the
several drafts.
Good quality draft documents. We
would like to highlight the efforts made
to produce the four draft documents
submitted for public consultation. We
welcome the explanatory statement on
the methodology (box on page 2 of
each draft document), the systematic
documentation search strategies, the
critical views expressed, the formulation
of practical recommendations, the
bibliography presented as an annex,
and the other explanatory annexes
where needed. However, we deplore
that only documents in English were
considered, especially when it comes to
benchmarking among several national
5

- Prescrire Editorial Staff “ICH: an exclusive club of drug regulatory agencies and drug companies imposing its rules on the rest of the world” Prescrire International 2010; 19 (108)
: 183-186.
6
- ISDB “Declaration on the therapeutic advance in the use of medicines” Paris. November 2001: 12 pages. Accessible at: http://www.isdbweb.org/publications/view/isdbdeclaration-on-therapeutic-advance-in-the-use-of-medicines
7
Garattini S and Chalmers I “Patients and the public deserve big changes in evaluation of drugs” BMJ 2009; 338 : b1025.
8
- Naci H et coll. “Raising the bar for market authorisation of new drugs” BMJ 2012 ; 344:e4261 : 5 pages.
9
- Light D et Lexchin J “Pharmaceutical research and development: what do we get for all that money?” BMJ 2012 ; 344:e:4348 : 5 pages.
10
- Prescrire Editorial Staff "New drugs and new indications in 2011. France is better focused on patients' interests after the Mediator° scandal, but stagnation elsewhere"
Prescrire Int 2012; 21 (126): 106-110.
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Response by author

GENERAL COMMENTS
guidelines in Europe (i.e. draft guideline
“Criteria for the choice of the most
appropriate comparator(s)”).
We
would
recommend
the
European Medicines Agency (EMA)
and National Drug Regulatory Agencies
to use their methodological guidelines
when reviewing marketing authorisation
applications. Moreover, we would
strongly recommend the International
Conference on Harmonisation (ICH) to
note these EUnetHTA papers and their
recommendations
to
produce
guidelines which would be more
patient-oriented 5 .
New pharmaceuticals: therapeutic
advance assessments are needed.
We prefer to use the concept of
therapeutic advance instead of that of
relative effectiveness. According to the
ISDB declaration,“a medicinal product
can be said to have added therapeutic
value if sound clinical data indicate that
it can offer patients better efficacy,
and/or better safety, and/or simpler
administration,
than
existing
alternatives” 6 .
The current legal framework does
not require medicinal products to offer
added therapeutic value to enter the
European market 7 8 . All that is needed
is a satisfactory balance between
efficacy and safety. As a result, many

Assessment of added therapeutic value is out of scope in
the current JA1.
It might be covered (if decided so by EUnetHTA partners)
in the JA2.

13
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Response by author

GENERAL COMMENTS
new drugs are simply more or less
equivalent to their predecessors, if not
a step back (alias “therapeutic
regression”) such as rofecoxib (Vioxx°),
rosiglitazone (Avandia°), etc. 9 10 .
Yet it is essential for patients, health
professionals and health economists to
know whether or not a new drug offers
added therapeutic value, so that they
can make rational choices among the
available treatments. Therefore, ISDB
and the Medicines in Europe Forum
encourage EUnetHTA members to
publish their assessment reports on
new medicinal products to provide
the public with an analysis of the
added therapeutic value based on
available data (published as well as
unpublished data).
In addition, publishing the final
methodological guidelines used and
all drafts during the step-by-step
procedure within the elaboration
process of new guidelines would be
of great value to academia, healthcare
professionals, patients and the public at
large (NICE in the UK and IQWiG in
Germany already make all drafts
preceding a final guideline publicly
available).
11

ISDB MiEF

General

When

judging

whether

a

new

The publication of ALL drafts is not foreseen.

Assessment of added therapeutic value is out of scope in
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GENERAL COMMENTS
intervention is a therapeutic advance, it
is crucial to consider efficacy, safety,
and convenience. The continuous
evaluation of older substances is
essential so that medicines which are
no longer valuable due to better
therapeutic
alternatives
can
be
eliminated, and new or better ways of
using already approved drugs can be
identified 11 . A therapeutic advance
should not be seen in isolation: cost
and quality must also be considered.
Efficacy - The efficacy of a new drug
intervention should be assessed first of
all in terms of overall mortality where
relevant, morbidity, and last but not
least quality of life as assessed from
the patients’ perspective. Therapies for
chronic conditions require long-term
studies. Comparative trials assessing
the superiority of an intervention are
required when there is an adequately
tested treatment. These requirements
are consistent with the latest version of
the Declaration of Helsinki (October
2008), which requires that "The
benefits,
risks,
burdens
and
effectiveness of a new method should
be tested against those of the best
current prophylactic, diagnostic, and

Response by author
the current JA1.
It might be covered (if decided so by EUnetHTA partners)
in the JA2.

11

- Prescrire Editorial Staff “Simplified examination of variations to the terms of purely national marketing authorisations? Yes, but first re-evaluate "old national marketing
authorisations"!” October 2011: 4 pages. Freely accessible on http://english.prescrire.org.

15

Compilation of comments on 4th draft of guideline on Endpoints used in REA of pharmaceuticals - Surrogate Endpoints

N°

Organisation

Chapter

Page & Line number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
therapeutic methods" (Section C clause
32) 12 .
Safety - Improved safety compared
with existing options can qualify a new
intervention as a therapeutic advance
provided that short-, medium- and longterm pharmacovigilance data are
considered. All information on drug
safety (including pharmacovigilance
data) should be made public from the
date of marketing. For a new drug
intervention to be accepted as a
therapeutic advance on grounds of
safety, several years of active
pharmacovigilance are necessary.
The following are required:
- well designed pharmacovigilance
studies, such as case-control studies
and large cohort studies, to provide a
clear picture of safety profiles, including
interactions and safety in at-risk groups
(such as elderly people, children,
pregnant women and patients in renal
failure);
long-term,
large,
randomised
controlled trials with overall mortality as
the main endpoint for assessing safety
12

- "WORLD MEDICAL ASSOCIATION DECLARATION OF HELSINKI - Ethical Principles for Medical Research Involving Human Subjects"
http://www.wma.net/en/30publications/10policies/b3/17c.pdf : 5 pages.
13
- Prescrire Editorial Staff “Prescrire’s response to the public consultation on EMA/CHMP/QWP/180157/2011 "Draft - Guideline on Pharmaceutical Development of Medicines for
Paediatric Use": a pragmatic overview and 20 constructive proposals” Paris, 29 December 2011 : 20 pages. Freely available on english.prescrire.org.
14
- A review on methods for assessing the safety and quality of packagings is available in the EU Council report (ref. Council of Europe - Expert Group on Safe Medication
Practices "Creation of a better medication safety culture in Europe: Building up safe medication practices" 2006: 275 pages).
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Response by author

GENERAL COMMENTS
of prophylactic interventions such as
antihypertensives and lipid-lowering
drugs.
Convenience - Before marketing,
studies should be undertaken to show
adequate ease of use, the quality of the
packaging (evidence indicates that well
designed packaging improves patient
safety, while poorly designed packaging
generates
medication
errors 13 ),
together with studies showing that
patients understand and can use the
accompanying information. If no such
studies
are
performed
before
marketing, HTA bodies could require
the marketing authorisation holders to
perform
them
to
make
their
assessments
possible 14 .
Such
assessments are needed in many
countries
for
the
purpose
of
reimbursement, and this should be an
incentive.
12

ISDB MiEF

General



1) To evaluate the benefits of a
preventive or curative intervention,
the choice of endpoints should
ideally reflect the health outcomes
that matter most to patients.
Surrogate endpoints do not directly
affect patients’ health but can help
in clinical situations where solid
evidence demonstrates a strict
correlation between changes in the

1) Comment acknowledged. The proposed wording will be
introduced, at least partly, in the guideline on surrogate
endpoints.
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GENERAL COMMENTS
surrogate endpoint and clinical
outcome.
Notwithstanding,
treatments that seem effective on a
surrogate
endpoint
may
be
ineffective or even harmful when
assessed on outcomes that matter
to patients.
All in all, therapeutic decisions also
have to take into account the risk of
adverse
effects
and
other
therapeutic options, based on the
comparison of the harm-benefit
balances.
For more details on clinical
endpoints found to be relevant to
patients by independent drug
bulletins, please read: Prescrire
editorial
staff
“Evaluation
of
treatment
benefits:
clinical
endpoints relevant to patients”
Prescrire
International
2008;17(98):260.
2) The evaluation of a treatment’s
harm plays an essential role in
choosing the most appropriate
treatment strategy.
When drugs are first marketed,
information about their adverse
effects is limited. Knowledge about
the safety profile of a treatment,
based on data from clinical trials,
studies and pharmacovigilance
contributes to the evaluation of the
risks to which patients are exposed.

Response by author

2) This is a general comment, not strictly related to
surrogate endpoints.
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Response by author

GENERAL COMMENTS
For more details about the
evaluation of treatment risks,
please read: Prescrire Editorial
Staff “Evaluation of treatment risks:
taking clinical data, pharmacology
and patient characteristics into
account” Rev Prescrire 2009; 29
(312): 778-780.
This body of evidence grows slowly
as more clinical experience about
the drug accumulates. Informing
patients about the potential harms
of a treatment, as well as its
expected benefits, enables them to
assess the harm-benefit balance of
their own treatment. It facilitates
shared and informed decisionmaking about the most appropriate
therapy.
13

Novartis

Novartis very much appreciates the
opportunity to comment on the
methodological guidelines developed
by EUnetHTA. These guidelines, if
jointly agreed by all stakeholders, could
help streamline HTA across Europe.
We understand that there are
preliminary plans for a roundtable
discussion to take place later this year
to work through the guidelines in detail
and to facilitate the alignment
procedure. We support this idea, and
would be happy to have our internal
experts join the discussions.

Comment acknowledged;
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GENERAL COMMENTS
14

Novartis

Overall

Charting a path toward harmonization is
also needed regarding surrogates as it
is However there is a concern that this
recommendation is too flexible and
opens the door to all options which
would not be adding value in a panEuropean process
What we define as the most critical
aspect of defining composite endpoints
is that EunetHTA and HTA bodies will
accept the composite endpoints that
have been approved by EMA.
It is stated in the recommendation that:
“in the REA setting, the acceptability of
surrogates for these drugs still vary in
different EU countries, and are done on
the case by case basis; negative
opinions are possible even if there are
ongoing post-marketing studies to
confirm the effect (shown on surrogate)
on final clinically relevant endpoint.”
Comment acknowledged.
If surrogate end points are used to
create accelerated, conditional
approval, the terms of how to generate
the evidence must be clear and agreed
upon by all parties.
We would like to include patient value,
health related quality of life and patient

HRQoL is a multi-dimensional multi-item concept
assessing different aspects of patients’ QoL influenced by
a disease and its treatment. As such, it is not considered
as an adequate surrogate endpoint. This statement can be
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GENERAL COMMENTS
reported outcomes as acceptable
surrogate endpoints as well.

Response by author
included, as well as the reference to the HRQoL guideline,
even if detailed discussion of HRQoL in this guideline is
out of scope.
We are not aware of any PRO accepted as a surrogate
endpoint.

15

OSTEBA

General

It would be a good idea to look for a
synonym for the word ‘endpoint’. Along
the text there are many sentences in
which this word is repeated several
times, making them difficult to read and
understand (e.g. page 7, line 17-19).

“Endpoint” term was chosen by EunetHTA, and will be
kept throughout the document.

16

Pfizer

General

The paper sets out many of the key
issues relating to surrogate endpoints,
and highlights the fact that such
endpoints are very important to rapid
approval of new medicines by the EMA.
Circumstances (if any) under which
views on validity of surrogate endpoints
might reasonably differ between the
EMA and bodies conducting REAs
should be more clearly specified.

Comment acknowledged. It is out of scope to provide
detailed review of possible differences in acceptance of
surrogate endpoints in different disease areas; we shall
elaborate on evidence requirements for REA in diseasespecific guidelines (EUnetHTA JA2) and this aspect will be
further developed.

17

RC CEE&Ph

General

More structured text which uses bullets
and lists is easier to read.

Accepted

18

SBU

General

Our comment concerns the lack of cost
effectiveness as primary outcome.
From our point of view Relative
effectiveness assessment must
consider cost effectiveness when
comparing different alternatives. This
hasn’t been addressed in any of the

Cost-effectiveness is out of scope in JA1.
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Response by author

GENERAL COMMENTS
documents. We would like cost
effectiveness ratios to be included
among the primary endpoints.
19

Peninsula
Medical
School,
University of
Exeter

General

Congratulations on producing this draft
guideline.
We reviewed the document from the
perspective of University academics
with an active research interest in
surrogate outcomes in HTA.
The literature review undertaken as
background to this guideline appears
comprehensive and has identified the
key background studies in this area.

Thank you

20

Peninsula
Medical
School,
University of
Exeter

General

While generally a well presented and
easy to follow document there were
presentational aspects of the
documents that we could probably be
improved in places e.g. it would
probably make sense for the definitions
to be reordered so that surrogate
outcome follows biomarker and
intermediate.
Instead, we focused our review effort
on the recommendations section and
have attached a proposed set of
tracked edits.
We hope you find these
comments/proposed edits helpful.

Comment acknowledged.
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P2 L 23

SPECIFIC COMMENTS
NOCK / NOKC

Accepted. Change done.

P5/L7

Itself  themselves

Accepted. Change done.

23

RC
CEE&Ph
EFSPI/PSI
HTA
Special
Interest
Group
EMA

Page 5

References should be numbered

Accepted. Change done.

24

EMA

Page 5

Suggest to spell out REA earlier in the
text

Accepted, done.

25

EMA

Page 5

The methodology is briefly described in
the summary but it is not included in the
rest of the document

The methodology is described in the annex part as
agreed by WP5

26

EFPIA

p. 5, L. 1

“clinically meaningful endpoints” could be
changed to “clinical endpoints” to be
consistent with the definition provided on
page 7.

Accepted, change done.

27

OSTEBA

Page 5, line 7

We suggest the removal of the word in:
…” surrogate endpoints do not in itself
directly measure a clinical benefit.”

Accepted, changed.

28

EFPIA

p. 5, L. 13

What does “extensive documentation”
mean, what does it imply?

Please read the reference IOM for clarification of
extensive in this respect.

29

OSTEBA

Page 5, line 19-21

Suggested rewording: However, there is
still a need to determine which surrogate
endpoints can reliably predict final clinical
endpoints and be acceptable for relative
effectiveness assessment (REA)

Accepted, changed.

21
22

Chapter
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SPECIFIC COMMENTS
purposes.
30

OSTEBA

Page 5, line 22

The sentence would be clearer without
the ‘for’ at the end of the line. Suggested
rewording: … in both drug development
and relative effectiveness assessment.

Accepted, changed.

31

EFPIA

p.5, L. 19-24

Certain surrogate endpoints have already
been validated by the regulatory
authorities (see e.g. in p. 11, l. 9-13) and
therefore should not need a second
validation
(analytical
validation/qualification/utilization)
or
further evidence.

Indeed, a “second” validation of a surrogate endpoint is
not necessary. Data on all steps of validation should be
provided. Afterwards, it is a matter of judgement if the
available evidence is considered adequate or not and if
surrogacy can be accepted for REA purposes.
Treatments that are effective on a surrogate may be
ineffective or even harmful when assessed on clinically
relevant outcomes.

32

p.5, L20

That reliably can  can reliably

Accepted, change done.

p.5, L21

Delete ‘more fundamental’ – it is not
clear what it is more fundamental than

Accepted, deleted.

34

EFSPI/PSI
HTA
Special
Interest
Group
EFSPI/PSI
HTA
Special
Interest
Group
EFPIA

p. 5, L. 21

“more” fundamental scientific….; what
does “more” imply?

See answer to comment 33.

35

EFPIA

p.5, L.26

Was this a systematic literature search?

Yes

36

EFPIA

p. 5, L.31-33

Could the generally negative statement
be differentiated between biomarkers
used as surrogate endpoints on one

This guideline deals with both biomarkers and
intermediate endpoints used as surrogate endpoints.

33
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SPECIFIC COMMENTS
hand, and intermediate endpoints on the
other hand?
37

EFPIA

p. 5, L. 35

The use of biomarker/surrogate
endpoints should be pragmatic, weighing
the needs of patients, health systems,
the level of unmet need and the potential
for new innovation being potentially
brought to clinical practice.

Comment acknowledged.

38

RC
CEE&Ph

p. 5 L 36

[Definitions for initial (first) assessment
and re-assessment are needed.]

Not accepted. This is not considered necessary.

39

EFPIA

p.5, L.36-38

What does that mean in a situation
where an endpoint is accepted as a
surrogate by the regulatory agencies but
is then questioned later on by the HTA
agencies?
In case there is an established/validated
surrogate parameter, why might it only
be accepted in the situation of an initial
assessment; especially if it has been
accepted during the regulatory
submission?

See answer to comment 31.
Final (clinically relevant) endpoints are preferred in all
cases; validated surrogates may be accepted at initial
assessment in slowly progressive disease etc.

40

Novartis

Page 5, line 38-39

Large safety databases may be a
problem especially in niches and orphan
diseases.

Comment acknowledged. However, safety database
should be as large as possible.

41

EFPIA

p. 5, L.38-39 (as well
as p.13, L. 6)

The follow-up of safety is part of the
regulatory follow-up, in particular riskmanagement plans, and is not
necessarily different for pharmaceutical
interventions that demonstrated

Partly accepted. See answer to comment 40. Link to
EUnetHTA Safety guideline will be provided.
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SPECIFIC COMMENTS
effectiveness based on clinical
endpoints. We would therefore suggest
adding a reference to Pharmacovigilance
systems for monitoring and control of
pharmaceuticals at the end of this
paragraph.
It should also be acknowledged that in
some disease areas, in particular niches
and orphan diseases, large safety
databases might not be feasible.
42

EFPIA

p. 5, L.41-43 & p. 6
Recommendation 5

Even in the case of re-assessment, data
on final endpoints might not be available.
Furthermore, limiting the provision of
data only on morbidity and mortality
endpoints seems narrow and does not
take into account e.g. quality of life.

We are aware of this fact, however this is already
described in the guideline and do not need to be
highlighted in the summary.

We recommend including some elements
of the main text into the summary: after
l.43 add l.52-56 on page 12 and l.1-2 on
page 13. Surrogate markers may be all
that is realistic even at the reassessment for the reasons provided.
43

EFPIA

p. 5, L. 47 (and p.12, L.
44-45)

The Summary should also reflect
possible exceptions that are highlighted
throughout the draft guideline (see last
part of recommendation 6 [page 6],
common practice in REA [page 8; lines
19-21], and other exceptions in page 10
[lines 21-23]).

See answer to comment 42, exceptions does not need to
be highlighted in the summary.

The availability of evidence based on
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SPECIFIC COMMENTS
final endpoints coming from postmarketing
clinical
trials
will
be
determined by the timelines for
reassessments, which are not qualified in
the text.
44

EFPIA

p. 5, L. 45

One additional consideration is the
acceptability of comparative clinical
evidence from multinational clinical trials,
which will impact the timely availability of
evidence.

This has been already covered in the text.

45

EFPIA

p.5, L. 47

Different legal frameworks in different
countries make the possibility to
undertake post-marketing/observational
trials different. This should be taken into
account in the European discussion on
evidence requirements for REA.

This is one of the reasons for this EUnetHTA guideline.

46

EFSPI/PSI
HTA
Special
Interest
Group

P6/L22

The guidance appears to make a
distinction between the first assessment
of a product and subsequent reassessment. It is too rigid, in my view, to
say that surrogates can only be used in a
first assessment. Often, an initial
assessment will need to be looked at
again because of significant new data,
but before adequate evidence from longterm studies is available.

Yes, this is true. The point of time at which the REA is
done is important; decisions may vary depending on
the maturity of data on final endpoints, for example, if
assessment is done when there is no or insufficient
information on clinically relevant endpoint as compared
to situations where there is data on both surrogate and
final endpoint. That is why final endpoints are
preferred in all cases; whereas validated surrogates
may be accepted at initial assessment in some
situations (slowly progressive disease etc.)

47

Peninsula
Medical
School,
University of

p. 6, Recommendation
1

Suggest rewriting text as follows:

Accepted and rewritten as suggested

The REA of pharmaceuticals should be
based whenever possible on final
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SPECIFIC COMMENTS
patient-relevant clinical endpoints (e.g.
overall mortality).

Exeter

48

Comment / Suggestion of rewording

Peninsula
Medical
School,
University of
Exeter

p. 6, Recommendation
2

49

EFPIA

p. 6, recommendation 2

The term "meaningful" should be defined

50

Pfizer

P6 line 2
Recommendation 3

[Add] “Judgments of the validity of
surrogate endpoints should be informed
by the assessments made by the
EMA/information in the EPAR.”

51

Peninsula
Medical
School,
University of
Exeter

p. 6, Recommendation
3

Suggest rewriting text as follows:

Suggest rewriting text as follows:
Both biomarkers (e.g. LDL-cholesterol)
and intermediate endpoints (e.g. exercise
endurance time) will be considered as
surrogate endpoints in REA if they are
used to substitute and predict for a
pharmaceutical treatment effect in the
absence of evidence on the final patientrelevant endpoint.

Accepted. The recommendation will read: “In the
absence of evidence on final patient-relevant clinical
endpoint that directly measures clinical benefit, both
biomarkers and intermediate endpoints will be
considered as surrogate endpoints in REA if they can
reliably substitute for a clinical endpoint and predict its
clinical benefit.

Recommendation 2 is rewritten an is no longer containing
“meaningful”
Not accepted. See answer to comment 31.

Accepted and rewritten as suggested.

If surrogate endpoints are to be accepted
for use in REA, they should normally be
validated: i.e. the surrogate-final endpoint
relationship
must
have
been
demonstrated based on biological
plausibility and empirical evidence. The
level of evidence, the uncertainties
associated and the limits of their use
should be explicitly explained.
There are exceptions where the absence
of final patient-relevant endpoints
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SPECIFIC COMMENTS
(without surrogate validation) might be
acceptable, such as when a clinical
endpoint is difficult or impossible to study
(very rare or delayed) or target
population is too small to obtain
meaningful results on relevant clinical
endpoints even after very long follow-up.
However, these exceptions need to be
carefully argued and agreed in advance
of an REA.
52

EFPIA

p. 6, recommendation 3

As already outlined above, the
acceptability of surrogate endpoints for
REA should take into account the
discussion previously held with
regulatory authorities.

See answer to comment 3, points 2 and 3, and to
comment 31.

53

Peninsula
Medical
School,
University of
Exeter

p. 6, Recommendation
4

Suggest rewriting text as follows:

The suggested information is already described in the
text and is not added in the recommendations, since
this guideline is not giving guidance on how to do the
validation.

Empirical evidence of surrogate
validation includes demonstration of an
observational study (‘correlational’) level
association and intervention study
(‘regression-based’) level association.
Normally observational (correlation)
evidence is considered insufficient to
validate a surrogate. Instead, evidence
should be presented to show the
association in an intervention study i.e.
association between the interventioncomparator differences in surrogate
outcome versus intervention-comparator
differences in patient-related outcome.
Whilst there is no agreed methodological
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SPECIFIC COMMENTS
approach to assessing the interventional
study level surrogate-final outcome
association, both individual patient data
within a single trial and aggregate level
data from multiple trials in meta-analysis
can be used.
54

EFPIA

p. 6, recommendation 4

To generally require class-specific
validation seems overly demanding. It
would require several (or very large)
studies for validation which would make
the use of surrogates in reality very
difficult. This would better be addressed
in disease-specific guidelines to be
issued in the future.

Comment acknowledged. Disease-specific guidelines will
be elaborated in JA2 WP7.

55

Novartis

Page 6,
recommendation 4

Validation needs more or less a full M&M
study with hard endpoints. They state
that surrogates are population- und
pharmaceutical class specific – so you
need several (or very large) studies for
validation which lead in the end to the
fact that use of surrogates in reality
remains difficult/impossible. Most
challenging is that some surrogates
(blood pressure, HbA1c) are accepted by
regulatory authorities but not used by
(some?) HTA bodies (e.g. IQWiG)

Comment agreed upon.

56

Pfizer

P6 line 2
Recommendation 5

After “previously clearly established” add
“in particular to the satisfaction of
medicines regulators e.g. via EMA
approval on the basis of that surrogate
endpoint”

Not accepted. See answer to comment 3, points 2 and
3, and to comment 31.
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57

EFPIA

p. 6, recommendation 5

58

Peninsula
Medical
School,
University of
Exeter

p. 6, Recommendation
5

Peninsula
Medical
School,
University of
Exeter

p. 6, Recommendation
6

59

Comment / Suggestion of rewording
SPECIFIC COMMENTS
The follow-up of safety is part of the
regulatory follow-up, in particular riskmanagement plans. We would therefore
suggest adding a reference to
Pharmacovigilance systems for
monitoring and control of
pharmaceuticals at the end of this
paragraph.
Suggest rewriting Recommendation 4 as
recommendation 5, as follows:

Response by author
The text already includes follow-up of safety and
pharmacovigilance.

Accepted and rewritten as suggested

Validation of a surrogate versus patientrelevant endpoint is normally undertaken
in a specific population and for a specific
drug intervention i.e. validation is
disease-specific, population-specific and
pharmaceutical class (technology)
specific. Demonstration of surrogate
validation both within and across drug
classes should be thoroughly justified.
Suggest adding a new Recommendation
6, as follows:

The proposed recommendation is agreed upon in
principle; however, cost-effectiveness is out of scope in
JA1.

Where a REA includes assessment of
cost-effectiveness, modelling should
provide explicit the quantification of the
assumed relationship between the
surrogate and the final outcome and take
account of the uncertainty in the
surrogate-final patient outcome
relationship.
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The availability of evidence based on
final endpoints coming from postmarketing clinical trials will be
determined by the timelines for
reassessments, which are not qualified in
the text. The timing, purpose, and
originator of the reassessment should be
clarified.

Response by author

60

EFPIA

p. 6, recommendation 6

61

Novartis

Page 6,
recommendation 6

When are re-assessment s foreseen?
M&M studies take often 4-7 years to
conduct. What is the mentioned
“reasonable timeframe”?

Will be different in different countries, usually 3 to 5
years.

62

EMA

Page 6,
recommendation 6, line
9

It is suggested to continue the sentence
with the following wording: “such as for
rare diseases/orphan designated
medicines”

Accepted, rare diseases have been added.

63

EFPIA

p. 6, recommendation 7

This should be aligned with regulatory
requirements and discussed with the
sponsor, to determine responsibilities of
generation of evidence and its feasibility
and relevance. The timing, purpose, and
originator of the reassessment should be
clarified.

See answer to comment 60. Additional evidence
generation and coordination between regulatory and
HTA authorities is in the programme of EunetHTA JA2
WP7.

64

OSTEBA

Page 6,
recommendation 7

Redundancy with ‘re-assessment’.
Suggested rewording: Re-assessment
requirements regarding relevant clinical
endpoints should be clearly defined…

Accepted an rewritten as suggested

65

Peninsula
Medical

Page 6,
recommendation 7

Suggest re-writing Recommendation 7
as follows:

Not rewritten as suggested since already contained in the
previous recommendations

The originator is the HTA body, since these are
guidelines for REA. The timing will be different in
different countries and can therefore not be given on a
general basis. The purpose is clear: To re-assess if the
effectiveness observed on surrogate endpoints can
support reimbursement.
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School,
University of
Exeter

66

Surrogate endpoints outcomes are
normally used to substitute and predict
efficacy/effectiveness final outcomes.
Evidence on safety outcomes should
therefore also be reported.

Peninsula
Medical
School,
University of
Exeter

Page 6,
recommendation 8

Peninsula
Medical
School,
University of
Exeter

Page 6,
recommendation 9

68

EMA

Page 7

Suggested to move the definition for
clinical endpoint before the subtitle
“Surrogate endpoint”

Not accepted, considered not necessary.

69

EMA

Page 7

It could be interesting to have some
expansion in the description of the
caracteristics of surrogate endpoint such

Not accepted, considered out of scope.

67

Suggest ADDING recommendation 8 as
follows:
For a drug recommended on an REA
based on evidence of a treatment effect
on a surrogate relationship, future data
should be required so that subsequent
REA reassessments can be based on
observed evidence of an intervention
benefit on final patient-relevant
outcomes.
Suggest ADDING recommendation 9 as
follows:

Accepted. The recommendation 7 will read: “Reassessment requirements for further data regarding
relevant clinical endpoints should be clearly defined when
a REA has been previously made based on surrogate
endpoints for the first assessment”.

Accepted, recommendation 8 added.

Further methodological research on the
use of surrogate outcomes is needed to
inform future REA approaches for the
handling of surrogates.
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as predictivity, justification and validation.
70

EFPIA

P. 7, L.6

Suggest adding “Clinical endpoints” to
the title as this term is defined in this
section as well.

Not accepted; text will be linked with the EUnetHTA
overarching guideline on clinical endpoints.

71

EFPIA

p.7, L7 & p.15, L.16

The citation from the ICH guideline E9 is
correct, however this guideline is not
mentioned in the Bibliography. The
guideline in the Bibliography is E8.

Thank you, we have updated the bibliography.

72

P 7, L 12

another endpoint / clinical endpoint

Changed as suggested

73

RC
CEE&Ph
EMA

Page 7 lines 33-37

What is said on lines 33 – 37 (Fleming)
with respect to requirements appears
clearly stronger than what is said later in
the document. Suggest to align.

Thank you. We have aligned these paragraphs.

74

EFPIA

p. 7, L. 34

What about biomarker where the causal
correlation to the disease is not prevalent
such as gene expression profiles?

Please read the def. of a biomarker. A gene expression
profile would not fit the definition.

75

OSTEBA

Page 7, line 44-45

Suggested rewording: An intermediate
endpoint is a clinical end-point such as a
symptom or measure of function
(disease-free survival, symptoms of
hypoglycaemia, angina frequency,
exercise tolerance) but …

Accepted.

76

OSTEBA

Page 7, line 44

end-point  endpoint (for consistency
with the rest of the text).

Rewritten as suggested

77

EFPIA

p. 7, L.52-53

As stated in lines 49-50, an intermediate
endpoint can be clinically meaningful in

Not changed, since intermediate endpoints can be
clinically meaningful endpoints in their own right. They
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itself. Clinical meaningfulness should be
considered as a separate concept since
surrogate endpoints can be clinically
meaningful.

only fall under this guidance in so far as when they are
being used as a surrogate, for some other clinically
meaningful endpoint.

What would be the classification of a
PRO or HRQoL measure? According to
the definition given in lines 9/10 one
would take these as final endpoint.

See answer to comment 14.

78

EFSPI/PSI
HTA
Special
Interest
Group

P7/L52-53.

Intermediate endpoints can be and often
are a clinically meaningful endpoint in
their own right. They only fall under this
guidance in so far as they are being used
as a surrogate, for some other clinically
meaningful endpoint.

Yes, correct.

79

EFPIA

p. 8, L. 9-12

What about using surrogate endpoints to
select the dose?

80

Novartis

Page 8, line 9-12

What about using surrogate endpoints to
select the dose?

Agreed, but we are not selecting doses in REA. In a
REA we are assessing whether a new pharmaceutical
in a given dose and for a given indication shall be
reimbursed or not
See answer to comment 79.

81

EFPIA

p.8, L.9 & L. 38 and
p.15

82

EFSPI/PSI
HTA
Special
Interest
Group

P8/L16

The reference is given as “EMA 2007”.
Does this refer to l24/25 on page 15
(bibliography)?
This paragraph is misleading. Drug
approval for hypertension, diabetes and
dyslipidemia is routinely based on
surrogates. Full approval is given, not
accelerated, but these treatments are not
principally assessed for their short term
effects on symptoms.

Yes

Accepted. The paragraph will be reworded.
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83

EMA

Page 8, line 16

Does ”no therapeutic alternative” refer to
life threatening diseases only or to these
and rare diseases? In case of the latter it
should be noted that rarity per se,
independent of the existence of
therapeutic alternatives, has been an
argument for use of surrogate endpoints.

Life threatening diseases only

84

EMA

Page 8 lines 16-17

This is not clear if the intermediate
endpoint in this situation can be seen as
a surrogate.

Correct.

85

EFPIA

p.8, L.20-21

Surrogate endpoints are not necessarily
always easy to measure, but they are
used because of the difficulty to measure
final endpoints and because they are
good proxys for them. For example,
progression-free survival in oncology is
not easy to measure; other than overall
survival, i.e. the death of a patient.

Comment acknowledged.

86

Pfizer

P8 line 29

Insert after (Fleming et al 2005). “Also,
the refusal to accept data on surrogate
endpoints has also created controversy,
particularly in some new oncology drugs
approved on the basis of surrogate
endpoints. Ethical concerns about
designing randomized trials that focus
purely on the final clinical outcome
measure are significant in terminal
conditions; cross-over studies will be
preferred by patients, clinicians and
ethical review groups for many new

Not accepted. It is true that PFS is an intermediate
endpoint that can be relevant on its own, but data only
on PFS without data on OS or at least on HRQoL or
other patient-relevant endpoints is considered
insufficient. In addition, the point of time at which the
REA is done is important; decisions may vary
depending on the maturity of data on final endpoints,
for example, if assessment is done when there is no or
insufficient information on clinically relevant endpoint
as compared to situations where there is data on both
surrogate and final endpoint.
See answer to comment 46.
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cancer drugs. It should be expected that
surrogate endpoints such as progression
free survival are the most robust data
that will be available at launch of some
new therapies.”
87

OSTEBA

Page 8, line 29

It may be illustrative to add some
examples mentioned in the article of
Fleming et al. 2005

Not accepted. The reader is invited to read the reference
for further details.

88

OSTEBA

Page 8, line 17

Redundancy with ‘treatment’. Suggested
rewording: ‘… to assess short-time use
of a symptomatic treatment’.

Accepted. Rewritten as suggested

89

EFPIA

p.8, L.26-29

This statement seems to be too general
to apply to all situations. If surrogate
endpoints have been validated/accepted
in the framework of regulatory approval,
it is because they have been found to be
good predictors of the final endpoint, and
this should not be different in the context
of REA. Refusing to accept data on
surrogate endpoints can also be
controversial. For example cross-over
studies will be preferred by patients,
clinicians and ethical review groups for
many new cancer drugs. Progression
free survival is the most robust data that
will be available at launch for some new
therapies.

See answers to comments 31, 46 and 86.

90

OSTEBA

Page 8, line 35

Misprint fulfil fulfill

Rewritten as suggested

91

EFPIA

p.8, L.40

In case there is an established/validated

See answers to comments 31 and 39.
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surrogate parameter, why might it only
be accepted in the situation of an initial
assessment; especially if it has been
accepted during the regulatory
submission?
92

EMA

Page 9

Some descriptions of the characteristics
of a surrogate endpoint and its validation
are missing such as: safe = non-invasive,
efficient (early expression), measurable,
predictive
Some other qualities of surrogate
endpoints in drug development can be
included:
1) In basic science - improve
understanding of the mechanism of
action
2) In Phase II - selection of
pharmaceutical for drug development
3) In Phase III - replacement for large
studies
Section 1.4 should be methodology and
1.5 relevant documents.

Not included in the document since we have referenced
EMA 2007 guideline.

93

EFPIA

p. 9, L. 6

What about the EMA guidance on novel
technologies for drug development?

See answer to comment 92.

94

Pfizer

P9 line 6

What about the EMA guidance on novel
technologies for drug development?

See answer to comment 92.

95

EFPIA

p.9, L.21 & L.23

As the “surrogate” guideline should be
read in conjunction with the “clinical
endpoints” guideline, it would have been
better to provide both within the same

Yes, this is true.
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batch for consultation.
96

Novartis

Page 9, line 31

Is this in harmony with the ”Critical Path
Initiative on Surrogate endpoints a few
years back?

97

EFPIA

p. 9, L. 33-37

Is the request of “full capturing and totally
reflecting the treatment effect” a realistic
one? An alternative paradigm is that the
level of “sufficient” correlation can vary
across therapy areas, indications and
markers. This paradigm seems more
consistent with the approach taken on
page 10, lines 8-11. Suggest deleting
“fully” (l. 35).

98

Pfizer

P 9 line 35

Delete “fully”.

Agreed and deleted “fully”

99

OSTEBA

Page 10, line 8-10

The sentence sound redundant. We
suggest removal the second
“comparative treatment effect on”
Suggested rewording: “…:comparative
treatment effect of the proposed drug
versus best therapeutic alternative on a
surrogate that has satisfactorily predicted
a true clinical outcome. ….”

Accepted and rewritten as suggested

100

EFPIA

p. 10, L. 8-20

We need to consider whether there is a
hierarchy of evidence when validating
surrogate outcomes. Evidence from
clinical trials is more likely to have
internal validity but observational
evidence may have greater external
validity. The key is the ability to

The guideline suggests that evidence must come from
both RCTs and observational studies in the validation
process and does not actually suggest a hierarchy

Yes, as Critical Path Initiative was based on the
Biomarkers Definitions Working Group and IOM
(Institute of Medicine) report that were referenced in
this guideline.
Agreed and deleted “fully”
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generalise from the evidence source to
the wider population.
101

RC
CEE&Ph

p. 10, L. 11

[It is not clear what is “correlation of
effects on surrogate and on clinical
endpoint of interest”. What is correlated?
Is it just correlation of surrogate and
clinical endpoints? If so then term
‘correlation’ could not be used as clinical
endpoint is usually binary variable. If it is
the effect of treatment on endpoints
(clinical or surrogate) then correlation is
inapplicable also, as treatment arm is
usually binary (or categorical) variable. It
is suggested to use common term
“association” instead of “correlation”.]

Agreed and changed

102

EMA

Page 10 line 23

Suggested to add at the end of the
sentence: “, rare disease”

Accepted.

103

EFPIA

p. 10, L.26-28 & p.14,
L.45

It is unclear which document is cited here
as there is not enough information
provided in the bibliography.
Are you referring the “General Methods”
or the “Rapid Report regarding surrogate
parameters in oncology” here?

The document is: Rapid Report; Aussagekraft von
Surrogatendpunkten in der Onkologie, IQWIG 2011

104

Novartis

Page 10, line 27

In indications where you have to treat
patients how can modification of a
surrogate without therapeutic intervention
be assessed (e.g. growth of tumor in
oncology)?

Please see: Rapid Report; Aussagekraft von
Surrogatendpunkten in der Onkologie, IQWIG 2011

105

EFPIA

p.10, L.27-28

This essentially means that once the

This is only true if the surrogate in question has been
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intervention has been shown to achieve
the surrogate endpoint that its evaluation
must continue towards the clinical
outcome. This can be unrealistic in
many clinical development programs due
to ethical reasons as patients must be
allowed to have access to a therapy once
it has shown a benefit in the surrogate
endpoint. This would cause patient
crossover which would contaminate the
final outcome results. Also a subsequent
trial could not be conducted as it would
be unethical to enrol patients into the
control arm knowing that the treatment
arm provides a benefit.
In indications where you have to treat
patients, how can modification of a
surrogate without therapeutic intervention
be assessed (e.g. growth of tumor in
oncology)?

106

107

OSTEBA

EFPIA

Page 10, line 31

p. 10, L. 37

The expression ‘degree of level of’
sounds redundant. Suggested rewording:
… taking into account the degree of
evidence:
Often level 1 evidence will not be
available (e.g. situations where the
results obtained in meta-analysis of RCT
are
not
meaningful),
and
often
observational studies will be used to
prove that a surrogate endpoint can
reliably predict a final clinical endpoint.

Response by author
validated against the clinical outcome.

Rewritten as suggested

This is not generally accepted, please see:
Rapid Report; Aussagekraft von Surrogatendpunkten in
der Onkologie, IQWIG 2011
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If validation depends on disease,
population (including all relevant age
groups, gender and all potential comorbidities) and pharmaceutical class
who can you perform a validation in
reality and not only in a theoretical
construct?
Moreover, using only pharmaceutical
class is not sufficient e.g. rosiglitazone
seem to be different from pioglitazone, so
the validation of a surrogate with one
product may not be transferable over a
class when you strictly hold to these
definitions.

Response by author

108

Novartis

Page 10, line 50

109

EFPIA

p. 10, L.50ff

If validation depends on disease,
population (including all relevant age
groups, gender and all potential comorbidities) and pharmaceutical class, it
seems difficult to perform validation in
reality.

See answer to comment 108

110

EFPIA

p. 11, L. 17-21

The follow-up of safety is part of the
regulatory follow-up, in particular riskmanagement plans. We would therefore
suggest adding a reference to
Pharmacovigilance systems for
monitoring and control of
pharmaceuticals at the end of this
paragraph.

See answers to comments 40 and 57.

Yes we agree. Validation of a surrogate versus patientrelevant endpoint is normally undertaken in a specific
population and for a specific drug intervention i.e.
validation is disease-specific, population-specific and
pharmaceutical class (technology) specific.
Demonstration of surrogate validation both within and
across drug classes should be thoroughly justified.

It should also be acknowledged that in
some disease areas, in particular niches
and orphan diseases, large safety
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databases might not be feasible.
111

EFSPI/PSI
HTA
Special
Interest
Group

P11, L23-34

It would be helpful to mention that when
a relationship between the surrogate and
final clinical endpoint has been
established, this can be used to predict
the expected benefit on the final clinical
endpoint for REA. And that it is
important when doing this to incorporate
all sources of uncertainty into this
prediction, including uncertainty around
the relationship.

Thank you, this has been mentioned in the text.

112

OSTEBA

Page 11, line 29

Suggested rewording: “…, conclusions
might still be made if the surrogate
threshold effect (STE) is considered.
(Burzykowski et al., 2005)”.

The sentence has been reworded as suggested.

113

Pfizer

P12 line 1-3

Delete bullet point, or re-write to reflect
the fact that REA should follow the
precedents set by regulatory agencies,
who may be happy to use surrogates
across classes provided safety is
established.

114

EFPIA

p.12, L.4

Acceptance or non-acceptance of a
surrogate endpoint for REA (across
countries) should be in-line with what is
accepted by regulatory agencies,
especially for initial assessments. See
e.g. the disease-specific guidelines
issued by regulatory agencies.

If validation steps of a given surrogate endpoint have
been adequately performed and data are provided in the
dossier, there is no need to re-validate a surrogate
(relationship between a surrogate and clinically relevant
endpoint) for REA needs; however, level of evidence
requirements may differ for regulatory and HTA
purposes.
See answers to comments 31, 46, 86 and 113.

115

EFSPI/PSI

P12/L10

Reasoning behindunderlying rationale

Changed as suggested
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116

HTA
Special
Interest
Group
Pfizer

P 12 line 14

117

EFPIA

p. 12, L. 14

118

EFPIA

119

Sentence to read: “if surrogate endpoints
do represent the best available data,
there are many precedents for their being
used in REA, albeit with additional
caution about how the results should be
interpreted”.
If surrogate endpoints do represent the
best available data, there are many
precedents for their being used in REA,
albeit with additional caution about how
the results should be interpreted.

Not accepted, no additional information is provided.

p. 12, L. 17-19

This is confusing. The biomarker may not
be a surrogate for the symptoms.

Accepted. Sentence deleted.

Novartis

Page 12, line 17-19

This is confusing. The biomarker may not
be a surrogate for the symptoms. In
general, the possible difference in what
patienst precieve or any clinical endpoint
and a surrogate endpoint may only tell
that the surrogate endpoint is not really a
surrogate for the ”real” endpoint.

Accepted. Sentence deleted.

120

EMA

Page 12 lines 18-20

It could be argued this is not a good
example of a surrogate – it is a
symptomatic benefit (a PRO, actually)
that is not seen as predicting any further
”more real” benefit.

Accepted. Sentence deleted.

121

Pfizer

P 12 lines 35-39

Delete. These comments refer to

Not deleted since reimbursement decisions are based on

See answer to comment 116
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reimbursement not relative effectiveness
assessment.

REA assessments

122

EFPIA

p. 12, L. 35-39

These comments refer to reimbursement
not relative effectiveness assessment.

See answer to comment 121.

123

EFSPI/PSI
HTA
Special
Interest
Group

P12/L41

In any REA, there will be uncertainties
about the benefits and harms of a
technology. If effectiveness is based on
a surrogate endpoint, then this implies a
somewhat larger uncertainty in the
benefits, than if the benefits are based on
direct measurements of the clinically
relevant endpoint.
The justification to require a large safety
database when the effectiveness is
based on a surrogate seems to be driven
by the experience with rosiglitazone.
This example is telling – but ‘hard cases
make bad law’.
In my opinion, this requirement is too
strong. Any REA must take account of
the uncertainties in effectiveness and
safety assessments. If this
recommendation is maintained, it will
prevent assessments being made for
REA even in cases where the risk benefit
balance is very clear – which may result
in patients being unable to access the
best treatment.

Correct. However, the text is not changed since this is
only the discussion part of the guideline and it is only
stated that safety data are important.

124

EMA

Page 12 line 42

More explanation is needed about the
large safety database - definition of large
(e.g. use of ICH definition)

See answer to comment 123.
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125

EFPIA

p. 12, L.46-50

The target audience for the draft
guideline seems not to be well defined. It
seems here that a recommendation is
issued to product sponsors. Furthermore,
the reference to reimbursement does not
seem to be appropriate in a draft
guideline concerned with the validity of
surrogate endpoints for REA. Is this a
recommendation towards reimbursement
institutions?

See answer to comments 2, point 2 and 121.

126

EFPIA

p. 12, L. 50

Any post-marketing requirements need to
take
into
account
regulatory
requirements. In the framework of reassessments,
modelling
can
be
considered as a useful tool to project the
measured results on the surrogate
endpoint in terms of a final endpoint.

There is in principle no difference between
methodological requirements for 1st assessment and
re-assessments. In both cases assessments should be
done based on patient-relevant outcomes (mortality,
morbidity, HRQoL) or validated surrogates for these
outcomes.
If data based on validated surrogates was provided for
initial assessment, we shall ask for data on final
endpoints at re-assessment.

127

EFPIA

p.12, L. 54

Very rare events would also require too
large a sample size is required to detect
differences on the final endpoint, and
make it impracticable.

Correct. This has been covered in the text.

128

EFPIA

P12, L41/42

The follow-up of safety is part of the
regulatory follow-up, in particular riskmanagement plans. We would therefore
suggest adding a reference to
Pharmacovigilance systems for
monitoring and control of
pharmaceuticals at the end of this

See answers to comments 40, 57 and 110.
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paragraph.
It should also be acknowledged that in
some disease areas, in particular niches
and orphan diseases, large safety
databases might not be feasible.
129

EFPIA

p. 12, L.44-50

Even in the case of re-assessment, data
on final endpoints might not be available.
Furthermore, limiting the provision of
data only on morbidity and mortality
endpoints seems narrow and does not
take into account e.g. quality of life.

See answer to comment 126.
In addition, HRQoL is not a final outcome and is never
sufficient alone.

130

EFPIA

p.12, L.49 & p.15

The reference is given as “EMA 2007”.
Does this refer to l30 on page 15
(bibliography)?

It is the reference 22.

131

EMA

Page 12 line 56

Suggested to insert “…endpoints even
after a long period of time, such as in
rare diseases (…”

The suggestion is not inserted, since the meaning of the
text is clear enough

132

Clinic
Mathilde
Rouen

Page 13

In oncology the use of surrogate
endpoints such as progression free
survival has not the same impact in
adjuvant or metastatic disease. PFS
could be use as a surrogate endpoint in
metastatic disease probably if coupled
with quality of life assessment but not
predominantly in the adjuvant setting
where this endpoint could be more
important as compared to overall
survival.

Agreed, your suggestion has been incorporated in the
text
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Would the validation of a surrogate
according to the standard set out above
not be equally impossible in these
situations?

Response by author

133

EMA

Page 13 lines 1-2

134

EMA

Page 13 line 5-6

The recent regulatory guidance sees
Progression-Free Survival rather as a
self-standing benefit in several cancers.
Progression Free Survival is in many
cases considered a valid endpoint for full
approval, only in cancer stages with
limited overall survival, overall survival is
requested, from current draft GL:
”Convincingly demonstrated favorable
effects on overall survival (OS) are from
both a clinical and methodological
perspective the most persuasive
outcome of a clinical trial. Prolonged
progression-free or disease-free
survivals (PFS/DFS), however, are in
most cases as such considered relevant
measures of patients benefit, but the
magnitude of the treatment effect should
be sufficiently large to outbalance toxicity
and tolerability problems.”

See answer to comment 132.

135

EFSPI/PSI
HTA
Special
Interest
Group

P13/L5

There are many cancer indications where
disease progression is clinically relevant
to a patient. Thus an agent which delays
PFS implies a prolonged period of
acceptable health. Thus it is misleading
to treat PFS only as a surrogate for
overall survival.

See answer to comment 132.

See answer to comment 132.
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It is unclear which “opinions” are referred
to. Is it rather about decisions about the
place of a new pharmaceutical in clinical
practice or about reimbursement?

Response by author

136

EFPIA

p. 13, L. 8

137

EMA

Page 13 lines 15-16

Extrapolation to a different population
may not necessarily fall under the topic
of surrogate endpoints

Agreed, the sentence has been revised in the text

138

OSTEBA

Page 13, line 13

Although HPV is a well-known acronym,
its meaning should be either given or
included in the acronym list.

Accepted, the acronym has been added

139

OSTEBA

Page 13, line 19 & 20

Although CIN3 and CIN1 are a wellknown acronym, its meaning should be
either given or included in the acronym
list.

Accepted, the acronyms have been added

140

EFPIA

p.13, L. 19-20

What does “loose” mean?

“Loose” has been deleted

141

EFPIA

p.13, L.22-28

The surrogate parameter (even if being
the primary objective) is only one
variable among others. When assessing
the results of e.g. a clinical trial, all
variables have to be taken into account
during assessment and interpretation.
The description of the example does not
seem to be appropriate for a guideline
and might better be suited in the
summary of relevant literature section
rather than in the conclusion section, if it
was to be included.

The point that all parameters have to be considered for
REA is relevant and it has been made in the guideline.
We only bring examples because many readers think
they are helpful.

142

EMA

Page 14

Numbering of reference is missing

Accepted, done

The sentence is removed
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143

EFPIA

p.16 ,L.2

Was this a systematic literature search?

Yes

144

OSTEBA

Misprint. an  and.

Corrected

145

OSTEBA

Page 19, 2nd row, last
column
Page 19, 4th row, 3rd
column

When read for the first time, the question
mark doesn’t make sense. Suggested
rewording: The study aimed to answer
the following questions: which criteria
need to be fulfilled for a surrogate
parameter to be considered a valid
endpoint?...

The phrase has been reworded as suggested

146

OSTEBA

Misprint. incorporationg  incorporation.

Corrected

147

OSTEBA

Unexpected capital letter: ‘hierarchy For’

Corrected

148

OSTEBA

Page 20, 3rd row, last
column
Page 21, last row, last
column
Page 22, 1st row, last
column

end point  endpoint (for consistency
with the rest of the text). Twice.

Corrected
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Comments have been provided by
1

Organisation
Clinic Mathilde
Rouen

Name
Nicolas Albin

Email
n.albin@wanadoo.fr

Address
Clinic Mathilde Rouen
Unité d’oncologie et d’hématologie
Clinique Mathilde
7 bd de l’Europe
76100 Rouen
Tel: +33 2 32 81 10 89

2

EFPIA

Edith Frénoy

e.frenoy@efpia.eu

EFPIA
Rue du Trône 108
1050 Bruxelles
Tel : +32.2.62.62.548

3

EMA

Andrea Buzzi

4

EuropaBio

Aleksandra
Krygiel-Nael

andrea.buzzi@ema.euro
pa.eu
a.krygiel@europabio.org

Not provided
EuropaBio
Avenue de l’Armée 6
1040 Brussels Belgium
Tel : +32. 2. 739.11.82

5

GlaxoSmithKline

Mike Chambers

mike.g.chambers@gsk.c
om

GlaxoSmithKline
980 Great Wet Road
Brentford, Middlesex TW8 9GS
United Kingdom
Tel: +44 (0)7920 567818

6

7

European
Federation of
Statistics in the
Pharmaceutical
Industry (EFSPI) /
Statisticians in the
Pharmaceutical
Industry (PSI)
HTA Special
Interest Group
[EFSPI/PSIHTASI
G]
LEEM

Chrissie Fletcher,
HTA SIG Chair

fletcher@amgen.com

Address not provided
Tel: +44 1223 436264

Catherine Lassale

classale@leem.org

LEEM
88 rue de la Faisanderie
75016 Paris
Tel : +33 (0)1 45 03 88 04

8

Novartis

Jennifer Cain

jennifer.cain@novartis.c
om

9

OSTEBA

Maider Mateos &
Itzar Etxeandia

evaluacionosteba@ejgv.
es
i-etxeandia@ejgv.es

Novartis
Novartis Campus Forum 1,
CH-4052
Basel, Switzerland
Tel: +41797857397
OSTEBA
Olaguibel 38,
01004 Vitoria Spain
Tel: +34 94516653
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10

RC CEE&Ph

Olga Rebrova

o.yu.rebrova@gmail.com

RC CEE&Ph
Usievicha 15-28,
Moscow 125315, Russia
Tel: +7 910 404 23 59

11

Swedish Council
on HTA (SBU)

17.
(direct&indirect):
Sten Anttilla
18.
(clinicalendpoints)
: Sigurd Vitols
19. (safety):
Mans Rosén
20. (hrqol):
Emelie Heintz
21.
(internalvalidity):
NO NAME

17: anttilla@sbu.se

18: vitols@sbu.se

19: rosen@sbu.se
20: heintz@sbu.se
21: NO NAME

The Swedish Council on Health
Technology Assessment, SBU
Box 3657,
SE-103 59
Stockholm, Sweden
17: Tel: +46 (0)8 412 32 75
18: Tel: +46 (0)8 412 32 91
19: Tel: +46 (0)8 412 32 24
20: Tel: +46 (0)8 412 32 04
21: Tel: +46 (0)8 412 32 00
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Response by author

GENERAL COMMENTS
EFPIA

General
comment
s on all
document
s

We refer to the EFPIA general comments to the first
batch of draft guidelines on relative effectiveness
assessment, which remain accurate for the second
batch of draft guidelines.
Overall, we note that the draft guidelines are a
summary of current good practices and are similar to
those found in a number of sources (e.g. ISPOR Good
Research Practices, Cochrane Handbook etc), but
recommendations are less clear.

1

We also underline the need to ensure alignment and
consistency with regulatory guidance, in order to avoid
any unnecessary duplication between regulatory and
relative effectiveness assessment, both at the time of
launch and over time. In this respect, we note that
relative effectiveness data is expected to develop and
evolve during a product’s life cycle. Not all of the
guidelines cover this evolution of data type and
availability during a product’s life-cycle. It would be
helpful to address this systematically in each guideline
and consider how post-marketing inputs to REA could
address some of the uncertainties inevitable at initial
assessment.

Across the guidelines it becomes clearer that the
intention of EUnetHTA is to work on REA to support

Comment acknowledged. It is correct that the basis of the
work was an overview of the “state of the art” for each
guideline topic in each EU country. For many topics, there
is convergent view on evidence requirements for REA; in
some areas divergences exist. Statements will be
introduced to highlight situations where recommendations
are based on consensus and where consensus does not
exist. In these cases and more generally to discuss
evidence requirements during the development of a health
technology, EUnetHTA has put in place early dialogues
with technology developers and multiple HTA bodies.
Evidence requirements for HTA in a specific condition will
be completed with elaboration of disease-specific
guidelines for technology development. For REA draft
guidelines including disease-specific ones, existing clinical,
regulatory and HTA guidelines will always be checked and
requirements aligned when adequate. EMA-EUnetHTA
collaboration on this topic has been put in place and will be
pursued in the framework of EUnetHTA JA2. However,
different requirements may exist as the regulatory and
HTA assessments answer different questions.
Post-marketing and observational studies are out of scope in the
JA1. Post-marketing inputs to REA may be addressed in JA2 if
decided so by EunetHTA partners.
Guidelines are primarily aimed to support HT assessors to
critically appraise manufacturers’ submissions; in addition,

4
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GENERAL COMMENTS

EFPIA

2

General

decision-making and concretely product
reimbursement decisions. This would benefit from
being clarified in the EUnetHTA mandate and
recommendations, as well as to discuss some of the
implications in term of impact of European guidelines
on national decision-making. Overall, it is important to
ensure that any requirements set out by EUnetHTA are
feasible and reasonable and take into account the
difference in levels of development of systems across
Europe today.

manufacturers may take guidelines recommendations into
account when preparing submissions. Indeed, EUnetHTA
guidelines could contribute to alignment of assessment process
and methodology carried out across Europe. There is no
intention to align national decision making.

Safety profiles of new pharmaceuticals are extensively
reviewed and assessed by EMA, who are in charge of
safety surveillance of pharmaceuticals marketed
across Europe. To avoid duplication of efforts/
contradictory recommendations we encourage close
collaboration with EMA on also this topic. We note that
the guideline in several instances qualified the quality
of adverse event reporting in RCTs as being poor. We
underline that due to regulatory requirements, the
safety reporting in such studies is highly standardized
and complete (as evidenced by the high overall
adverse event rates in such studies, even in the
placebo arms).

The collaboration between EMA and HTA bodies is indeed
necessary and is currently being put in place on this important
topic.

Likewise, Industry is a major stakeholder in producing,
synthesising and reporting safety information, including
in the manufacturer dossier submitted to HTA
Agencies and pricing-reimbursement bodies. There is
a clear potential for synergy, resource optimisation,
and avoided redundancy by a tri-partite EUnetHTAEMA-Industry harmonisation work.

Comment acknowledged. Stakeholders involvement will be
further strengthened and process itself reviewed and amended
in the framework of EUnetHTA JA2 productions.

5
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GENERAL COMMENTS
The draft guideline includes a lot of discussion on
general methodology (such as assessment of the
quality of observational studies and RCTs, reporting
standards for literature searches (e.g. section 2.5.1),
and is not focusing solely on safety aspects.
Furthermore it tends to focus on adverse events and
makes little reference to identified and potential risks.
The assessment/ interpretation of safety related
endpoints need to be carried out in the context of
exposure.
There is no reference made to exposure (definition,
collection, analysis). Since potentially different
database (e.g., clinical, surveillance, etc) are used,
different level of granularity of exposure data are
provided. Appropriate analysis and summary results
template need be provided.
Similarly AE reversibility data is missing in the
discussions of definition, quality and analysis.
Some guidance on appropriate statistical analyses of
safety data would be welcomed. For example, special
techniques are often required due to rare events. It is
proposed that the assessor should focus on
quantifying the magnitude of effect and associated
uncertainty, and not rely on under- or over-powered
statistical tests that may not reflect clinical importance.
EuropaBio
3

General

The emphasis on correct terminology and the
formatting of reporting in a REA is both useful and
appropriate.

Agreed. The text has been updated.
The text has been updated. In the paragraph 2.5.1 it has been
suggested for each study to report and take into account the
exposure to the treatment and in the paragraph 2.5.2 the
duration and reversibility of adverse effects. Definitions of
reversibility of adverse effects and exposure were not given.

Guidance on statistical analysis of safety data is out of scope of
this guideline.

Agreed.

6
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GENERAL COMMENTS
GlaxoSmithK
line

4

General
(All
Guidelines
)

We applaud the initiative of EUnetHTA to develop
methods guidelines to support the good conduct of
relative effectiveness assessments of pharmaceuticals.
However we have some general points to raise at this
stage that are applicable to the guideline development
programme as a whole:
 Some more clarity on the purpose and intended use
of the guidelines would be helpful, in the form of a
standard introduction to each guideline. This might
include a brief rationale for the choice of topics
selected and future topics to be covered, and the
planned timing for reviews/updates of each
guideline. The status of these guidelines vis-à-vis
national guidelines on methods for HTA assessment
could be clarified.
 There guidelines should be complementary with
minimal overlap: the whole set should be reviewed
together to ensure cross-referencing, and
avoidance of duplication.

The primary objective of EUnetHTA JA1 WP5 guidelines is to
focus on methodological challenges that are encountered by
HTA assessors while performing REA of pharmaceuticals. See
answer to comment 1, point 2.
Each guideline already contains the scope and problem
statement that was the reason for choosing a given topic.
Timings for reviews and updates of each guideline will be
discussed and established in JA2.

Accepted.

 There are a number of authoritative guidelines
developed by national and international
organisations (for example ISPOR, SMDM,
Cochrane) and it would be useful to check for
overlap/consistency with these documents. In
particular it is important to check for consistency
with guidance covering the same methodological
areas developed for regulatory assessments.

Partly accepted.
EUnetHTA guidelines give EUnetHTA methodological
recommendations for REA of pharmaceuticals, so consistency
will not always be possible.
However, while elaborating new general and disease-specific
guidelines, existing clinical, regulatory and HTA guidelines will
be checked and requirements aligned when adequate.

 It would be useful to highlight more clearly within the
guidelines areas where there is less consensus
across HTAs in specific methodological aspects

Accepted.
See answer to comment 1. Statements will be introduced to
highlight situations where recommendations are based on

7
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GENERAL COMMENTS
related to HTA (and where therefore strong
recommendations cannot be made in a guideline).
For example, GSK’s experience is that there is a
divergence of views across national reimbursement
agencies in particular in the choice of relevant
comparator, the strength of evidence from indirect
and network meta-analyses and the status of
evidence for intermediate endpoints.
 The focus of these guidelines appears to be on the
evidence (largely from clinical trials) likely to be
available at the time of launch of a new medicine
and therefore potentially included in submissions to
reimbursement/HTA agencies at this stage.
Valuable relative effectiveness data, especially from
observational studies, may become available at
later stages and may be available for later
submissions or (planned) reviews that may be
undertaken by HTA organisations. Such data may
indeed be collected through managed access
schemes that are agreed with reimbursement
authorities and may serve to clarify or reduce
inherent uncertainties at the time of the first
appraisal. There is increasing interest in pragmatic
trials (which may make use of existing electronic
data collection systems) which if executed as Phase
3b studies may deliver valuable information in time
for reimbursement submissions.
 Some key areas appear to be missing from this first
set of guidelines. For example: interpretation of data
from superiority vs non-inferiority studies,
systematic reviews of effectiveness and safety
(which merit a separate guideline to ‘direct and

consensus and where consensus does not exist.

Correct.
Observational studies and pragmatic trials are not in scope of
JA1, but may be covered in JA2 if decided so by EUnetHTA
partners.
Initiatives such as Innovative Medicines Initiative “Incorporating
real-life clinical data into drug development” may be helpful in
this field.

Thank you for these proposals. Some are general
methodological issues, not specific for REA (such as superiority
vs non-inferiority studies), some are already done by others
(systematic reviews of effectiveness and safety) and some are
out of scope in JA1 (prospective observational studies of
effectiveness including registries and retrospective observational

8
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Response by author

GENERAL COMMENTS
indirect comparisons’), utility assessment (which
should be separated out from health related quality
of life), prospective observational studies of
effectiveness (including registries – especially but
not only focusing on control of bias) and
retrospective observational studies (including
database analysis). Pragmatic controlled trials may
also merit special attention, as might the role of
modelling in relative effectiveness assessments.

5

GlaxoSmithK
line

General

studies including database analysis). The latter may be covered
in the JA2 if decided so by EunetHTA partners. Indeed, in the
framework of JA2WP7, areas where methodology guidelines
appear useful will be identified and stakeholders will be asked for
input. The process itself will be discussed and elaborated at the
beginning of JA2.

 Some of the draft guidelines are written more in the
form of a literature review or working document than
a guideline for HTA assessors. Generally the
documents have a lengthy section 2 (Synthesis of
literature) and a relatively short Section 3
(Discussion). The Discussion section could be
expanded to focus more on the needs of the
primary customer (assessors for National HTA
organisations): what are the key issues to look for
when performing an assessment?, and provide a
better link back to the recommendations section.
This might have to be done at the expense of some
of Section 2 (Synthesis of literature), which could be
shortened in some of the guidelines (especially
Health Related Quality of Life and Utility measures).

See answer to comment 1.
Comment acknowledged. Adaptations will be done where
possible.

EPAR: It is important to establish what this Guideline
adds to existing material in relation to regulatory
process (EPAR) and on-going risk management

The aim of this guideline and the position with respect to the
regulatory authority assessment was specified at the beginning
of the document, in particular in the paragraph 1.2.

9
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GENERAL COMMENTS
planning (RMP).

6

GlaxoSmithK
line

General

COMPARABILITY: reference should be made to the
Guidance on Indirect comparisons to assess
heterogeneity and comparability across studies.

The reference has been added in the paragraph 1.4. Related
EUnetHTA documents.

GlaxoSmithK
line

General

BIAS: Observational studies are covered in a cursory
manner, but are an important source of safety data
especially after launch. The document should highlight
the methodologies that reduce bias and improve
validity of observational studies, introducing text such
as: ‘Recent developments in pharmacoepidemiologic
methods limit the potential for bias, and thus increase
the value of non-experimental comparisons of intended
drug effects. These methods include instrumental
variable methods [7,8], the new user design [9], the
use of a comparator drug with a similar indication to
that of the index drug [10], propensity scores [11], and
simple improvements such as eliminating immortal
person time [12] and reducing selection bias by not
censoring follow-up when a person stops taking a drug
[13,14].’ Reference: Stürmer T, Carey T, Poole C.
ISPOR Health Policy Council Proposed Good
Research Practices for Comparative Effectiveness
Research: Benefit or Harm? Value in Health
2009;12(8):1042-3.

We agree that observational studies have an important role and
their contribution in safety assessment and in different sections
of the document was specified. Discussing methodological
aspects not only directly related to safety assessment is out of
scope of this guideline.

GlaxoSmithK
line

General

The authors mention relative risk when comparing the
two drugs. Relative risk may not be the only effect
measure important to capture: suggest
adding/including absolute risk (difference), especially
in the case of very rare outcomes. Conceptually,

The absolute risk has already been included.

7

8

10
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GENERAL COMMENTS
population attributable risk is also important for drugs
that are widely used.
HTA SIG

General

Summaries, analyses and interpretation of safety data
should also take into account exposure to treatment. It
is recommended to add some guidance on this into the
guideline.

Among characteristics of the studies to be reported the duration
of study was mentioned. In the paragraph 2.5.1 it has been
added: “It is important to consider the patients exposure to the
treatment.”
Moreover the following sentence has been added to the
paragraph concerning the quantification of adverse effects in
terms of frequency, incidence, severity and seriousness: “The
description of adverse effects in terms of duration and
reversibility is advisable to understand their burden, taking into
account the exposure to treatment”. The Patient-years of
exposure have been added among measures to report results.

HTA SIG

General

The guideline should direct assessors to focus on
quantifying the magnitude of the comparative
difference in safety parameters between treatments,
and the associated uncertainty. It should advise them
not to rely solely on statistical tests that may not reflect
clinical significance of the findings.

In the paragraph 2.5.3 it has been reported.” The evaluation of
the clinical relevance should be performed taking into account
the condition for which the treatment is used and the comorbidities of the population”

We have no major remarks on the methodology of the
5 guidelines.
But it would be helpful to consider how post marketing
inputs to REA could address some of the uncertainties
inevitable at initial assessment. Each document could
comment on the role of observational data sources.

This guideline explained the contribution of observational studies
in safety assessment (in particular in the paragraph 2.3.3) and
stressed the importance of post-authorisation data also in the
light of the new pharmacovigilance legislation.
See also answer to comment 1.

Definitions are to be clarified (eg : “relevant”,
“important”) and some of them appear to be obsolete.
The description of PSUR seems out of date

PSUR description has been updated according to the Guideline
on good pharmacovigilance practices (GVP). Module VIIPeriodic safety update report. Data for coming into effect: 2 July

9

10

LEEM

11

LEEM
12

OVERALL

11
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GENERAL COMMENTS

NOVARTIS

Overall –
general

The language is written in a flexible way which can be
open to multiple interpretations. This could present
challenges for implementation at a European level,
given that soft language can be open to multiple
interpretations and biased based on HTA skill levels.

NOVARTIS

Overall technical

It remains unclear how multiple adverse events are
balanced in the end, e.g., if a new product reduces
vomiting but increases to the same extent the risk of
local skin irritation. Does that mean no benefit? How
are multiple endpoints handled in general in such
assessments? This is a relevant issue not covered.
Testing different subpopulations post-hoc increases
also the risk of artificial signals.

13

14

2012 . Available at:
http://www.ema.europa.eu/docs/en_GB/document_library/Scienti
fic_guideline/2012/06/WC500129136.pdf
Examples of “flexible language” would be useful to understand
what changes are needed.

The clinical relevance of the event and impact on the
discontinuation of the treatment should be considered. The
clinical relevance should be evaluated taking into account the
condition for which the treatment is used and the co-morbidities
of the population.

12
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SPECIFIC COMMENTS
1

RC CEE&Ph

4 / Acronyms

Please add SPC, MSAC, SOC

Accepted.

2

RC CEE&Ph

It seems better to use “frequency category” instead of
“frequency”, in order not to confuse frequency
categories and incidence.

Accepted.

3

OSTEBA

5/
Recommendatio
n1
13/8
20/28
Page 5, line 17

Although MedDRA is a quite well-known acronym, its
meaning should be either given or included in the
acronym list.

Accepted.

4

OSTEBA

Page 5, line 19

The meaning of EPAR, SPC and RMP should be either
given or included in the acronym list.

Accepted.

5

HTA SIG

Page 5, line 19

Is “rapid assessment” defined?

Yes, it is defined in the Model for REA.

6

EuropaBio

Page 5, 20-21
and 27-36

The objectives of HTA assessors when evaluating
relative safety are appropriately laid out, but the
emphasis needs to be on “relative” i.e. the last
mentioned function of comparing the safety profile of
the pharmaceutical to the safety profile of the
comparator. The REA should not attempt to duplicate
or expand on the assessment of absolute safety
already carried out by the regulator. The HTA REA
should be concerned primarily with “relativity”.

This concept seems to be stressed enough in the
document. For instance in the chapter 1.2 we
reported: “In the context of safety two different
evaluations are performed:
- The benefit-risk assessment carried out by
regulatory authorities, during the preapproval
phase
to
grant
marketing
authorisation and continuously during the
post-approval phase taking into account new
risks or changes in known risks.
- The relative safety assessment of a medicine
or a class of medicines, conducted by HTA
assessors. In this case the safety profile of a
pharmaceutical is compared to the safety
profile of the comparator(s) belonging to the
same or different therapeutic class and to the

13
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SPECIFIC COMMENTS
safety profile of non pharmaceutical
alternatives (when available). “
7

HTA SIG

Page 5 lines 2730

Sentences are worded to suggest this is a benefit-risk
assessment of the new treatment, which is what the
regulators would do to grant a license. Suggest
rewording “with benefits” to “..with an assessment of
the comparative benefits..” and reword “..a balanced
assessment of the pharmaceutical…” to “…a balanced
assessment of the relative effectiveness assessment
of the pharmaceutical…”

8

HTA SIG

Pages 5-7
Recommendatio
ns 1, 2, 5, 6,
and 7

Should this differentiate between a relative safety
assessment performed at launch versus one
performed post-launch? The former would be the EMA
assessment of the available evidence in the regulatory
filing (assuming minimal effectiveness data available
between filing and launch)

9

Clinic
Mathilde
Rouen

Recommendatio
n1

It is necessary to compare the safety profile of the
pharmaceutical compound with its comparator but in
certain case for ex ‘Provenge in prostate cancer” we
have to integrate the procedure in the determination of
the safety profile and not exclusively the drug. In the
case of Provenge patients have to accept harvest of
blood cells in the experimental arm and not in the
comparator arm. The harvest of blood cells may
certainly induce adverse effects.

Accepted. In the paragraph 1.2 the following
sentence has been reported: “In some cases it could
be also necessary to consider how both the
intervention and the comparator are administered
and if the different procedures may contribute to the
occurrence of adverse reactions.”

Other aspects may be helpful, such as:
- To understand the prevalence of any AE for the
duration of the study to understand the overall

Among characteristics of studies to be reported the
duration of study was mentioned. In the paragraph
2.5.1 it has been reported: “It is important to consider

10

EFPIA

p. 5,
recommendatio
n1

Accepted. The sentence has been changed as
follows: “ Finally, the assessment of relative safety
should be performed between the pharmaceutical
and its comparator(s) with special regard to the most
frequent, serious and severe adverse reactions. This
assessment together with the assessment of
comparative benefits will contribute to establish a
balanced assessment of the relative effectiveness of
the pharmaceutical and to decide upon the possible
consequences on coverage decision.”
Yes, it differentiates the first assessment for
reimbursement purposes which is close to marketing
authorisation and the re-assessment at a later phase
of the product’s life cycle.

Moreover the different procedures may have also an
impact on the probability of medical errors.

14
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SPECIFIC COMMENTS
-

-

11

EMA

12

EMA

13

EFPIA

Page 5
recommendatio
n 1 first bullet
point
Page 5
recommendatio
n 1 second
bullet point
p. 5,
recommendatio
n2

impact of the AE on the population.
Also at an individual patients level not just the
frequency but also the duration of any particular
AE to better understand the overall burden of a
toxicity profile.
understand the outcome of the AE – recovered /
reversible’irreversible.
approach to analysis of AE – descriptive only in
terms of relative frequency or severity or more
formally analysed statistically for AEs of particular
relevance/interest.

the patients exposure to the treatment.”
Moreover the following sentence has been added in
the paragraph concerning the quantification of
adverse effects in terms of frequency, incidence,
severity and seriousness: “The description of adverse
effects in terms of duration and reversibility is
advisable to understand their burden, taking into
account the exposure to treatment”. The Patientyears of exposure have been added among
measures to report results.

Suggested to rephrase as follow: To identify
data on adverse reactionsthe adverse events

Accepted.

Suggested to rephrase as follow: To quantify
adverse reactionsthe adverse events in terms of…

Accepted.

It is important to take into consideration the identified
and potential risks as identified by EPARs and RMPs
(if available).
What is the recommendation for assessment of rare
adverse event which whilst infrequent may be
impactful. Would a modelling approach to both likely
incidence and impact ever deployed for these rare
events?

Accepted. The wording has been changed as
follows: “The “important identified” and “potential”
risks associated with use of the product, according
to the RMP. These should include only the
important identified and potential adverse
events/reactions, important identified and potential
interactions with other medicinal products, foods
and other substances, and the important
pharmacological class effects.”
In regard to the second comment a reference to the
guideline on direct and indirect comparison has
been given at the beginning of the document.

15
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SPECIFIC COMMENTS
14

NOVARTIS

5
Recommendatio
n2

Focusing on most frequent and serious events may
censor important differences. E.g. vomiting and
nausea may not be serious and or very frequent
(usually headache, back pain, nasopharyngitis etc.) but
relevant for patients to discontinue therapy.

15

EuropaBio

Page 6

Above point applies to recommendation 1

16

EMA

Suggested to rephrase as follow: - The most frequent
adverse reactionsevents

17

EMA

Page 6
recommendatio
n 2 first bullet
point
Page 6
recommendatio
n 2 second
bullet point

Suggested to rephrase as follow: All Sserious adverse
reactionsevents considered relevant by physicians and
patients .
Comment: How this will be determined? It should be
more predictable to consider serious adverse
reactions, since they always be relevant, and there is a
definition for their identification

18

EMA

Page 6
recommendatio
n 2 second
bullet point

This statement is too vague. I would suggest to focus
on the”important identified” and”potential” risks
associated with use of the product, according to the
RMP. These should include only the important
identified and potential adverse events/reactions,
important identified and potential interactions with

Accepted. The wording has been changed as
follows: “The “important identified” and “potential”
risks associated with use of the product, according
to the RMP. These should include only the
important identified and potential adverse
events/reactions, important identified and potential
interactions with other medicinal products, foods
and other substances, and the important
pharmacological class effects.”

Accepted

Accepted. According to the following comment the
wording has been changed as follows: “The
“important identified” and “potential” risks
associated with use of the product, according to the
RMP. These should include only the important
identified and potential adverse events/reactions,
important identified and potential interactions with
other medicinal products, foods and other
substances, and the important pharmacological
class effects.”
See answer to comment 17.
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other medicinal products, foods and other substances,
and the important pharmacological class effects.
19

20

Clinic
Mathilde
Rouen
EMA

21

SBU

Recommendatio
n3

THE Use of mEDra dictionary can be challenge by the
use of the CTCAE 4 SCALE?

The comment was not well-understood.

Page 6
recommendatio
n3
P6
recommendatio
n4

Suggested to rephrase as follow:… MedDRA
Dictionary for describing adverse reactionsevents

Accepted.

It stands that the main sources of information are RCT
and that additional sources like observational studies
could be included. For adverse events observational
studies are at least as important as RCT as you later
refer to Golder et al. The events are usually
unexpected and therefore not anticipated and less
likely to be biased. The observational studies show an
unselected population and have usually longer followup periods. These advantages are not shown in this
recommendation. Actually, the case of aprotinin shows
the overconfidence in RCT in studies of adverse
events and reluctance to observational studies. I could
give you several references.

The advantages of observational studies were
reported in the paragraph 2.3.3:
“In some cases, observational studies provide a
wider number of participants observed for a longer
period of time and may be more likely to capture rare
and
long
term
events”.
Moreover
the
recommendation 4 has been changed as follows:
“Main sources of information of HTA assessors are:
-

-

22

EuropaBio

Recommendatio
n4

Recommendation 4: Depending upon the approach
taken by the HTA agency, unpublished full study
reports (e.g. for Phase III RCTs) may be included in
the dossier.
Suggest: add a 4th bullet: unpublished full study reports

EPAR, SPC and RMP (when available)
Published and unpublished (where acceptable
under the specific HTA system guidelines)
randomised clinical trials
Manufacturer dossier
Unpublished full study reports
(where
acceptable under the specific HTA system
guidelines)
Observational studies”

Accepted.
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(where acceptable under the specific HTA system
guidelines)
23

NOVARTIS

6
Recommendatio
n4

Case reports have to be considered very carefully. As
there is no comparative group the background rate of
the AE in the overall population not taking the drug has
to be considered to avoid overestimation of the effects.
Moreover, double reporting can also not be excluded.

Limitations of the case reports had been reported in
the paragraph 2.3.4.

24

EMA

Suggested to rephrase as follow: 2.3 Identification of
adverse reactionsevents: sources of information

Accepted.

25

EMA

Page 6
recommendatio
n4
Page 6
recommendatio
n 4 third bullet
point

Suggested to rephrase as follow:
Observational studies
-Manufacturer dossier

Not accepted. Manufacturer’s dossier is a part of
assessment file and will not be deleted.
The wording has been modified as follows: “Main
sources of information of HTA assessors are:

However additional sources of information could be
included (observational studies, published case
reports, pharmacovigilance data and country
registers).

-

-

26

EFPIA

p. 5,
recommendatio
n5

When discussing bias, a cross reference to the
EUnetHTA guideline on Internal Validity could be
added, as most of the principles in that guideline apply
equally to safety data.

EPAR, SPC and RMP (when available)
Published and unpublished (where acceptable
under the specific HTA system guidelines)
randomised clinical trials
Manufacturer’s dossier
Unpublished full study reports
(where
acceptable under the specific HTA system
guidelines)
Observational studies”

To assure consistency with other guidelines, the
reference to other relevant EUnetHTA guidelines is
reported at the beginning of the document in the
paragraph 1.4.

If using spontaneous reporting regimes and real-world
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data, care has to be taken to consider the impact of
‘launch awareness’ and the fact that early adopters of
new medicines may be very different in terms of
underlying risk.
27

EMA

Page 5 line 11

Suggested to rephrase as follow: For this reason
beneficial and adverse eventsreactions/effects should
be…

Accepted.

28

EMA

Page 5 line 13

Suggested to rephrase as follow: … is well recognized
the assessment of adverse reactions/effectsevents is
still more

Accepted.

29

EFPIA

p. 5, l. 16

Could you please provide examples of “misleading and
misused” terminology?

The sentence has been deleted.

30

EFPIA

p. 5, l. 19

EPAR, SPC, RMP need to be defined when they are
first introduced in the document

Accepted.

31

EMA

Page 5 line 19

Suggested to rephrase as follow: … should be used for
describing adverse reactions/effectsevents.

Accepted.

32

EMA

Page 5 line 19
word “available”

The RMP is not a public document. Only the Summary
of the RMP and the Summary Tables of the RMP are
available.

Accepted. Following sentence was added to the
paragraph 2.3.1: “A summary of the RMP will be
publicly available according to new European
legislation.”

33

EMA

Page 5 line 20

Suggested to rephrase as follow: … rapid assessment
just after the marketing authorization of a medicine, the
…

Accepted.

34

EMA

Page 5 line 21

Suggested to rephrase as follow: … RMP (when
available), manufacturer’s dossier and published and

Not accepted. Manufacturer’s dossier is a part of
assessment file and will not be deleted
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…
35

EMA

Page 5 line 23

Suggested to rephrase as follow: … apart from the
potentialrisks of bias of studies …

36

EMA

Page 5 line 31

Suggested to rephrase as follow: … reactionsevents.
This assessment together…

37

EMA

Page 5 line 36

Suggested to rephrase as follow: … may contribute to
the occurrence of adverse reactionsevents.

38

EFPIA

p.6,
recommendatio
n2
p.13, line 22

Serious adverse events are specifically defined by
regulatory authorities. Therefore there is a need to
define “relevant” event and clarify if needs to be
relevant for one or both of patients and physicians. For
example, all serious adverse events considered
causally related by the treating physician that could
have an unfavorable impact on patients or public
health.

39

GlaxoSmithK
line

For observational studies in claims databases and
electronic health records, other terminology may be
used for AE assessment (ICD-9, ICD-10, READ).

Accepted. The sentence has been added to the
paragraph 2.2.

40

EFPIA

P6,
Recommendatio
n3
P13, Section 2.2
p.6,
recommendatio
n4
p.14, lines 15-17

Suggest adding a reference to the role of PSURs.
These examine the overall safety profile as part of an
integrated benefit-risk evaluation. Only a small
proportion of issues would be classified as important
potential or identified risks and so be included in the
RMP. However, it is acknowledged that at the time of

A reference to the role of the PSUR is given in the
paragraph 2.3.1 (data at post-approval phase).
PSUR may be available for products if authorised for
other conditions, for products belonging to the same
therapeutic category and for the comparator(s).

Not accepted. We prefer to keep the term “risk of
bias”.
Both in the Cochrane Handbook and in EUnetHTA
internal validity guideline the term “Assessing risk of
bias” is used.
Accepted.

Accepted.

Accepted. The wording has been changed as
follows: “The “important identified” and “potential”
risks associated with use of the product, according
to the RMP. These should include only the
important identified and potential adverse
events/reactions, important identified and potential
interactions with other medicinal products, foods
and other substances, and the important
pharmacological class effects.”
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rapid assessment, PSURs may not yet be available.
41

EMA

Page 6
recommendatio
n5

Suggested to rephrase as follow:
It is necessary to evaluate both the potentialrisks of
bias of sources of information and the quality of data
on adverse reactionsevents.
Methods used to assess the potentialrisk of bias
should be clearly described and results should be
reported. It should be clearly explained how the
information on potentialrisk of bias will be used in the
synthesis of data.
To assess the data on adverse reactionsevents, HTA
assessors should evaluate how the adverse events
were collected and reported in the studies.

Except for the term “adverse reactions” the proposed
changes were not accepted.
See answer to comment 35.

Useful questions to assess how the adverse events
are collected:
Were definitions given of reported adverse
effects?
How were adverse effects data collected:
prospective/routine monitoring, spontaneously reported
by patients reporting, patient checklist/
questionnaire/diary; systematic survey of patients? …
42

GlaxoSmithK
line

P6,
Recommendatio
n5

Consider adding: ‘Were specific adverse events
independently adjudicated and/or confirmed by chart
review?’ after ‘Useful questions to assess how the
adverse events are reported’. It is also important to
evaluate for effect measure modification or differences
in AE rates among patient subgroups (e.g. by gender,
age, genetics, etc.).

Accepted. Following sentence has been added to
the paragraph 2.4.2: “If adverse events are
independently adjudicated and/or confirmed by chart
review, they should be evaluated.” The second point
has been included in the paragraph 2.5.2.

43

HTA SIG

Page 6

How does this assessment differ from what EMA does

HTA assessors should assess both the risk of bias
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44

EFPIA

Recommendatio
n5

when the review the regulatory filing, is this a
duplication of efforts at launch of a new therapy?

p.6,
recommendatio
n 5 p.18, l. 4247

It may also be helpful to understand recommendations
in terms of management guidelines for particular AEs
to understand better how they were managed.

and the quality of data on adverse effects and take
them into account at the moment of reporting and
analyzing the results. Moreover, additional sources of
information other than those considered by regulatory
authority might be considered and evaluated by HTA
assessors..
Accepted. The text has been modified accordingly.

It is important to clarify if referring to “adverse effects”
(at least reasonable possibility of causal relationship)
or “adverse events” (not necessarily causal
relationship with product). The text here interchanges
both terms.
45

EMA

Page 7
recommendatio
n7

Suggested to rephrase as follow:
…
Adverse events which are common and serious should
be reported separately.
If possible, the adverse events should also be provided
by severity grade.
When adverse events are collected from different
study designs and when the degree of heterogeneity is
high the data cannot all …

Not accepted. The reason for deleting the sentence
was not well-understood.

46

GlaxoSmithK
line

Confidence intervals should also be included for
absolute risk and incidence rates.

Accepted.

47

EFPIA

P7,
Recommendatio
n7
p.7,
recommendatio
n7
p. 21, section

Patient-years of exposure is missing from the list of
measures (needed to calculate incidence rates); also
the analysis set must be reported (e.g. safety set, full
analysis set and their definitions). The use of different

The descriptions of the intervention,the
comparator(s) and the duration of treatment were
reported among characteristics of the studies. In the
paragraph 2.5.1 the following sentence has been
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2.5.2

48

RC CEE&Ph

7/
Recommendatio
n7
21/19
26/12

analysis sets can make meta-analysis of several
studies impossible.
Following the advice of Sterne and Davey-Smith (BMJ
2001), endorsed by Cox (BMJ 2001), 90% intervals
should be preferred to prevent their use as surrogates
for hypothesis tests at the 5% level. [J. A. C. Sterne
and G. Davey Smith, Sifting the evidence, BMJ, 2001,
and the remark on their paper by D. R. Cox]

What is the difference between “absolute risk” and
“incidence rate”? Could you please add definitions? If
you mean the same concept then please put synonym
to parenthesis.
By the way, in Table 6 (page 31) the term “incidence”
is not used.

49

HTA SIG

Page 7,
Recommendatio
n7

Absolute and relative risks should be presented where
appropriate based on the number of persons and/or
number of person years

50

HTA SIG

Page 7,
Recommendatio
n7

Relative risk estimates are highly unstable and
unreliable for rare events. This feature should be
explicitly stated, and further guidance should be
provided on how zero and rare event rates should be
handled in the calculation of relative risks and
confidence intervals.

reported: “It is important to consider the patients
exposure to the treatment.”
Moreover, the patient-years and the number of
events have been included among measures listed in
the recommendation 7 and in the paragraph 2.5.2.
In reference to the second comment, the analysis set
must be specified in the description of the study
design, which is required in the paragraph 2.5.1 and
in the recommendation 6.
95% interval was reported according to the HTA
agencies recommendation.
Incidence rate is the probability of developing
particular adverse effects during a given period of
time; the numerator is the number of new cases
during the specified time period and the denominator
is the population at risk during the period.
Incidence rates of COPD were estimated as the ratio
of the number
of new cases and the number of person-years at risk
(per 1,000) (De Marco et al)
The measure of patient years has been included
among measures listed in recommendation 7 and in
the paragraph 2.5.2.
The reference to the guideline on direct and indirect
comparison is given in the paragraph 1.4.
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51

HTA SIG

Page 7,
Recommendatio
n7
Page 7,
Recommendatio
n7

If the adverse event data is from an observational
study, the relative risk estimate should be adjusted for
potential confounding/effect modifying factors.
95% should not be the preferred confidence level for
safety data; 90% confidence intervals are viewed as
more appropriate [J. A. C. Sterne and G. Davey Smith,
Sifting the evidence, BMJ, 2001, and comment by D.
R. Cox]

52

HTA SIG

53

HTA SIG

Page 7
Recommendatio
n8

Would HTA assessors be expected to compile the
table comparing the safety profile of the new
pharmaceutical with the comparator or will this be a
critique by the HTA assessors of information provided
by Industry (hopefully in a standard way)?

Comment acknowledged. Indeed, information
provided by industry to report results of individual
studies will be critically analysed and commented by
HTA assessors.

54

EFPIA

p.7,
recommendatio
n8

Consider also referring to the adverse events in the
context of the disease being treated and background
incidence of comorbidities in the patient population.

55

EMA

Page 7
recommendatio
n8

Suggested to rephrase as follow:
…
HTA assessors should describe the safety profile of
the pharmaceutical in comparison to the
comparator(s), with special regard to the most
frequent, serious and severe adverse reactionsevents.
A table should be used for the comparison of the
safety profile of the new pharmaceutical and the
comparator.
HTA assessors should describe if there is a clinically
significant difference in adverse reactionsevents

It was reported in the recommendation 8 and in the
paragraph 2.5.3 where the following wording was
reported: “The evaluation of the clinical relevance
should be performed taking into account the
condition for which the treatment is used and comorbidities of the population.”
Accepted.

Accepted. The information has been added to the
paragraph 2.5.2.
See answer to comment 47.
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between the products.
In the discussion of results limitations and external
validity of the results should be investigated and
discussed, considering all factors (e.g. patient
characteristics, co-morbidities, type and severity of
disease) which may contribute to the occurrence of
adverse reactionsevents. …
56

EFPIA

p.7,
recommendatio
n9

It should be added that this has to happen in a
qualitative way (no quantitative measure exists to do
this formally, although several individual HTA agencies
have tried such quantitative measures without
supporting evidence)

The way of presenting relative effectiveness
assessment results is out of the scope of this
guideline. A possible framework was included in the
Model for REA.

57

HTA SIG

Page 7
Recommendatio
n9

Suggest rewording “..with benefits..” to “… with relative
benefits…” so as to phrase this in the context of
relative effectiveness assessments

Accepted.

58

EMA

Page 8
recommendatio
n9

Suggested to rephrase as follow:
2.5.4 Balanced discussion of benefits and risksadverse
events

Accepted. The wording has been modified
accordingly.

59

EFPIA

p. 8, l. 2

Definition regarding the reversibility of adverse event
might be of some importance.
Dawn Carnes, Brenda Mullinger, Martin Underwood;
“Defining adverse events in manual therapies: A
modified delphi consensus study”, International Journal
of Osteopathic Medicine 13 (2010) 94e98

We consider the glossary to be exhaustive enough.
However, a reference of the importance of the
reversibility has been included in the paragraph 2.5.2
“The description of adverse effects in terms of
duration and reversibility is advisable to understand
their burden, taking into account the exposure to
treatment. “

60

OSTEBA

Page 8 – page
11

Throughout all this section modify the style of source
referencing. We suggest putting them in a citation way
and add them to the bibliography

Not accepted. We prefer to maintain this style of
source referencing as it is used also in other
guidelines.
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61

EFPIA

p. 8, l. 20-24

The definition of adverse reaction appears to be
obsolete. Suggest using the updated definition in the
European Good Pharmacovigilance Practices from 22
June 2012: "Adverse reaction; synonyms: Adverse
drug reaction (ADR), Suspected adverse (drug)
reaction, Adverse effect, Undesirable effect
A response to a medicinal product which is noxious
and unintended [DIR 2001/83/EC Art 1(11)]1.
Response in this context means that a causal
relationship between a medicinal product and an
adverse event is at least a reasonable possibility (see
Annex IV, ICH-E2A Guideline).
Adverse reactions may arise from use of the product
within or outside the terms of the marketing
authorisation or from occupational exposure [DIR
2001/83/EC Art 101(1)]. Conditions of use outside the
marketing authorisation include off-label use,
overdose, misuse, abuse and medication errors."

Accepted. The previous definition (WHO Technical
Report 498 (1972), (Article 1(11) of Directive
2001/83/EC)
ICH Harmonised Tripartite Guideline. Clinical Safety
Data Management: Definitions and Standard for
Expedited Reporting E2A.) was replaced by the
definition given in Directive 2010/84/EU.

62

EFPIA

p. 8, l. 38

The comment is not well-understood.

63

EMA

Page 9 lines 2936

An important medical event is one that may require
surgical or medical intervention to prevent the
occurrence of SAE.
Should be replaced by definition included in Directive
2010/84/EU

64

EFPIA

p. 9

Consider adding an introduction sentence saying that
there are no satisfactory definitions of
intensity/gradings. Using any of them implies a value
judgement which may differ between prescribers.

This point had been already discussed in the text, in
particular in the paragraph 2.4.2.

65

EFPIA

p. 9, l. 39

Consider including that there are different ways of
assessing causality. CIOMS VI recommends a 2-scale.

Not accepted. We do not agree with the proposed
changes as the sentence is a definition.

Accepted. The previous definition was deleted.
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66

EMA

Page 10 lines 117

The severity grade proposed mixes severity and
seriousness criteria and is not in line with the
clarifications about seriousness and severity given
under the definition of serious. It practical applicability
is complex. Serious/non-serious is considered clearer

The severity grade proposed is the one of CTCAE
and it is also reported in EPARs. It is a standardised
severity scale for cancer conditions.

67

HTA SIG

Page 11 lines
50-52

The benefit-risk assessment carried out by regulatory
authorities seemed to be the focus of the
recommendations made in the previous section rather
than a focus on safety

68

HTA SIG

Page 11 line 53
to page 12 line 2

Should the guide be focused on the relative safety
assessment only with consideration with respect to
relative benefit, or rename the guide to relative benefitrisk assessment

The different role of regulatory authorities is clarified
in the paragraph 1.2. This guideline is focused on
relative safety assessment but it is important to clarify
that for relative effectiveness assessment both
benefits and adverse effects should be considered.
This guideline is focused on relative safety
assessment, but it is important to specify the
contribution of relative safety assessment in REA.

69

EMA

Page 12 lines
44-53

Suggested to rephrase as follow:
The importance of assessing both benefits and
risksadverse events with similar rigour in order to
provide balanced assessments of alternative
interventions is well recognised. , Nevertheless,
assessing adverse effectsvents continues to be difficult
because of the greater prominence given to the
beneficial effects of therapies and the ongoing
methodological issues with assessment of adverse
effectsevents. , , ,
In the context of safety two different evaluations are
performed:
- The benefit-risk assessment carried out by
regulatory authorities, during the pre-approval
phase to grant marketing authorisation and
continuously during the post-approval phase, to

Accepted. The wording has been changed as follows:

“The importance of assessing both benefits and
adverse reactions with similar rigour in order to
provide balanced assessments of alternative
interventions is well recognised.i,ii Nevertheless, ag
adverse effects continues to be difficult because of
the greater prominence given to the beneficial effects
of therapies and the ongoing methodological issues
with assessment of adverse effects.iii,iv,v,vi
In the context of safety two different evaluations are
performed: ssessin
The benefit-risk assessment carried out by
regulatory authorities, during the preapproval
phase
to
grant
marketing
authorisation and continuously during the
post-approval phase taking into account new
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monitor taking into account new risks or changes
in known risks. the benefit risk ratio of the
pharmaceutical.

risks or changes in known risks.

Depending on the database utilized in the comparison,
the drug-exposure data might be needed to be
summarized to understand the appropriate framework.
For example in using regulatory surveillance data such
as AE’s, prescription sales volume data can be used to
represent exposure.
Reference:
Ross A. Baker, Andrei Pikalov, Quynh-Van Tran,
Tatyana Kremenets, Ramin B. Arani, P. Murali
Doraiswamy ,
“ Atypical Antipsychotic Drugs and Diabetes Mellitus in
the US Food and Drug Administration Adverse Event
Database: A Systematic Bayesian Signal Detection
Analysis “ Psychopharmacology
Bulletin 2009;42(1):11-31.
Need to add to the end of the sentence “…compared
to other interventions”

Considerations of the importance to take into account
the exposure has been added in paragraph 2.5.2:
“The description of adverse effects in terms of
duration and reversibility is advisable to understand
their burden, taking into account the exposure to
treatment”. Moreover, the following sentence has
been added to the paragraph 2.5.1 : “It is important to
consider and to report the exposure of patients to the
treatment.”

Page 13 line 17

Suggested to rephrase as follow:
-identification of adverse effectsevents: sources of
information

Accepted

HTA SIG

Page 13 line 46

Reword “.. harm endpoints …” to “… endpoints
measuring harm …” although some of these endpoints
could be considered efficacy endpoints for some
diseases, e.g. in conditions where preventing bleeding
events is a key primary objective

Accepted

EFPIA

p.13, section 2.1

Consider also assessing identified or potential risks

Accepted

70

EFPIA

p. 13, l. 9

71

HTA SIG

Page 13 lines
11-12

72

EMA

73

74

Accepted

28

Compilation of comments on draft guideline on Safety

Organisatio
n

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
75

EFPIA

p.13, section
2.2.

This paragraph reads as if the HTA assessor would be
able to post-hoc report adverse events by MedDRA
terms. However, assessors will only be able to
abstract this information from existing documentation
where this classification has been used. It cannot be
applied post-hoc to published data as patient-level
data access is needed for this. This would especially
be needed for re-grouping of events.

Even if the assessor abstracts information from
existing documentation he/she should be aware of
the correct terminology and of its use.

76

EFPIA

p. 14, section
2.3.

To be fully accurate, one should refer to clinical trial
reports and/or publications: “In practice, for the
identification of adverse events in the first appraisal,
the most important sources of data that are used by
HTA assessors are the EPAR, SPC, RMP (when
available), manufacturer dossier and randomised
clinical trial reports and/or publications”

Accepted

77

HTA SIG

Page 14 lines 319

Should “..identify adverse events…” be “..identify
safety endpoints…” or “… identify safety related
endpoints..? In other places where “adverse events”
are noted, same comment

Not accepted. The phrase should be read as “identify
adverse effects”.

78

EMA

Page 14 lines 525

Suggested to rephrase as follow:
In relative safety assessment of pharmaceuticals the
main objectives of the HTA assessors should be the
following:
o
To identify the adverse effectsevents
o
To quantify the adverse eventeffects in terms
of frequency, incidence, severity and seriousness
o
To compare the safety profile of the
pharmaceutical with its comparator(s)

Suggestions accepted. The text was changed
accordingly.
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Finally, in a context of Relative Effectiveness
Assessment, HTA assessors will discuss in a balanced
way the adverse effectsevents and benefits related to
the technology, in comparision with alternatives.
Within the REA, the relative safety assessment
cansignificantly contributes to coverage decisions;
because of the safety profile of a medicine, in
comparision with alternatives,safety concerns payers
can decide:
oto limit the coverage to specific population subgroups
and to specific therapeutic indications
o
to partially reimburse or to not reimburse the
pharmaceutical.
In order to carry out analyses in a systematic,
manageable and useful way the HTA assessors may
focus their investigation on the following areas:
o
the most frequent adverse effectsvents
o
all serious adverse effectvents considered
relevant by physicians and patients .
79

EFPIA

p. 14, l. 6-7

The term “Risk of bias“ has been used several times in
the guideline, however, it is not clear what is the
nature of this bias? The source bias is typically either
“Selection“and/or “Reporting”. Please clarify as
appropriate.

80

EMA

Page 14 line 25

See comments on this issue in the summary

81

EFPIA

p. 14, l. 32-5
p. 17, section
2.4.1

It is unclear how regulatory assessments (e.g. in the
US) outside the EU would be of relevance in the
EUnetHTA context.

The risk of bias is extensively described in the
EUnetHTA guideline on internal validity.
A reference to this guideline is given at the beginning
of the document.

We specified that sometimes data from different
jurisdiction may be useful for instance when
technology has different regulatory status across
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The EU-relevant context is available in the EPAR.

different jurisdictions: it could be in the approval
phase in a jurisdiction and may have been marketed
in a different jurisdiction.

82

EMA

Page 14 lines
40-43

Suggested to rephrase as follow:
terminology updates, are preferred, especially when
analyzing medical conditions involving PTs across
several SOCs.
MedDRA does not include a severity ranking. The use
of MedDRA for recording and reporting adverse
effects/reactionsevent data on marketed medicines is
mandatory in the European Union.

Accepted.

83

EMA

Page 14 line 46

Would rephrase as follow: Pharmacovigilance and risk
minimization activities

Accepted.

84

EMA

Page 14 line 47

Would rephrase as follow: Important identified risks
and important potential risks

Accepted.

85

EMA

Page 14 lines
49-52

Assessors should also determine whether risk
minimization activities (RMM) are required.

Accepted.

86

EFPIA

p. 14, l. 49-52

It is unclear if this refers to EMA-requested safety
studies

87

EMA

Page 14 line 54

The RMP, as the documented set of
pharmacovigilance activities and interventions
designed to identify, characterise, and
prevent/minimise risks associated with exposure to a
medicine, may include specific Risk Minimisation
Activities (RMM). RMM should be shown to achieve

In the text it is specified: Post-authorisation safety
studies (PASS) can be required by regulatory
authorities either as a commitment at the time of
authorisation or in the post-authorisation phase to
further assess a signal.
The aim of the comment was not well-understood.
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the desired effect of reducing the burden of ADR and
optimising health outcomes. Implementation of RMM
may involve a substantial investment of resources and
their performance in healthcare systems should be
assessed. Reference: Prieto L, Spooner A, HidalgoSimon A, Rubino A, Kurz X, Arlett P. Evaluation of the
effectiveness of risk minimization measures.
Pharmacoepidemiol Drug Saf. 2012 Aug;21(8):896-9.
doi: 10.1002/pds.3305. Epub 2012 Jun 22.
88

EFPIA

p. 14, l. 55- p.
15, l. 9

It is unclear how those reports would be relevant in the
EU setting. The documents provided by EMA are
relevant for the marketing authorization in the EU.
Additionally, up until now, the cited FDA documents
are not publicly available, unless an advisory
committee meeting had been conducted, which is not
the case for all products.

See previous answer to comment 81. These
documents will be included in the assessment when
available. For pazobanib some of these documents
were available.

89

EMA

Page 15 lines 725

Suggested to rephrase as follow:
A broad range of evidence sources may be considered
to identify adverse effects/reactionsevents relevant for
the assessment. These sources may include
regulatory sources (e.g. EPAR, SPC and RMP),
manufacturer dossier, randomised clinical trials,
observational studies, country registers and published
case reports. However, the decision to include data
sources that are at higher risk of bias will depend on
the scope of HTA assessors. Apart from the lack of
randomised clinical trials reasons for including data
sources with higher risk of bias may be long term
events, rare events, or unknown adverse events (for
the purpose of hypothesis generation in case of a new
technology) although the latter might not be the scope

Accepted.The wording of the sentence has been
changed as follow: “A broad range of evidence
sources may be considered to identify adverse
events relevant for the assessment. These sources
may include regulatory sources (e.g. EPAR, SPC and
RMP), manufacturer dossier, randomised clinical
trials, observational studies, country registries and
case reports. Various sources can bring different and
complementary information; randomised clinical trials
may inform on common risks, whereas data sources
that are at higher risk of bias (e.g. observational
studies, country registries and case reports) can give
insight on less frequent risks, long-term risks, and
risks in populations not being part of randomised
clinical trials. Singh et al used RCTs and
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of an HTA report. Various sources can bring different
and complementary information; randomised clinical
trials may inform on common risks, whereas
observational studies can give insight on less frequent
risks, long-term risks, and risks in populations not
being part of randomised clinical trials among others.
Singh et al used RCTs and observational studies to
assess the risk of heart of failure associated to
thiazolidinediones and collected complementary
information from case reports on specific
characteristics of adverse events such as dose, time
and susceptibility factors.46
In practice, for the identification of adverse
effects/reactionsevents in the first appraisal, the most
important sources of data that are used by HTA
assessors are the EPAR, SPC, RMP (when available),
manufacturer dossier and randomised clinical trials.
When possible, adverse events relevant for the
assessment should be identified in advance and
should be listed in the protocol of the HTA report.

observational studies to assess the risk of heart of
failure associated to thiazolidinediones and collected
complementary information from case reports on
specific characteristics of adverse events such as
dose, time and susceptibility factors.46
In practice, for the identification of adverse effects in
the first appraisal, the most important sources of data
that are used by HTA assessors are the EPAR, SPC,
RMP (when available), manufacturer dossier and
randomised clinical trials reports and/or publications.
When possible, adverse events relevant for the
assessment should be identified in advance and
should be listed in the protocol of the HTA report.”

90

EuropaBio

Page 15, lines
12-17

HTA agencies are also inclined to perform
“inconsistent assessments”!
Suggest replace bullet line 14 with “The safety
assessments from different regulatory authorities may
vary.”

The comment is not clear because the wording of the
sentence is: “The safety assessment from different
regulatory authorities may vary”.

91

EFPIA

p.15, l. 17 ff

This text is outdated as the data are now publicly
available (online), and have before been available to
the public upon request

Accepted. The sentence has been changed as
follows: “Data from EudraVigilance are published in
the European database of suspected adverse drug
reaction reports.”
http://www.adrreports.eu/EN/search.html
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92

EMA

Page 15 lines
19-23

Data from EudraVigilance are already published in the
European database of suspected adverse drug
reaction reports.
This website allows users to view the total number of
individual suspected side effect reports submitted to
EudraVigilance for each centrally authorised medicine.
Users can sort these reports by age group, sex, type of
suspected side effect and outcome.
http://www.adrreports.eu/EN/search.html

Accepted. The wording has been changed as
follows: Data from EudraVigilance are published in
the European database of suspected adverse drug
reaction reports.

93

EMA

Page 15 lines
24-25

This sentence is not understood. How this can be
identified in advance?

For instance, when the product belongs to a
therapeutic category for which the risks are known.

94

EFPIA

p.15, l. 17 25-27

The description of the PSUR seems out-of-date. The
PSUR examines the overall safety profile of an
integrated benefit-risk evaluation of the medicinal
product at set time periods and, as such, will consider
the overall benefit-risk profile of the medicinal product.
PSURs are now public documents that can be
requested through the EMA when the decision making
process is complete.
In general, as it relates to comparing safety profiles
across different therapeutic agents, careful
consideration should be made relative to:
 Remaining unmet need for therapeutics in this
space (even when there are a number of treatment
options)
 The nature of key product safety topics in terms of
the ease of identifying subgroups of patients at
risk, burden of monitoring requirements, required
treatments for the event if it occurs, and the
outcomes of the patients that had developed the
event

Accepted. PSUR description has been updated
according to the Guideline on good
pharmacovigilance practice (GVP). Module VIIPeriodic safety update report. Data for coming into
effect: 2 July 2012 . Available at:
http://www.ema.europa.eu/docs/en_GB/document_lib
rary/Scientific_guideline/2012/06/WC500129136.pdf
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Most importantly, factoring the perspective of the
patient with the underlying disease and their
tolerance for accepting the risk of these events

95

EMA

Page 15 lines
54-55

Suggested to rephrase as follow:
unidentified risks. A summary of the RMP will be
publicly available according to new European
legislation

Accepted. The text was changed accordingly.

96

EuropaBio

Page 16, line 20

While it is agreed that early signal detection is the role
of regulators, there should be recognition that as
regulators continue to evolve post-approval
pharmacovigilance data collection, there will be
increased interest in the utility of such data collection
for further HTA assessment, including assessment of
effectiveness and safety endpoints.

We agree on this point, In fact, data collected in the
post approval phase have been already considered
as a source of information in this guideline.

97

EMA

Page 16 lines
21-56

Suggested to rephrase as follow:
After the marketing authorisation the safety profile is
continuously monitored by pharmacovigilance systems
of regulatory agencies. Spontaneous reports of
suspected adverse drug reactions , such as
spontaneous reporting. They provide important early
signals of safety concerns and include:
At European level:
Eudravigilance database, which collects reports
received from the EU regulatory agencies and from
pharmaceutical companies. At present data are not
accessible to patients and professionals. However the
new Regulation (Regulation (EU) No 1235/2010 of the
European Parliament and of the Council of 15
December 2010) states that the data held on the

Accepted. The text was amended accordingly.

Accepted. The description of Eudravigilance
database and of Vigibase Services has been
changed as suggested: “Eudravigilance database,
which collects reports received from EU regulatory
agencies and from pharmaceutical companies. Data
from EudraVigilance are published in the European
database of suspected adverse drug reaction
reports.”
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Eudravigilance database will be made They are
publicly accessible in an aggregated format together
with an explanation of how to interpret the data.
The periodic safety update report for marketed
pharmaceuticals (PSUR) provides an overview of the
benefit-risksafety of the product, and analysesincludes
all adverse reactionsevents reported in the period
since the last PSUR. At the present time the PSURs
are not publicly available.

PSUR description has been updated according to the
Guideline on good pharmacovigilance practices
(GVP). Module VII- Periodic safety update report.
Data for coming into effect: 2 July 2012 . Available at:
http://www.ema.europa.eu/docs/en_GB/document_lib
rary/Scientific_guideline/2012/06/WC500129136.pdf

At US level:
The Adverse Event Reporting System (AERS), which
is the database which supports the FDA's postmarketing safety surveillance program for all approved
pharmaceuticals and therapeutic biological products. In
MedWatch website FDA collects information about
adverse reactions. At present data are publicly
available.
Accepted.
At international level:
Vigibase Services, which is an international collection
of spontaneous reports of suspected adverse reactions
medicine safety data, from countries participating in
WHO Program for International Drug Monitoring and is
maintained by Uppsala Monitoring Centre. National
and regional centres in all official and associate
member countries have access to the data.
Early signal detection is the task of regulatory
authorities and not really of HTA assessors. Unless
confirmed by regulatory authorities, they should not,
even if it may contribute to a re-appraisal of a

Accepted. The last sentence was changed in: Unless
confirmed by regulatory authorities, they should not
contribute to a re-appraisal of a pharmaceutical by a
HTA agency. There are other possible safety triggers
for re-appraisal of a pharmaceutical: relevant serious
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pharmaceutical by a HTA agency. There are other
possible safety triggers for re-appraisal of a
pharmaceutical: relevant serious adverse events
observed post-authorisation that may change
benefit/harm balance or published literature data
indicating an increased risk (e.g. increased incidence
of cancer). However, this information is assessed by
regulatory authorities and, if they change the benefitrisk balance, appropriate measures are taken so that
the benefit-risk balance remains positive.

adverse events observed post-authorisation that may
change benefit/harm balance or published literature
data indicating an increased risk (e.g. increased
incidence of cancer). However, this information is
assessed by regulatory authorities and, if they
change the benefit-risk balance, appropriate
measures are taken so that the benefit-risk balance
remains positive.

98

EFPIA

p. 16, l. 23

The term “easily detectable adverse event“ is vague.
The term “detectable” is qualifying the adverse event
which has not been defined before.

The term “easily detectable adverse events” stands
for events which are easily captured in clinical trials
(e.g. common adverse effect). (Loke 2007)

99

SBU

P 16 and 17, p
18, 2.4.2

The discussion in these pages is better and more
thoughtful of RCT and observational studies and
should be more clearly formulated in the
recommendations.

The recommendations are supposed to be synthetic
statements and they should be read in conjunction
with the explanation given further in the text.
Nevertheless the 4th recommendation has been
changed in: Main sources of information of HTA
assessors are:
-

100 EMA

Page 17 lines 17

Suggested to rephrase as follow:
a restriction of conditions of use or the need of periodic

EPAR, SPC and RMP (when available)
Published and unpublished (where acceptable
under the specific HTA system guidelines)
randomised clinical trials
- Manufacturer dossier
- Unpublished full study reports
(where
acceptable under the specific HTA system
guidelines)
- Observational studies
Accepted. The sentence was changed to: However,
this information is assessed by regulatory authorities
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diagnostic procedures, among others. At re-appraisal,
identified safety concern of a pharmaceutical (e.g.
incidence of hepatotoxicity) is compared to the same
safety concern (incidence of hepatotoxicity) of a
comparator. Nevertheless, Moreover when assessing
a pharmaceutical for reimbursement decisions signals
from other countries where the technology is already in
use should be considered. the whole overall safety
picture of both medicines has to be considered, in
order to assess other advantages/disadvantages.

and, if they change the benefit-risk balance,
appropriate measures are taken so that the benefitrisk balance remains positive (a restriction of
conditions of use or the need of periodic diagnostic
procedures, among others). At re-appraisal, identified
safety concern of a pharmaceutical (e.g. incidence of
hepatotoxicity) is compared to the same safety
concern (incidence of hepatotoxicity) of a
comparator. However the whole overall safety picture
of both medicines has to be considered, in order to
assess other advantages/disadvantages.

We mean that RCTs may be not long enough to
capture adverse reactions which occur after a long
period. This terminology is widely used to describe
these types of adverse reactions (Loke 2006; Chou
2010)
The term “benefits” was used in the text in purpose to
reflect a wider context of the issue.

101 EFPIA

p. 17, l. 13

It is unclear what is meant with “long-term adverse
events”. Does it mean adverse event associated with
long-term exposure?

102 EuropaBio

Page 17, line 26

While RCTs may be considered the best standard for
evaluating efficacy, it must be remembered that these
guidelines address relative effectiveness assessment.
Suggest: Comments in this section are checked for
consistency with the guidelines on internal validity and
applicability, and an instruction given here to refer to
those guidelines also.

103 EFPIA

p. 17, l. 38

Additional strategies for detecting unpublished safety
signals should be included here.

The text states: “This kind of information may be
collected searching abstracts presented during
congresses.” Moreover it has been added: “through
the public assessment report performed by regulatory
authorities. “ More information on this issue is
provided in the paragraph 2.3.5.
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104 EMA

Page 17 lines
38-55

Suggested to rephrase as follow:
From RCTs data on well-recognised, frequent, easily
detectable adverse reactionsevent can normally be
identifiedobtained.1 Whether or not information on rare
and long term events that occur in clinical practice can
be inferred from RCT, depends on the size and other
features of the trials, but this also applies to all other
types of studies. Clinical trials are usually powered to
detect statistical significance of possible benefit(s) of a
pharmaceutical and only secondly designed to study
safety.1,2, As a result the evidence on adverse events
generated by RCTs may not be conclusive .
Patients included in clinical trials may not reflect the
features of populations who will undergo the treatment
in clinical practice affecting the external validity of the
trial.1 In fact RCTs may fail in identifying risks in
populations not included in the trial. Depending in the
design of the study, some categories of reactions such
as reactions where young or old age is a risk factor,
the effect of the medicine on other diseases, the effect
on the pregnancy, reactions related to female sex,
reactions due to genetic variations in different ethnic
groups, those associated with other uses not part of
the trial,unlabelled use of the medicines, withdrawal
effects, and unfavourable changes in death rate
because of low number of participants and short period
of observation.
Although head to head RCTs are the most direct
evidence on comparative safety, placebo-controlled
RCTs may be important to obtain information on
absolute and relative risks and more precise estimates
of adverse reactionsevents.2

Accepted. The text was amended accordingly.
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105 EMA

Page 17 line 44

This is not the consequence as whether safety is a
primary or secondary objective, but the consequence
of sample size, inclusion/exclusion criteria and study
duration

106 EMA

Page 18 lines 34

Suggested to rephrase as follow:
abstracts presented during congresses and through
the public assessment report performed by regulatory
authorities.

107 OSTEBA

Page 18, line 8

(Add an advice to) Refer to the internal validity
document and its recommendations on the use of "risk
of bias" and Cochrane Handbook

108 EMA

Page 18 lines 930

Suggested to rephrase as follow:
RCTs are considered the best standard for evaluating
benefits, but for safety assessment the use of
additional sources of information is normallycould be
necessary.2
In some cases, observational studies provide a wider
number of participants observed for a longer period of
time and may be more likely to capture rare and long
term events.11 Whether or not data from observational
studies have higher degree of external validity than
RCTs, depends on the specific question and the
design of specific studies. Nevertheless, because of
the lack of randomisation the observational studies are
more subject to potentialrisk of bias, which are
normally taken into account in the design itself or in the
data analysis.
There is debate concerning the capacity of the different
study designs (randomised controlled trials and

It was specified in the previous sentence: “Whether
or not information on rare and long term events that
occur in clinical practice can be inferred from RCT,
depends on the size, duration and other features of
trials, but this also applies to all other types of
studies.”
Accepted. The text was amended accordingly.

To assure consistency with other guidelines, the
reference to other relevant EUnetHTA guidelines is
reported at the beginning of the document in the
paragraph 1.4.
Accepted. The wording has been changed as follows:
RCTs are considered the best standard for
evaluating benefits, but for safety assessment the
use of additional sources of information could be
necessary.2
In some cases, observational studies provide a wider
number of participants observed for a longer period
of time and may be more likely to capture rare and
long term events.11 Whether or not data from
observational studies have higher degree of external
validity than RCTs, depends on the specific question
and the design of specific studies. Nevertheless,
because of the lack of randomisation the
observational studies are more subject to risk of bias,
which are normally taken into account in the design
itself or in the data analysis.
There is debate concerning the capacity of the
different study designs (randomised controlled trials
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observational studies) to yield reliable quantitative
estimate of the adverse eventreactions.
Papanikolaou et al. found that the non randomised
studies are often conservative in estimating absolute
risks. These differences were largely due to
inconsistencies in study populations. On the other
hand a recent review presented no difference on
average between estimates of adverse events from
meta-analyses of RCTs and of observational studies.
Therefore it suggested evaluating a broad range of
studies to obtain an exhaustive assessment of adverse
reactionsevents with wider generalisability. 17
Observational studies based on analyses of large
administrative database are efficient in providing
information on safety issues, since they can be
performed in shorter timeframes. They are probably
more useful for evaluating serious adverse events that
are more reliably reported and recorded than less
serious adverse events that may not? generate a
specific clinic visit or diagnostic code.2 However in
general the use of these sources requires a properly
designed study to provide the information. 11

and observational studies) to yield reliable
quantitative estimate of adverse reactions.
Papanikolaou et al. found that non randomised
studies are often conservative in estimating absolute
risks. These differences were largely due to
inconsistencies in study populations.viiOn the other
hand a recent review presented no difference on
average between estimates of adverse events from
meta-analyses of RCTs and of observational studies.
Therefore it suggested evaluating a broad range of
studies to obtain an exhaustive assessment of
adverse reactions with wider generalisability.viii
Observational studies based on analyses of large
administrative database are efficient in providing
information on safety issues since they can be
performed in shorter timeframes. They are probably
more useful for evaluating serious adverse events
that are more reliably recorded than less serious
adverse events that may not generate a specific
clinic visit or diagnostic code.2

109 EuropaBio

Page 18, line
11-12 and
following

As per comments for page 17
“While RCTs may be considered the best standard for
evaluating efficacy, it must be remembered that these
guidelines address relative effectiveness assessment.
Suggest: Comments in this section are checked for
consistency with the guidelines on internal validity and
applicability, and an instruction given here to refer to
those guidelines also.”

The term “benefits” was used in the text in purpose to
reflect a wider context of the issue.

110 EMA

Page 18 lines

all studies needs a properly designed protocol to

The sentence has been deleted.
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29-30

provide information

111 EMA

Page 18 line 33

In the text, reference is made in general to individual
case safety reports, and not only to published case
safety reports.

Accepted. The title has been changed.

112 EMA

Page 18 lines
35-46

Suggested to rephrase as follow:
Published case reports are useful to collect data on
uncommon, unexpected or long-term adverse
reactionsevents not normally which may differ from
those identified in clinical trials. One of the most
important advantages of case reports is to contribute to
signal generation which may then be confirmed by
further studies. ,
A study showed that the 90% pharmaceuticals
withdrawals from French market between 1998 and
2004 were supported by spontaneous reports of
suspected adverse reactionscase reports. This study
was in accordance with Arnaiz et al which investigated
reasons for withdrawals of pharmaceuticals in Spain
between 1990 and 1999. However it should be
pointed out that case reports present relevant
limitations, being their role the generation of signals
that need to be further confirmed. Limitations
includeing ththe lack of important information, such as
conclusive evidence and an estimate of the
incidence.11 In addition, even though they may beare
published in scientific journals they are seldom
subjected to confirmatory investigations.

Accepted. The text was amended accordingly.
However, the term “unexpected reactions” should be
kept in the text, meaning unknown risks of the
medicine and not identified in clinical trials.

113 EMA

Page 18 line 52

Suggested to rephrase as follow:
on adverse reactionsevents may be problematic.24,25,26

Accepted.
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114 EMA

Page 19 line 3

Suggested to add:
In the EU, abstracts and summary results of post
authorisation safety studies requested by regulatory
authorities to marketing authorisation holders will be
public according to new legislation.

Accepted. The text was amended accordingly.

115 OSTEBA

Page 19, line 35

Remove the source and include some annotation on
the source but after the title of the table (line 2) and
reference the source in the bibliography

Accepted. The reference was reported in the title:
Table 1. Practices to avoid in reporting adverse
events in RCTs (Ioannidis JP et al. 2004).

116 EMA

Page 19 line 9

Suggested to rephrase as follow:
HTA assessors should adequately assess the
potentialrisk o for bias of studies and the quality of

Not accepted..
See answer to comment 35.

117 OSTEBA

Page 19, lines
19-31

We suggest modifying all the section 2.4.3. to be more
consistent with the document "internal validity", where
it is generally recommended not to use scales and to
use the use of quality measurement tools, rather than
tools to improve the quality of reporting

Not accepted. Observational studies are not covered
by internal validity guideline.

118 EMA

Page 19 line 24
note (2)

Suggested to cite ENCePP. The European Network of
Centres for Pharmacoepidemiology and
Pharmacovigilance (ENCePP®) is a collaborative
scientific network coordinated by the European
Medicines Agency and developed in collaboration with
European experts in the fields of
pharmacoepidemiology and pharmacovigilance. Its
goal is to further strengthen the postauthorisation
monitoring of medicinal products in Europe by
facilitating the conduct of multi-centre, independent,
post-authorisation studies focusing on safety and on
benefit:risk, using available expertise and research
experience across Europe. This network comprises

Accepted. The link to the ENCePP has been inserted
in the paragraph 2.3.1 regulatory sources - data at
post approval phase. “The European Network of
Centres for Pharmacoepidemiology and
Pharmacovigilance (ENCePP) Database of Research
Resources which is a public, fully searchable
electronic index of the available EU research
resources in the field of pharmacoepidemiology and
pharmacovigilance. ENCePP is a collaborative
scientific network coordinated by the European
Medicines Agency and developed in collaboration
with European experts in the fields of
pharmacoepidemiology and pharmacovigilance. Its
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relevant research centres, medical-care centres,
healthcare databases, electronic registries and existing
European networks covering certain rare diseases,
therapeutic fields and adverse drug events of interest.
http://www.encepp.eu/structure/index.html

goal is to further strengthen the post-authorisation
monitoring of medicinal products in Europe by
facilitating the conduct of multi-centre, independent,
post-authorisation studies focusing on safety and on
benefit:risk, using available expertise and research
experience across Europe.”

119 EMA

Page 19 line 24
note (2)

Early 2010 saw the launch of the ENCePP Database
of Research Resources which is a public, fully
searchable electronic index of the available EU
research resources in the field of
pharmacoepidemiology and pharmacovigilance. The
research database has two components, the Inventory
of ENCePP research centres and networks, and the
Registry of EU data sources. The resources database
is complemented by one of the network's most
ambitious projects to date, the E-Register of Studies
which was released in November 2010. The ERegister provides a publicly accessible resource for
the registration of pharmacoepidemiological and
pharmacovigilance studies.

See answer to comment 118.

120 EMA

Page 19 line 25

A further milestone was achieved with the adoption by
the ENCePP Steering Group in May 2010 of the
'ENCePP Code of Conduct'. The Code of Conduct
provides a set of rules and principles for
pharmacoepidemiology and pharmacovigilance studies
as regards best practice and transparency, thereby
promoting scientific independence of such studies. In
parallel, the 'Checklist of Methodological Standards for
ENCePP Study Protocols' (now named the 'ENCePP

See answer to comment 118.
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Checklist for Study Protocols') was developed to
stimulate researchers to consider important
epidemiological principles when designing a
pharmacoepidemiological study and writing a study
protocol, to promote transparency regarding
methodologies and design used in
pharmacoepidemiological studies performed in the EU,
and to increase awareness about developments in
science and methodology in the field of
pharmacoepidemiology.
121 EMA

Page 19 lines
26-37

Suggested to rephrase as follow:
It is recommended to evaluate both the potential for
risk of bias of individual studies and the quality of data
on adverse events. For the assessment of potential
forrisks of bias several methods are available and they
may be in the form of scales, checklist or individual
components. A tool was developed by the Cochrane
Collaboration. In any case methods used to assess
the potential for risk of bias should be clearly described
and results should be reported, also in table format.
Moreover it should be explained how the information
on potential for risk of bias will be used in the synthesis
of data.44
In assessing quality of data HTA assessors should
evaluate two main aspects:
o
how adverse events were identified and
collected and
o
how they were reported.
HTA assessors should bear in mind that methods used
to monitor or detect adverse effects greatly influence
their reported e frequency of adverse events. 1,7,11 As
a result, studies using different

Not accepted.
See answer to comment 35.

Accepted.
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SPECIFIC COMMENTS
122 GlaxoSmithK
line

P20, LL1-4

123 GlaxoSmithK
line

P20, L5

Observational studies using database information are
mentioned, yet other sources of data are not.
Consider mentioning other sources such as primary
data collection, existing cohorts, disease registries,
medical chart abstraction, etc.

Accepted. Other sources of information were
included such as post-authorisation data from
regulatory authorities and country registries.

124 EMA

Page 20 line 13
word “some”

Not applicable to observational studies using
secondary sources of information (eg electronic
healthcare records)

The aim of the comment was not well-understood

125 OSTEBA

Page 20, lines
34-44

We suggest modifying the section 2.5.1. to be more
consistent with the document "internal validity", where
it is generally recommended to use Cochrane
Collaboration approach, rather than tools to improve
the quality of reporting like PRISMA.

Not accepted. The 2.5.1 paragraph of this guideline
provides recommendation on how to report studies
characteristics and is not related to the assessment
of risk of bias.

126 EFPIA

p. 21, l. 20

Guidance on how zero event rates should be handled
in the calculation of relative risks would be useful, as
would be guidance on what the comparator in the
relative risk calculation should be (presumably, the
comparator arm of the trial), and guidance on how to
adjust the relative risk calculation for observational
studies where there may be confounding or effect
modifying variables that occur at different frequencies
in the treatment arms.

Accepted. The reference to the guideline on direct
and indirect comparison is given at the beginning of
the document.
In reference to the second point the following
sentence has been added to the paragraph 2.5.2: “If
the adverse effects data are from an observational
study, the relative risk estimate should be adjusted
for potential confounding/effect modifying factors.”

Confusing sentence. Consider rewording: ‘It is
necessary to assess the data quality of adverse events
in observational studies. RCT information may help
inform this assessment’.

Accepted. The sentence was changed as follows: “It
is necessary to assess the quality of data on adverse
reactions in observational studies. Most of the
considerations presented for RCTs are valid and
helpful also for observational studies.”
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SPECIFIC COMMENTS
127 GlaxoSmithK
line

P21

Consider adding a column to the table and a bullet to
the list of items to include: description of comparator
group/arm. This may differ between studies and
directly affects interpretation of risk estimates.

Accepted. The wording has been changed:
“According to these schemes useful information to be
reported by HTA assessors are the following:
methods (study design and follow-up period);
participants for both arms (setting, age, sex and
country/geographic area, if appropriate race),
intervention and comparator(s) (for pharmaceuticals:
the name, dose, frequency, route of administration,
duration), and outcomes. It is important to consider
and to report the exposure of patients to the
treatment. Methods used to collect adverse events
should be described as well (see table 2. as an
example).”

128 EMA

Page 21 line 23

Suggested to rephrase as follow:
studies in meta-analysis. A study is judged according
to three aspects: the selection of the study

Accepted.

129 EMA

Page 21 lines
26-27

Suggested to rephrase as follow:
Also for observational studies it is necessary to assess
the quality of data on adverse reactions events
included in studies and most of considerations
presented for RCTs are valid and helpful

Accepted.

130 EMA

Page 21 line 55

Suggested to rephrase as follow:
assessors should clearly describe included sources of
information, potential forrisk of bias and

Not accepted..
See answer to comment 35.

131 EFPIA

p.23, Table 4a

Please clarify that if the “Person-year “ column refers
to on-treatment or on-study duration.

132 EFPIA

p. 22, l. 13 ff.

If composite safety endpoints have not been reported,

The column refers to per treatment. This table was
given as an example of the use of composite
endpoints in safety. For further details readers can
consult the reference.
We agree with your observation. The guideline on
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SPECIFIC COMMENTS
they cannot be derived by the HTA assessor, as
patient-level data would be needed for this type of
analysis. This doesn’t become clear from the text.

composite endpoints which this guideline refers to,
explains this point in more details.

133 OSTEBA

Page 23, line
11-12

Remove the source and reference the source in the
bibliography

Accepted.

134 OSTEBA

Page 25, line 13

The meaning of MSAC should be either given or
included in the acronym list.

Accepted.

135 HTA SIG

Page 25 line 11
and line 43

Reword “..together with benefits…” to “..together with
relative benefits…”

Accepted.

136 EFPIA

p. 25, l. 15-22

These considerations do not seem appropriate in this
guideline. Without considering the benefit side, no
recommendation on the coverage decision purely
based on safety can be conducted. Additionally, other
considerations (beyond safety and efficacy) become
relevant for coverage decisions, such as the type of
disease, its prevalence and the availability of other
treatment options. Restrictions due to safety concerns
are a regulatory responsibility and typically dealt with
stating cautionary statements and contraindications in
the label.

We agree that not only safety aspects can impact on
coverage decisions and that also other
considerations, other than benefits, should be taken
into account. Nevertheless, they can influence price
and coverage decisions also in comparison to other
treatments.
The sentence was changed as follows: “While
performing REA, HTA assessors should describe
possible consequences of safety appraisal on
coverage decisions:
- coverage restriction: patients with
high risk of developing a serious
adverse event may be excluded from
a coverage
- reimbursement may be lower,
restricted or not acceptable for
pharmaceuticals
with
safety
concerns”
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137 EMA

Page 26 lines
22-31

Suggested to rephrase as follow:
At this stage HTA assessors should describe the
safety profile of the pharmaceutical in comparison to
the comparator(s), with special regard to the serious
and the most frequent adverse reactions, serious and
severe adverse events.
They should evaluate if differences identified in
adverse reactionsevents between the products are
clinically relevant. The evaluation of the clinical
relevance should be performed taking into account the
condition for which the treatment is used. For instance,
in chronic diseases non- serious adverse
reactionsevents may have important implications, as
they may impair the adherence to the treatment.
The HTA assessors should describe the limitations of
the evidence and analyse how these limitations may
affect estimates of the adverse reactionsevents.2

Accepted. The text was amended accordingly.

138 GlaxoSmithK
line

P27, Annexe 1
Strobe
statement

The Strobe statement is comprehensive, but additional
factors to report include:
a) Any validation of the case definition and/or
outcomes (or absence of outcome) in the data source either as part of the ongoing study or from literature.
b) Justification of the suitability of the proposed
case/outcome definition for the safety study.

Accepted. The text has been added to the paragraph
2.4.3

139 EMA

Page 27 lines
28-54

Suggested to rephrase as follow:
benefits which are well identified, some adverse
reactionsevents associated with a pharmaceutical
intervention may not be identified in advance.7
Moreover the identification of studies with data on
adverse reactionsevents is not necessarily

Accepted. The text was amended accordingly.
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straightforward for several reasons: some studies don’t
collect and provide data on the frequency of adverse
reactionsevents and, even when adverse
reactionsevents are evaluated, the information is not
reported in the title and abstract; in some cases papers
are not assigned indexing terms for adverse
reactionsevents, even though they contain data on
adverse events frequency, making difficult the
identification of the study.17
Clinical trials are usually powered to detect statistical
significance of possible benefits of a pharmaceutical
and only secondly designed to study safety.14 As a
result the evidence on adverse eventreactions
generated by RCTs may be inconclusive.2 Depending
on the size and duration, clinical trials may fail in
capturing long term and rare adverse eventreactions;
in order to identify uncommonrare adverse
reactionsevents they should enrol a larger number of
participants impacting negatively on time needed for
development of the pharmaceutical.14
In spite of these limitations the relative safety
assessment plays an important role in the relative
effectiveness assessment. The assessment of relative
safety together with benefits contribute to establish a
balanced assessment of the intervention and of its
therapeutic value and to support the payers in making
informed decisions on the coverage of the
pharmaceutical.
For these reasons it is important to assess adverse
reactionsevents and benefits with the same
methodological rigour and accuracy. It will be important
to consider the rules laid down by the new
pharmacovigilance legislation (Regulation (EU) No
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1235/2010 Directive 2010/84/EU) and their
implications for the safety assessment in the field of
Relative Effectiveness Assessment. In this regard,
HTA can take advantage of the input of the continous
benefit risk assessments to be performed by regulatory
authorities
When conducting relative safety assessment the
objectives of HTA assessors should be first to identify
available data on the adverse reactionsevents, then to
examine data quantify the adverse events in terms of
frequency, incidence, severity and seriousness and
finally to compare the safety
140 EMA

Page 28 lines 220

Suggested to rephrase as follow:
are EPAR, SPC, RMP (when available), manufacturer
dossier and published and unpublished (where
acceptable under the specific HTA system guidelines)
clinical trials. However oOther sources of information
such as( observational studies, registries and
confirmed relevant signals are also useful when
available. published case reports, country registers
and pharmacovigilance data) could be useful. Apart
from the lack of randomised clinical trials, reasons for
including data sources with higher risk of bias may be
long term events, rare events, or unknown adverse
events.
As the quality of primary data on adverse reaction
may be heterogeneous events was often considered
inadequate, it is important that HTA assessors
evaluate, apart from the potential for risk of bias, how
adverse events were collected and reported in the
studies.
The main characteristics of sources information should

Partly accepted. Manufacturer’s dossier is a part of
assessment file and will not be deleted (see answers
to comment 25 and 34).
The sentence has been changed as follows: “In rapid
assessment primary sources of information are
EPAR, SPC, RMP (when available), manufacturer
dossier and published and unpublished (where
acceptable under the specific HTA system
guidelines) clinical trials. Other sources of information
such as observational studies, registries and
confirmed relevant signals are also useful when
available.
As the quality of primary data on adverse reactions
may be heterogeneous, it is important to evaluate,
apart from the risk of bias, how adverse events were
collected and reported in the studies.
Main characteristics of sources information should be
reported and summarised in tabular form. Results on
adverse reactions, categorised by SOC, should be
reported in terms number of participants per study
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be reported and summarised in tabular form. Results
on adverse reactionsevents, categorised by SOC,
should be reported in terms number of participants per
study arm, number of patients excluded from the
analysis dataset, number of participants with the event,
absolute risk, incidence rate, relative risk (95% CI) and
the quality of evidence for the pharmaceuticals and the
comparator(s).
Finally a description of the safety profile of the
pharmaceutical in comparison with its comparator(s)
with special regard to the most frequent, serious and
severe adverse events should be given. External
validity and heterogeneity of the included sources of
information, considering all factors which may
influence the occurrence of adverse reactionevents
(follow up period, methods used to identify adverse
effects, study design, study size and characteristics of
the population includeds),

arm, number of patients excluded from the analysis
dataset, number of participants with the event,
absolute risk, incidence rate, relative risk (95% CI)
and the quality of evidence for the pharmaceuticals
and the comparator(s).
Finally a description of the safety profile of the
pharmaceutical in comparison with its comparator(s)
with special regard to the most frequent, serious and
severe adverse reactions should be given. External
validity and heterogeneity of the included sources of
information, considering all factors which may
influence the occurrence of adverse reactions (follow
up period, methods used to identify adverse effects,
study design, study size and characteristics of the
population included), should be taken into account in
the interpretation of findings.”

i

Loke YK, Price D, Herxheimer A, Cochrane Adverse Effects Methods Group. Systematic reviews on adverse effects. framework for a structured
approach. BMC Med Res Method 2007;7:32.
ii

Chou R., Aronson N, Atkins D, Ismaila AS, Santaguida P, Smith DH,Whitlock E, Wilt TJ, Moher D. AHRQ paper 4: assessing harms when
comparing medical interventions: AHRQ and effective Health Care Program. Journal of clinical epidemiology 2010; 63: 502-512.

iii

Golder, Loke Y, McIntosh HM. Room for improvement? A survey of the methods used in systematic reviews of adverse effects. Medical
Research Methodology 2006, 6(3):1-6.
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1

CADTH

General

2

EFPIA

General
comments
on all
documents

Page & Line
number

Comment / Suggestion of rewording
GENERAL COMMENTS
The recommendations in this document do not
address the appropriateness pooling HRQL data from
different instruments in meta-analysis. This might be
beyond the scope of this document, but I wanted to
take this opportunity to let you know that we are
currently working a methods project to assess the
appropriateness of this practice. At CADTH, we do not
presently endorse pooling across instruments and do
not anticipate that the results of our methods project
will support pooling across instruments. Recently
there have been a few papers suggesting methods of
pooling across instruments and our project will further
exploring the implications of such pooling.

Response by author
Thank you for this information. If your study is
published before publication of this guideline, it
can be added to the references list if appropriate.
Even if it is out of scope in the current guideline,
there does indeed not seem to be much scientific
support for pooling HRQoL data from different
instruments.

We refer to the EFPIA general comments to the first
batch of draft guidelines on relative effectiveness
assessment, which remain accurate for the second
batch of draft guidelines.

See comments and responses in the following
document “TABLEAU_HRQOL responses to
WP5 for public consultation corr MP (Aug 2012)
(incl. EFPIA)”

1) Overall, we note that the draft guidelines are a
summary of current good practices and are similar to
those found in a number of sources (e.g. ISPOR
Good Research Practices, Cochrane Handbook etc),
but recommendations are less clear.

1) There is a separate chapter with
recommendations. In each guideline, a reference
is made to the paragraph(s) where further
information can be found.

We also underline the need to ensure alignment and
consistency with regulatory guidance, in order to
avoid any unnecessary duplication between
regulatory and relative effectiveness assessment,
both at the time of launch and over time. In this
respect, we note that relative effectiveness data is
expected to develop and evolve during a product’s life
cycle. Not all of the guidelines cover this evolution of

It is correct that the basis of the work was an
overview of the “state of the art” for each
guideline topic in each EU country. For many
topics, there is convergent view on evidence
requirements for REA; in some areas,
divergences exist. Statements will be introduced
to highlight situations where recommendations
are based on consensus and where consensus
does not exist. EUnetHTA JA2 has put in place
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GENERAL COMMENTS
data type and availability during a product’s life-cycle.
It would be helpful to address this systematically in
each guideline and consider how post-marketing
inputs to REA could address some of the
uncertainties inevitable at initial assessment.

Response by author
early dialogues with technology developers and
multiple HTA bodies and elaboration of diseasespecific guidelines for technology development to
discuss possible divergences.
For REA draft guidelines including diseasespecific ones, existing clinical, regulatory and
HTA guidelines are always checked and
requirements aligned when adequate. EMAEUnetHTA collaboration has been put in place
and will be pursued in the framework of
EUnetHTA JA2.
Post-marketing and observational studies are out
of scope in the JA1. Post-marketing inputs to
REA may be addressed in JA2 if decided so by
EunetHTA partners.
However, we would like to highlight that :
- No explicit opinion is given on when
certain data can be collected.
- If considered relevant, it would be
efficient to consider the collection of
HRQoL data as soon as possible in order
to have all the necessary data in due
time (e.g. think about this when setting
up research protocols).
- Relative effectiveness assessment: do
not postpone gathering HRQoL
information to the post-marketing phase:
 problem of not having a good
comparator

2) Across the guidelines it becomes clearer that the
intention of EUnetHTA is to work on REA to support
decision-making and concretely product

2) Guidelines are primarily aimed to support HT
assessors to critically appraise manufacturers’
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GENERAL COMMENTS
reimbursement decisions. This would benefit from
being clarified in the EUnetHTA mandate and
recommendations, as well as to discuss some of the
implications in term of impact of European guidelines
on national decision-making. Overall, it is important to
ensure that any requirements set out by EUnetHTA
are feasible and reasonable and take into account the
difference in levels of development of systems across
Europe today.

3

EFPIA

General

1) This document is informative but very long and
difficult to read. It would help to reduce the text, to
make it more accessible. Readers needing detailed
background could be referred to the literature.
Furthermore, to avoid unnecessary confusion of
concepts and definitions (in relation to other guidance
documents), a glossary would be very helpful.

2) Related to the above, it is not very clear what
stakeholders should focus on or do differently after

Response by author
submissions; in addition, manufacturers may take
the guidelines’ recommendations into account
when preparing submissions. EUnetHTA
guidelines might contribute to alignment of the
methodology of assessment carried out across
Europe, although differences may remain (e.g.
relating to comparisons between indications or
only within indications). This is explained in
chapter 1.2 (it concludes with the following “In
summary, the purpose of the REA and the policy
context determine the best practice guidelines for
HRQoL measurement in the context of
REA.”)There is no intention to align national
decision making.
Product reimbursement decisions will depend on
the national context.
The goal of the EUnetHTA guidelines: be
applicable to as many countries as possible.
Therefore, differentiation between policy contexts
was sometimes necessary.
1) The text is long due to the multiple questions
received from different stakeholders for
justification and clarification. Recommendations
are summarised at the beginning in order to
make the document accessible for those who are
less interested in the background and reasons for
specific recommendations. Concepts and terms
are defined in the full report where they are being
applied for the first time.
2) See the 13 concrete recommendations.
Comment generally acknowledged. Indeed,
clinical development programme should generate
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GENERAL COMMENTS
reading the document. More concrete
recommendations and an effort to limit possibilities in
the discussion would be helpful. In particular, the
distinction between reimbursement context and
clinical context seems to be very artificial as there is
only one clinical development program generating the
needed data. All stakeholders will have the full body
of evidence available to them and selective emphasis
on certain data runs counter to other draft guidelines
where it is emphasized that all endpoints need to be
pre-specified in their hierarchy and be interpreted
accordingly (e.g. guidance on clinical endpoints and
internal validity).

Response by author
all data needed. The presentation of several
possibilities is due to “the difference in levels of
development of systems across Europe today”
(see comment 2). Drug reimbursement decisions
are currently made in different ways in different
health care systems across Europe (e.g. some
require CEA while others do not, some only make
comparisons within the same disease area while
others make comparisons across disease areas
etc). In order to make recommendations fit for the
different situations, we had to present the
requirements for each situation. It should be clear
from the guidelines, however, that to be able to
meet the requirements of all systems, a
combination of disease-specific and generic
HRQoL data will be necessary. With the
recommendations, the need to collect these two
types of information from the very beginning in
the clinical development programme has been
clearly underlined.
Hence, we do not want to selectively emphasise
on certain data, but on the contrary emphasise
the complementarities of different types of data.
“All stakeholders will have the full body of
evidence available to them”: rec. 13

3) It would be useful if the guidelines could address
how to bring features of new treatments which are of

3) Our point of view is that if features of new
treatments such as “ease of use” have an impact
on HRQoL, this should be picked up by the
regular generic or disease-specific instruments,
without adding a specific question about this
feature to the instrument to avoid framing effects.
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GENERAL COMMENTS
practical benefit to patients (e.g. oral formulations)
into the frame of HRQoL measurement.

4) We would also like to better understand the
statement that generic HRQoL is better (than diseasespecific HRQoL) to capture unexpected effects.

4

EuropaBio

General

Inevitably, the document describes the role and
measurement of utility values for purposes of
comparing VALUE across therapeutic areas and
interventions. This is moving beyond just the
assessment of relative effectiveness in economic
evaluation, but it is appreciated that in regard to
HRQOL (and generation of evidence for effect on
HRQOL) it is not practical to limit the discussion only

Response by author
If not, the specific feature may not be that
important for patients’ HRQoL and specific focus
should be avoided to avoid overestimation of the
impact of the new feature.
However, features such as ease of use may have
an impact on compliance and through
compliance on clinical endpoints. If this is
presumed to be the case, the impact should be
observed on clinical endpoints or, if not, will
remain highly uncertain. In the latter case,
confirmation of the hypothesis that compliance
will be improved, e.g. through observational
case-control studies, is required.
4) The risk of disease-specific instruments is that
they focus on items which are expected to be
improved or deteriorated through treatment.
Unexpected side-effects from new treatments
might then be omitted. A generic instrument
covers a broader range of HRQoL dimensions,
including those that might not be covered by a
disease-specific instrument. Therefore, they may
be more prone to capture also unexpected
impacts, both positively and negatively, on
HRQoL.
We fully agree. Thank you for this comment.
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Response by author

GENERAL COMMENTS
to comparisons of effectiveness alone.
5

EuropaBio

General

The document appropriately includes discussion of a
range of measurement and analysis issues.

Thank you.

6

GlaxoSmithKlin
e

General (All
Guidelines)

We applaud the initiative of EUnetHTA to develop
methods guidelines to support the good conduct of
relative effectiveness assessments of
pharmaceuticals. However we have some general
points to raise at this stage that are applicable to the
guideline development programme as a whole:

Comment acknowledged.

 Some more clarity on the purpose and intended
use of the guidelines would be helpful, in the form
of a standard introduction to each guideline. This
might include a brief rationale for the choice of
topics selected and future topics to be covered,
and the planned timing for reviews/updates of each
guideline. The status of these guidelines vis-à-vis
national guidelines on methods for HTA
assessment could be clarified.

The primary objective of EUnetHTA JA1 WP5
guidelines is to focus on methodological
challenges that are encountered by HTA
assessors while performing REA of
pharmaceuticals. See answer to comment 2,
point 2.
Each guideline already contains the scope and
problem statement that was the reason for
choosing a given topic. Timings for reviews and
updates of each guideline will be discussed and
established in JA2.
Accepted.

 These guidelines should be complementary with
minimal overlap: the whole set should be reviewed
together to ensure cross-referencing, and
avoidance of duplication.
 There are a number of authoritative guidelines
developed by national and international
organisations (for example ISPOR, SMDM,
Cochrane) and it would be useful to check for
overlap/consistency with these documents. In
particular it is important to check for consistency

Partly accepted.
EUnetHTA guidelines give EUnetHTA
methodological recommendations for REA of
pharmaceuticals, so consistency will not always
be possible.
However, while elaborating new general and
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with guidance covering the same methodological
areas developed for regulatory assessments.
 It would be useful to highlight more clearly within
the guidelines areas where there is less consensus
across HTAs in specific methodological aspects
related to HTA (and where therefore strong
recommendations cannot be made in a guideline).
For example, GSK’s experience is that there is a
divergence of views across national reimbursement
agencies in particular in the choice of relevant
comparator, the strength of evidence from indirect
and network meta-analyses and the status of
evidence for intermediate endpoints.
 The focus of these guidelines appears to be on the
evidence (largely from clinical trials) likely to be
available at the time of launch of a new medicine
and therefore potentially included in submissions to
reimbursement/HTA agencies at this stage.
Valuable relative effectiveness data, especially
from observational studies, may become available
at later stages and may be available for later
submissions or (planned) reviews that may be
undertaken by HTA organisations. Such data may
indeed be collected through managed access
schemes that are agreed with reimbursement
authorities and may serve to clarify or reduce
inherent uncertainties at the time of the first
appraisal. There is increasing interest in pragmatic
trials (which may make use of existing electronic
data collection systems) which if executed as
Phase 3b studies may deliver valuable information

Response by author
disease-specific guidelines, existing clinical,
regulatory and HTA guidelines will be checked
and requirements aligned when adequate.
Accepted.
See answer to comment 2, point 1. Statements
will be introduced to highlight situations where
recommendations are based on consensus and
where consensus does not exist.

Observational studies and pragmatic trials are
not in scope of JA1, but may be covered in JA2 if
decided so by EUnetHTA partners. (see answer
to comment 2, point 1)
Initiatives such as Innovative Medicines Initiative
“Incorporating real-life clinical data into drug
development” may be helpful in this field.

10
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GENERAL COMMENTS
in time for reimbursement submissions.
 Some key areas appear to be missing from this
first set of guidelines. For example: interpretation of
data from superiority vs non-inferiority studies,
systematic reviews of effectiveness and safety
(which merit a separate guideline to ‘direct and
indirect comparisons’), utility assessment (which
should be separated out from health related quality
of life), prospective observational studies of
effectiveness (including registries – especially but
not only focusing on control of bias) and
retrospective observational studies (including
database analysis). Pragmatic controlled trials may
also merit special attention, as might the role of
modelling in relative effectiveness assessments.

 Some of the draft guidelines are written more in the
form of a literature review or working document
than a guideline for HTA assessors. Generally the
documents have a lengthy section 2 (Synthesis of
literature) and a relatively short Section 3
(Discussion). The Discussion section could be
expanded to focus more on the needs of the
primary customer (assessors for National HTA
organisations): what are the key issues to look for
when performing an assessment?, and provide a
better link back to the recommendations section.

Thank you for these proposals. Some are general
methodological issues, not specific for REA (such
as superiority vs non-inferiority studies), some
are already done by others (systematic reviews
of effectiveness and safety) and some are out of
scope in JA1 (prospective observational studies
of effectiveness including registries and
retrospective observational studies including
database analysis). The latter may be covered in
the JA2 if decided so by EunetHTA partners. The
process itself will be discussed and elaborated at
the beginning of JA2.
Depending on the context/country, utility
measures are needed (e.g. to calculate QALYs).
Therefore, a reference to utilities is already made
in the HRQoL guideline (see paragraph 2.1.3). If
a guideline would be developed specifically about
utility assessment later on, there would then at
least not be a contradiction with the HRQoL
guideline.
Comment acknowledged. Adaptations will be
done where possible.
This preference differs from person to person.
Some reviewers wanted more information, others
less. We think the current solution with a
summary is a good approach that will satisfy
most people.
By mentioning what should be used (see
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This might have to be done at the expense of
some of Section 2 (Synthesis of literature), which
could be shortened in some of the guidelines
(especially Health Related Quality of Life and Utility
measures).

7

GlaxoSmithKlin
e

General

This guideline is a rather lengthy and probably could
be compressed. There seems to be one main point:
use both disease specific and generic HRQoL
instruments. The rationale for and methods used to
derive utility measures (patient or population
preferences for health outcomes) are somewhat
distinct from general considerations of HRQoL
instruments and for clarity could be handled in a
separate guideline

8

GlaxoSmithKlin
e

General

The guideline is largely focused on clinical trials:
specific consideration of the issues relating to
inclusion of HRQoL instruments in pragmatic trials or
observational studies would be of value. HRQoL data
from unblinded treatment allocations (e.g. comparison
of devices or frequency of administration) collected
using pragmatic designs may be valuable for REA.

Response by author
recommendations), we implicitly also say what
should be looked at in an assessment. The goal
of the guideline is not to say what is e.g. a
sufficient and clinically relevant improvement
(since is impossible since this will be dependent
from many other factors).
The text is long due to the multiple questions
received by different stakeholders for
argumentation and clarification.
Recommendations are summarised at the
beginning in order to make the document
accessible for those who are less interested in
the background and reasons for specific
guidelines.
We do not entirely agree that the rationale and
methods for utility assessment are distinct from
those for HRQoL assessment. HRQoL
information is used to estimate QALYs (by
combining utilities (as a reflection of HRQoL) and
life years). Therefore, we think it is appropriate to
address utilities in this context as well.
The guideline is not about the most appropriate
research design and is not excluding any type of
study.
Discussion on the appropriate study design is out
of scope. However, it is clear that in practice the
evidence available for REA frequently comes
from clinical trials and this has indeed some
major advantages, not only for the assessment of
the HRQoL impact.
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9

GlaxoSmithKlin
e

General

1
0

HTA SIG

General

1
1

LEEM

Comment / Suggestion of rewording
GENERAL COMMENTS
Some consideration should also be given to the issue
that trials are not powered to detect differences in
HRQoL endpoints, yet the resulting data may be of
importance - not only as supporting evidence for
(clinical) effectiveness but also providing valuable
information on events and health states (across
treatment arms), for example for use in economic
evaluations.
Who is the target audience for this guideline? Clinical
researchers, statisticians, health economists? Is it
intended to provide guidance for the planning of
clinical trials to be used in the assessment of REA? It
may be helpful to have a statement as to the
audience it is intended for and the scope of the
guideline in terms of when it should be implemented.

We have no major remarks on the methodology of the
5 guidelines.
But it would be helpful to consider how post marketing
inputs to REA could address some of the
uncertainties inevitable at initial assessment. Each
document could comment on the role of observational
data sources.

Response by author
We recognize that even underpowered evidence
on HRQoL could provide useful information. The
data should be presented with the uncertainty
around the HRQoL estimates. (see paragraph
2.1.7) .

The target audience are the assessors who need
to evaluate HRQoL evidence provided by drug
manufacturers and clinical researchers. By
addressing the requirements for HRQoL data for
REA, we intend to influence the clinical
researchers in how they set up trials for the
demonstrating the relative effectiveness of
interventions.
A statement was added in the summary and in
the scope/objectives section.
See answers to comments 2 (point 1) and 6. This
topic is outside the scope in EUnetHTA JA1 and
HRQoL guideline (see above: the guideline is not
about the most appropriate research design or
when to gather specific data).
See statement in the summary and
scope/objectives about the purpose of the
guideline, suggesting that the guidance can help
R&D experts, setting up trials, to identify the
needs of assessors when HRQoL is to be
considered as a relevant outcome. It is important
to start in time with gathering HRQoL data (i.e.
not wait until after completion of the kay phase III
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GENERAL COMMENTS

1
2

LEEM

OVERALL

These evaluation tools are not very well recognized in
France and a position of HAS on this topic would be
appreciate.
This document is long and difficult to read. More
concrete recommendations would be helpful.

1
3

NOVARTIS

Overall –
general

In order to discuss health related quality of life, there
must be a broader discussion on the core societal
values as a basis for methodology/instrument
selection. For example: how to value dignity of life and
impact of palliative programs in the final days of life?
In this context, a utility-based methodology, like a
QALY, is not sufficient, thus requiring a broader
discussion on societal value.

trial) and do this in an appropriate research
design (since often much is expected from
observational data and while it often cannot
provide an answer to the initial research
questions (e.g. problems with comparator group
for measuring the relative effect)
The recommendations become rather complex
because we had to take differences in
reimbursement decision making processes
across health care systems into account.
Therefore, one is supposed to know what kind of
system is prevailing in their country to know
which ‘case’ applies. For example, if economic
evaluation is not a prerequisite for obtaining
reimbursement, some recommendations become
less applicable than others. It becomes less
important to use a utility measure when costutility analysis is not required. However, some
recommendations apply to all, such as the
recommendation to use both a generic and a
disease-specific HRQoL data as complementary
sources of information.
This is true of course, but beyond the scope of
this guideline. The fundamental societal
discussion on core values is moreover countryspecific. There could in principle be as many
(societal) opinions on how to value dignity of life
as there are countries (or even individuals). They
can be part of a full HTA, where besides REA
and cost-effectiveness/utility analysis also
organisational, ethical and legal aspects are
considered. This is clearly a much broader scope
than the one envisaged here.
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GENERAL COMMENTS

1
4

NOVARTIS

Overall technical

The paper opens with an admission that there is no
agreement on what constitutes HRQoL. Accordingly,
you cite many definitions but it does not offer a clear
definition. To use this methodology in a European
context without a clear definition will be a challenge.
Some measurement cited in the background are
called HRQoL instruments although they are tools to
measure symptoms (measures of impairments),
functions (activity limitations) or some aspect of
HRQoL, or even a combination of all.
A generic HRQoL measure is a utopian concept.
There are instruments that masquerade as generic
HRQoL instruments when in fact they are heavily
biased towards measuring some aspect of activity
limitation.
For example SF-36, EQ-5D and HUI are considered
to be generic HRQoL instruments but they are heavily
biased towards functional limitations, and decision
made on the basis of their use in clinical trial can lead
to very different / contradicting findings. Also note that
the current crop of generic instruments was not
created to assess responsiveness in clinical trials
settings.

This broad discussion might take place during
EUnetHTA JA2, if decided so by EUnetHTA
partners.
The definition included in section 1.1 is “HRQoL
is a patient’s general subjective perception of the
effect of illness and intervention on physical,
psychological and social aspects of daily life.”
That is true. We mentioned them to make a clear
distinction between these measures and what we
would call HRQoL measures, which we consider
to be broader in scope than just measuring
symptoms, functions or a limited set of HRQoL
dimensions.
Supposing that there is indeed a bias towards
measuring functional limitations, the following
comment (with respect to the EQ-5D but the
same applies to the SF-6D) can be made:
The scores for the health states that can be
described by the EQ-5D are derived from the
general public. If the people from the general
public give more weight to functional limitations
than to pain/discomfort or anxiety/depression, the
impact of impairments on functioning (mobility,
usual activities, self-care) on the utility score will
be higher as well. The opposite also applies: if
they would consider pain/discomfort and
anxiety/depression relatively more important than
functional limitations, this would be reflected in
the utility scores.
The guideline does not state that the
disadvantages of the generic instruments
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GENERAL COMMENTS

The document recommends that “authorities should
encourage researchers to always include a generic
instrument”, although the disadvantages of the
generic instruments outweighs the advantages of the
disease-specific instruments later in the document.
Whereas crude and out-of-date generic instruments
may have some utility in placebo controlled studies
their use in comparative studies should be
approached with extreme caution. When differences
between two comparators are razor-thin the most
appropriate decision making tool should be a disease
specific instrument and not a generic instrument.
Generic instruments are unlikely to detect treatment
differences (absence of evidence is not evidence of
absence).

1

SPMSD

General (for

The word “treatment” should be replaced with

outweigh the advantages of the disease-specific
instruments (disease-specific instruments have
many disadvantages as well!). It states that both
should be used as complementary sources of
information. Therefore, indeed, authorities should
encourage researchers to include both types of
instruments.
If differences between the treatment and the
comparator are razor-thin, it might indeed be the
case that the generic instrument does not pick up
any difference, but at least no deterioration would
be observed if the new intervention is better on
the disease specific outcomes than the
comparator. The societal question of the RE
assessor should then be whether an intervention
that is equally good as another one on a generic,
call it ‘rough’, HRQoL measure should be allowed
a higher price. The reimbursement will not be
denied if it is as good as the comparator, so it
becomes a price question. As price setting is out
of the scope of EunetHTA JA1 and of this
guideline (which focussed on HRQoL
measurement in the context of REA), this
decision is left open to the decision maker in
each country, who will decide what is relevant for
his country and what deserves to be reimbursed
at a higher price than a comparator; i.e. whether
they want to focus on the generic outcome or the
disease specific outcome. If only one of the two is
presented, the decision maker does not have the
opportunity to make a fully informed decision in
line with societal preferences.
Drugs or “pharmaceuticals” are aimed at
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GENERAL COMMENTS
“intervention” throughout the document as this
essentially excludes vaccination or any prevention
measures (eg screening) in this context.
Guidelines apply to 'pharmaceuticals', including other
class than drugs only.

Response by author
preventing, diagnosing and treating a disease.
The term “treatment” has been used in this
sense, but may be changed for clarity.

1
6

SBU

General

The guideline is a well-written document on a difficult
topic. It could very be useful in our organization to
educate project members about the use of HRQoL.

Thank you.

1
7

SBU

General

Much of the content has Fitzpatrick (1998) as
reference. However, there are various important and
more updated books about utility measurements that
may put some of the statements into perspective, See
for example:
Brazier et al.(2007). Measuring and Valuing Health
Benefits for Economic Evaluation. Oxford University
Press

Comment acknowledged.
Reference will be checked and included if
appropriate.

1
8

United
BioSource Corp
(UBC)

General

The report seems to make the distinction between
subjective HRQL measures and objective clinical
measures. While HRQL is based on patient reports
which are subjective, this does not preclude reliable
and valid assessment of functioning and well-being.

1
9

UBC

General

It is only when REA performed for the purpose of
informing health care professionals and patients that
the recommendation is this could be based on
disease-specific HRQoL instruments.

Comment acknowledged. It is not suggested that
HRQoL assessment could not be done in a
reliable and valid way. However, it cannot be
denied that there is a clear difference between an
objectively measurable outcome such as
mortality and an outcome for which there is no
gold standard against which its validity can be
ascertained.
Yes, that is correct. For the purpose of
reimbursement, comparisons will be needed with
other disease areas in one way or another, and
then you would need a generic instrument.
Even for a comparison within a disease, diseasespecific instruments might miss (un)expected
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GENERAL COMMENTS
2
0

UBC

General

Although the report does not come out directly and
state that the EQ-5D is preferred, the report tends to
imply this through frequent mention throughout the
report. The report writers do mention the HUI, QWB
and other utility measures.

2
1

UBC

General

The recommendations in the report appear rather
general and don’t seem very helpful in guiding HTA
groups.

2
2

UBC

General

The report writers seem to be concerned about
common metrics across diseases and populations,
but don’t mention item banks for various health
domains (i.e., physical function, fatigue, anxiety, etc.)
which can be used across groups and treatments.
With item banks, short forms and CATs can be
developed to tailor assessment to population. The
NIH PROMIS measures represent a good example of
item banks across different health domains.

2
3

UBC

General

In general, I find that the report just reviews previous
work on HRQL and various methods issues for HRQL
outcomes. Note that most recent references are for
2009.

side effects.
See paragraph 2.1.3.2, mentioning Quality of
Well-Being Scale (QWB), the Health Utilities
Index (HUI), the SF-6D (6 dimensions of the SF36), the 15D and the AQOL

It is unclear what is meant by “HTA groups”. This
guideline is meant for assessors of the relative
effectiveness of interventions. They highlight the
requirements for valid evidence on HRQoL. (see
answer to comment 11)
Symptoms have been kept outside the scope of
the current guidelines, as for these outcomes the
clinical endpoints guidelines apply.
The potential problem with the item banks is that
they compare populations that are not
comparable and that insufficient patient details
are available for correcting for these differences.

Obviously, guidelines need to be based on what
is known from previous work and take methods
issues into account.
The draft guideline has been elaborated in 2010
including the most recent references at the time.
If there are relevant references published more
recently and providing significant new insights,
they will be included.
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24

UBC

Page number
not given

Lines 3-18

25

UBC

Page number
not given

Line 25

In Line 25, it would seem more likely that the
disease-specific instrument would include domains
affected by the standard treatment and exclude ones
affected by the new treatment, rather than the other
way around as currently stated.

26

UBC

Page number
not given

Lines 4041

On a similar note, lines 40-41, utility measures are
proposed to ensure consistency of the evaluation of
REA, irrespective of whether they are able to
adequately reflect change. However, we
acknowledge that for clinical decision making disease
specific measures are recommended.

27

GlaxoSmithKline

Summary
P5, LL4-5

‘Because improvement in HRQoL is highly
subjective, it does not necessarily correlate well with

SPECIFIC COMMENTS
In the summary of the document, lines 3-18, which
sets the scene a distinction is described between
generic and disease specific measures focusing on
whether a profile or summary score is generated.
However, no mention in made as to the ability of the
respective measure to detect change is made, which
is surprising since one would assume this particular
attribute would be of high importance when a
measure is intended to demonstrate the relative
effectiveness of pharmaceuticals, the key [p-ripsoe of
this draft guideline.

Response by author

Comment acknowledged. Sentence
on responsiveness added in the
summary

That is exactly what is stated (italics
added): “disease-specific measures
[…] exclude dimensions of HRQoL
that are generally not affected by
the disease or standard
intervention, but might be affected
by the new intervention.” To
exclude dimensions that are not
affected implies that only
dimensions that are affected are
included, as you say.
Yes

Not accepted. We consider the first
sentence simpler, more complete
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28

EuropaBio

Pages 5-8

29

CADTH

P 5 lines
10 to 12

Comment / Suggestion of rewording
SPECIFIC COMMENTS
objectively measurable clinical benefits’ Recommend
either deleting or replacing with: ‘As HRQOL
assessments often ask about effects more distal to
ways in which a disease affects the way the patients
feel and function, it is sometimes difficult to
understand the treatment’s effects on HRQOL
measures. This is especially pronounced if
assessments of symptoms were not included in the
studies or if there is no correlation between
symptoms and HRQOL’
In some ways this document is more of a literature
review of the topic than a guideline. This is flagged in
the opening statement on page 2, where it is referred
to as “nonbinding recommendations”.
“A second distinction can be made based on the
result of the measurements: there are measures that
result in a HRQoL profile, with separate scores per
item or dimension of HRQoL, and measures that give
a utility index as a result.”

Response by author

and better understandable for
everybody than the second one.

Recommendations are always nonbinding, as there are so many
differences between countries in
what they consider necessary for
making reimbursement decisions.
OK

An index or overall score does not necessarily have
to be utility-based. I would recommend rewording as
…measures that give an overall index score as a
result
30

EFPIA

p. 5, l. 23

It is unclear why those would be two different
purposes. It is rather a matter of the perspective
taken than a feature of the used instrument. It is also
not specific to HRQoL measures, but such a
distinction would be true for so-called objective or
clinical measures as well.

The text reads as follows:
“Is the purpose of REA to inform
patients and health care
professionals about the HRQoL
benefit of an intervention as
compared to its comparator or is
the purpose to inform health care
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SPECIFIC COMMENTS
policy makers about the relative
value of a product?”

31

HTA SIG

Page 5,
lines 40-41

We would recommend noting that utilities should be
calculated using value sets relevant to the study
population

We agree that it is not a feature of
the used instrument. What we
argue is that the perspective taken
for REA determines the appropriate
choice of a HRQoL instrument. If
you want to make decisions about
the allocation of resources across
the healthcare system, you need
data generated with a generic
instrument. The same applies to
clinical measures indeed: if you
want to use REA for resource
allocation decisions, you need a
generic clinical outcome measure,
such as (quality-adjusted) life years
gained.
We acknowledge that this is an
approach recommended in some
countries. However, other countries
recommend using utility value sets
from the general public. Both
approaches have advantages and
disadvantages (using patientspecific utility values may have
important negative consequences
for these patient groups, especially
when coping is involved). Both
approaches have been mentioned
in the full text:
“Utilities could reflect either
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SPECIFIC COMMENTS

32

HTA SIG

Page 6,
lines 13-17

Should “coherence”,”(in)coherent” be replaced by
“consistency”, “(in)consistent”?

33

EFPIA

p.6, l.24

Disease-specific measures will not include
dimensions that are specific to the new treatment but
focus instead on overall dimensions of QoL that are
being impacted by the disease.

34

HTA SIG

35

OSTEBA

Page 6,line
28
Page 6,
line 28

patients’ preferences for specific
health states or the general public’s
preferences for these states.”
Accepted

The current text is the following:
“However, it should be noted that
the risk of focussing on diseasespecific measures is that they
exclude dimensions of HRQoL that
are generally not affected by the
disease or standard treatment, but
might be affected by the new
treatment, e.g. through side-effects
that were not present with the
standard treatment.”

Replace “the” by “to” (..important TO verify …)

So it is possible that elements that
have an impoact on HRQoL are not
reflected in the disease-specific
measure (e.g. because it is an
(un)expected side-effect of the
treatment under investigation). And
thus it was stated: “Therefore, it is
important to verify whether all
affected domains of HRQoL are
covered by the disease-specific
HRQoL instrument.”
Accepted.

Misprint. the  to

Accepted.
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36

EFPIA

p.6, l. 33

37

EFPIA

p.6, l. 41

38

UBC

Pg 7,
Summary

Comment / Suggestion of rewording
SPECIFIC COMMENTS
There are gold standards for development of PRO.
HRQoL being one of the elements that could be
measured with a PRO needs to follow these best
practices and regulatory guidelines (cf. ISPOR PO
task force, FDA, EMA).
This limitation is not specific to disease-specific
measures.
It would also be helpful to clarify that the “positively
affected” is validated and recognized as providing a
meaningful clinical benefit to the patient.

In the summary table (page 7) the recommendation
is to use generic utility measure in the interest of

Response by author

The development of PRO is out of
scope in this guideline. EMA and
FDA recommendations for PRO
development and assessment have
been referenced and should be
followed for regulatory purposes.
The text is as follows:
“Disease-specific instruments used
for reimbursement decisions within
one indication should not only
encompass dimensions expected to
be positively affected by a
treatment but also the dimensions
in which deterioration or no change
is expected. In other words, the
instrument needs to be
comprehensive in the HRQoL
domains covered.”
It would not be correct to add the
proposed sentence as it is not
always clear or validated what a
meaningful clinical benefit is to the
patient. Very often, it will be a
matter of appraisal what is
meaningful and is not, as this may
vary significantly between contexts
(effects on other endpoints, type of
disease, patient population
characteristics, type of available
treatment etc).
The recommendation is to include
both a disease- or population
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consistency with no mentioning of their ability to
reflect or detect change, thereby incurring a risk of
underestimating treatment benefits when used in
reimbursement applications.

39

UBC

Pg 7,
Summary
table

Similarly, the recommendation for use in resource
allocation decisions, a generic instrument is
advocated rather than a disease specific, despite the
well know fact that generic instruments are less
responsive to change. If no change is detected using
a generic measure the alleged benefit of an
intervention cannot be considered meaningful from a
societal perspective. This recommendation can be
disputed on the basis of the above weakness of
generic measures, an item that is addressed in the
draft guideline at all.

40

UBC

Pg 7,
Summary
Table

I don’t see why mapping to generic utility measures is
a problem, and in situations where the generic
preference measure is not very sensitive to treatment
effects in specific diseases, such as EQ-5D for
cataract surgery or age related macular
degeneration, disease-specific utility measures may
be needed. As an alternative disease specific
measures can be mapped to generic utility
measures.

Response by author

specific and a generic HRQoL
measure.
Remark: vice versa, diseasespecific instruments have problems
with measuring the impact on
general HRQoL:
- the treatment benefit on
general HRQoL might be
overestimated because e.g.
the influence of unexpected
side-effects is not well
taken into account, or
because the diseasespecific instrument focuses
on a specific element that
has no major impact or
importance for general
HRQoL.
- The disease-specific
measure is not always able
to tackle the impact of comorbidities on HRQoL
This is a rather strange reasoning.
Do you mean that it is better to map
a disease-specific instrument to a
generic if the generic utility
instrument itself does not show a
change in HRQoL? If the mapping
shows an impact on mapped
generic HRQoL, would that not be
an indication of the risks of
mapping; i.e. through mapping a
change in generic HRQoL could be
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SPECIFIC COMMENTS

41

EuropaBio

Page 7,
line 7-8

This statement overlooks the body of work on use of
preference studies as an alternative approach.
Suggest more flexibility e.g. “a utility measure or
generic HRQOL instrument associated with a
reference set of utility values should be considered;
studies that derive patient preferences by other
means may also be an option”. This is supported
elsewhere in the document e.g. on page 10, lines 1617 and lines 32-34.

demonstrated while this would not
be picked up by using generic
HRQoL instrument directly?
Mapping brings in another level of
uncertainty (e.g. mapping NYHA
and EQ-5D)
Comment acknowledged. The text
was always meant to refer to direct
utility instruments as well. In the
three mentioned passages, the
term “a utility measure” was used
for this purpose. In order to add
clarity, we added either between
bracket or as an clarifying phrase
the reference to TTO and SG,
which are both examples of direct
utility measures:
“a utility measure (Time Trade-Off
or Standard Gamble) or generic
HRQoL instrument [...].”
Page 10 line 16-17 (and further):
‘Alternatively, utilities can also be
measured directly using specific
utility measurement techniques that
do not require the use of a
descriptive or evaluative HRQoL
questionnaire, e.g. by means of
the Time Trade-Off (TTO) or
Standard Gamble (SG)”.
As lines 33-35 in the previous
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SPECIFIC COMMENTS
version refer to utility measures in
general (not specifically direct utility
measures), the text was maintained
as it was.’
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43

EuropaBio

EuropaBio

Page 7,
line 17-21

Page 7,
line 31-35

The recommendation for countries to adopt one
specific instrument for a national reimbursement
request that is widely used e.g. EQ-5D may be too
restrictive unless further qualified. Suggest: one
specific instrument for national reimbursement
requests that is widely used e.g. EQ-5D as well
additional disease specific measure or other
preference measures where the EQ-5D may not
reflect all relevant QOL issues (e.g Alzheimer’s
Disease or oncology).

The statement indicating the benefit of an
intervention cannot be considered meaningful from a
societal point of view if no improvement is seen on a
generic HRQOL instrument is a significant concern.
For example, the EQ5-D does not reflect cognitive
and behavioural impairments in Alzheimer’s Disease.
These require a disease-specific (at least dementia
and cognition specific) instrument and changes in
these should still be considered to be “meaningful
from a societal point of view”.
Suggest: If no improvement on such generic HRQOL
instrument is observed, improvement must be
documented on a suitably validated disease specific
HRQOL measure before any benefit can be

Line 25: ‘To improve comparability
and consistency’
Suggested rewording is not
acceptable, as it would be in
contradiction with the objective of
improving comparability and
consistency. The disease-specific
instruments will by definition vary
between diseases. However, for the
generic instrument it is
recommended to use one single
generic instrument for all diseases.
Text will be slightly modified:
“REA performed for informing
resource allocation decisions
across indications should
primarily be based on HRQoL data
obtained with a generic HRQoL
instrument, encompassing all
HRQoL dimensions in which
improvements are considered
important by the general public. If
no improvement on such generic
HRQoL instrument is observed, the
alleged benefit of an intervention is
less likely to be considered
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considered meaningful from a societal point of view”.

Response by author

meaningful from a societal point of
view, given the range of existing
health problems between which
public resources need to be
allocated.”
Moreover, in paragraph 2.1, it is
stated (in line with your comment):
“Disease-specific instruments can
be considered relevant in the
following cases:
[...]


Assessment of the HRQoL
benefits of a product compared
to a relevant comparator for the
same indication if no effect on a
generic HRQoL instrument is
found but a HRQoL benefit is
nevertheless assumed.

And (2.1.2.)
[...]
disease-specific
HRQoL
instruments are also useful in the
context of REA for policy making
purposes. They can allow to justify
reimbursement decisions that are,
with
apparently,
inconsistent
previous decisions. For example, a
positive reimbursement decision for
a pharmaceutical with the same
effect on HRQoL than nonreimbursed
pharmaceutical
for
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SPECIFIC COMMENTS
another indication, ceteris paribus,
might be justified by the diseasespecific HRQoL effects.
44

EFPIA

pp.7-9,
recommen
dations

45

EFPIA

p. 7,
recommen
dation 1

A fairly plausible scenario is that studies will need to
include both generic and disease-specific QoL
measures for REA. Working from this, it would be
helpful if the guidelines laid out a “base scenario” as
a reference point.
It is also unclear whether the guidance intends to
cover both, and whether the clinical decision making
wouldn’t be out of scope of this HTA guidance.

46

EFPIA

p. 7,
recommen
dation 2

The recommendation to require the use of both a
generic and a disease specific instrument does not
hold true for all cases.
“In both decision contexts, the use of other estimates
for the HRQoL benefit in the REA than in the
economic evaluation should be avoided.” This
sentence is unclear. It is acceptable that a clinical
assessment concentrates on HRQoL benefits as
reflected in a questionnaire and concentrates in the
cost-effectiveness in QALY differences derived in the

The base scenario is to include
both instruments.

As mentioned in 1.2 of the
guideline, it is of utmost importance
to consider both in the same
document, (1) to make it relevant
for all countries and (2) to make it
relevant for the different purposes
for which the evidence presented in
the document will inevitably be
used. Although the initial intention
may not be to inform clinical
decision making, it is likely that the
evidence will eventually also be
used for clinical decision making.
Here is an example to explain what
has been meant:
What should be avoided is claiming
an immense improvement in QoL in
a clinical assessment (based on a
disease-specific instrument) while
the economic evaluation does not
show any improvement in QALYs
(based on using a generic utility
measure).
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same study from another instrument. It is more a
matter of consistency among the data than using the
same measure. The consistency of data should also
be investigated between objective and subjective
measures and inconsistencies carefully looked at.

47

HTA SIG

Page
7,Recomm
endation 2,
item 1

We would recommend adding that country-specific
value sets should be used to derive utility scores
where available

Response by author

Therefore, the following has been
stated: “Consistency in the
application of the chosen source is
required. In both decision contexts,
the use of other estimates for the
HRQoL benefit in the REA than in
the economic evaluation should be
avoided.”
In practice, this is often not
possible.
Explanation was given at p27 l2533:
“While it is generally preferred that
utility scores are derived from the
50
country’s own population, it is
recognised that these scores are
often not available. Moreover,
primary data on patients’ individual
health state descriptions are often
also not publicly available, as a
consequence of which it becomes
impossible to assign national utility
values to patients’ reported health
states. For example, a REA might
be partly based on results of
studies published in scientific
literature, in which case the results
might not be country-specific.
Therefore, it is often allowed to use
utility scores from the general
public of other countries with similar
cultural or political backgrounds
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48

SBU

Page 7,
Recommen
dation 2,
point 1, line
13

The recommendation states that ”to improve
comparability and consistency, countries might also
consider recommending the use of one specific
instrument for national reimbursement requests that
is widely used”. However, it is not discussed in the
document that different generic instruments vary in
their sensitivity to differences or changes in HRQoL
within different diseases. Since there is no gold
standard (of EQ-5D, SF-6D, HUI-3 etc.),
recommending one of these instruments may
discriminate patients with diseases for which the
recommended instrument is less sensitive. For
example, HUI-3 has been seen to be more sensitive
than EQ-5D among patients with diseases that lead
to functional impairments such as vision and hearing
impairments. If always using EQ-5D, these patient
groups may be given less priority than what they
really should when it comes to allocating resources.

and economic circumstances.52, 58,
59
”
This is recommended to improve
comparability and consistency.
A paragraph was added in the main
text about
- Responsiveness: “The
disadvantages of the
indirect methods for
assigning utilities to health
states are the same as the
disadvantages of the
generic descriptive HRQoL
instruments (see Table 2).”
(under 2.1.3.2.)
- Possible new instruments
or modifications to existing
instruments (e.g. EQ-5D5L): “Nevertheless, as
demonstrated by the
development of the EQ-5D5L (EQ-5D with 5 levels of
severity in each dimension
instead of 4), researchers
acknowledge this critique
and are looking for ways to
increase the
responsiveness of generic
HRQoL instruments, while
maintaining their advantage
of being generic.” (under
2.1.2)
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“If no improvement on such generic HRQoL
instrument is observed, the alleged benefit of an
intervention cannot be considered meaningful from a
societal point of view,”
This depends on the condition since generic
instruments are not always appropriate. For example
the NICE methods guide states: “In some
circumstances, evidence suggests that using the EQ5D may not be valid (for example in certain mental
health conditions related to psychosis, mania or
cognition, or in conditions affecting sensory functions
like vision or hearing)”.

50

NOVARTIS

Page 7
Recommen
dation 3

What are the “HRQoL dimensions in which
“improvements are considered important by the
general public”? We are not aware of literature that
outlines such dimensions applicable across various
countries / cultures.

51

EuropaBio

Page 8,
line 7-9

While it is agreed that mapping of disease specific
instruments is suboptimal compared to use of generic
instruments to obtain utility values, suggest swapping
this opening sentence to later in the paragraph and
changing “not recommended” to “is considered less
useful than the use of generic instruments”.

52

EFPIA

p. 8,
recommen
dation 7

A glossary would be helpful, as there are also other
single item measures (such e.g. a pain VAS) that
generate one score and they are used as primary
endpoint for regulatory approval and can form the
basis of the efficacy assessment in HTAs.
In some cases it could be meaningful to look at single
items in a HRQoL questionnaire, even if it does not

Response by author

See response to comment 43.
The text has been changed as
follows:
“If no improvement on such generic
HRQoL instrument is observed, the
alleged benefit of an intervention is
less likely to be considered
meaningful from a societal point of
view”

This is a consequence of how the
health states are translated to
utilities (which shows that changes
in certain dimensions have
larger/smaller impact on the utility
values)
Not accepted. “Not recommended”
is a stronger statement (and this is
also how it is meant to be).

Concepts and terms are defined in
the full report where they are being
applied for the first time. In this
recommendation we do not refer to
one element of a questionnaire. As
mentioned in this recommendation,
the following is meant: ‘Single item
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lead to a general significant improvement in the
score.

53

GlaxoSmithKline

P8,
Recommen
dation 7

For ‘Single item scores for HRQoL alone are
insufficient to demonstrate relative effectiveness
because they..’ suggest alternate wording: ‘Single
item scores for HRQoL may not completely address
a multidimensional concept/domain’.

54

NOVARTIS

Page 8
recommen
dation 7

While this is true, multi-dimensional measures are
not ideal either. The ideal instrument would be a unidimensional measure that taps into health-related
QoL matters relevant to the patients with the disease.

55

NOVARTIS

Page 8
recommen
dation 8

if suitable generic measures are available this would
be acceptable. The problem is, there is no generic
HRQoL tool available that can be used across
various diseases. There are two instruments (SF-36
7 EQ-5D) that resonates reasonably well some
disease areas but there isn’t one that is suitable
across all disease areas.

56

CADTH

P8
recommen

The wording in this recommendation is somewhat
imprecise. I would recommend rewording as follows:

Response by author

scores are scores derived from one
single question asking to value
current overall health on a specific
scale’
Not accepted. ‘Are insufficient’ is a
stronger statement than ‘may not’.
The stronger wording is preferred
“Single item scores for HRQoL
alone are insufficient to
demonstrate relative effectiveness
because they are subject to bias
and often too crude to detect
changes in health.”
It is agreed that no existing
instrument is perfect. The ‘ideal unidimensional measure’ that is
referred to does not exist for the
time being. However, this guideline
recommends the instruments that
best fit the purposes for different
contexts. Arguments are provided
in the main text.
Definition of generic measure has
been given:
“Generic HRQoL instruments
measure general aspects and are
applicable to a broad range of
indications, whereas specific
instruments are only applicable to a
specific indication, population or
intervention”
What is meant is: mapping of
results of disease-specific
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SPECIFIC COMMENTS
dation 8
Mapping of disease-specific or generic instruments
to preference-based instruments to obtain utility
values (if these were not collected during the clinical
trial either directly or indirectly) is generally not
recommended for REA.

57

EFPIA

p. 8,
recommen
dation 8

This recommendation is misleading as it assumes
mapping is only done from disease-specific
instruments to a generic instrument and it assumes
that mapping can be avoided. However, often
mapping is done between different generic measures
to fulfill requirements from different HTA bodies (e.g.
the widely used and cited mapping function from SF36 to EQ-5D. Or, for example, a generic instrument
may not be practical if there is already a heavy
burden on sick patients filling out multiple
questionnaires. Furthermore, in some circumstances
a generic instrument cannot appropriately capture
certain aspects of the disease. In these cases, a
disease-specific instrument (mapped to a generic
instrument for obtaining utility measurement) might
be a more appropriate tool to measure the benefits of
the interventions. For example the NICE method
guide states: “When EQ-5D utility data are not
available, these data can be estimated by mapping

instruments to (health states on
generic utility instruments to) obtain
utilities. Text has been changed
into:
“Mapping of disease-specific or
generic instruments to preferencebased instruments to obtain utility
values is generally not
recommended for REA. Authorities
should encourage researchers to
always include a preference-based
instrument in their clinical trial
protocol in order to avoid the need
for mapping.”
SF-36 is a generic HRQoL
instrument, not a preference-based
instrument. With the improvements
in the text (see answer to comment
56), this possible misinterpretation
is avoided.
Heavy burden: Preference-based
generic instruments are usually
short and easy to fill in.
P14-15, table 2: advantage of
generic instruments: “Reduced
patient burden if generic instrument
replaces (battery of) diseasespecific instruments”
If EQ-5D is not available  this
guideline tries to improve the
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other health-related quality of life measures or healthrelated benefits observed in the relevant clinical
trial(s) to EQ- 5D data”.
Hence a section providing some guidance on good
statistical practice when mapping is performed would
be useful. This could cover such topics as the
characteristics, quality and size of the studies used to
derive the mapping relationship, how the mapping
relationship is modeled, use of variability in the
mapping relationship in subsequent analyses,
similarity in population and design between the
original trial and the trial being mapped, etc.

58

HTA SIG

Page 8
Recommen
dation 8

This reviewer supports the recommendation to
include a generic instrument where possible to avoid
the need for mapping. However, the need for
mapping is unlikely to be totally eliminated; for
example, a generic instrument may not be practical if
there is already a heavy burden on sick patients
filling out multiple questionnaires.
Hence a section providing some guidance on good
statistical practice when mapping is performed would
be useful. This could cover such topics as the
characteristics, quality and size of the studies used to
derive the mapping relationship, how the mapping
relationship is modeled, use of variability in the
mapping relationship in subsequent analyses,
similarity in population and design between the
original trial and the trial being mapped, etc.

59

NOVARTIS

Page 8
Recommen
dation 9

Absence of evidence from a generic measure of
responsiveness within a specific disease is not
evidence of absence. Lack of responsiveness may

Response by author

situation in the future: “Authorities
should encourage researchers to
always include a preference-based
instrument in their clinical trial
protocol in order to avoid the need
for mapping.”
Directly using the appropriate
instrument is a much better
approach than mapping (e.g.
problem of taking into account comorbidities when mapping results).
We prefer not to include advice on
mapping since this is explicitly
discouraged.

‘Absence of evidence is not
evidence of absence’ is completely
true.
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be due to irrelevance of the concepts measured (lack
of validity). Generic instruments are most unlikely to
satisfy the definition of ‘validity’. Validity defined as
‘Evidence that the instrument measures the concept
of interest including evidence from qualitative studies
that the items and domains of an instrument are
appropriate and comprehensive relative to its
intended measurement concept, population, and use’
– see definition in Appendix 3.

60

SPMSD

Page 8 –
reco 10 +
page 21

Pediatric population and how to mesure HRQoL in
children deserve a specific section and
recommendation – Use of proxy (caregiver and/or
parent) becomes a requirement (no alternative) as
young children who cannot express by themselves.

Response by author

‘Absence of evidence from a
generic measure of
responsiveness’ provides
interesting information and should
be taken into account in
assessment.
The goal is to estimate the impact
on general HRQoL, not to measure
the largest possible response. The
following sentence has been
added: “However, it should be kept
in mind that the goal is not to
measure the largest difference in
specific HRQoL outcomes, but
rather to measure the impact on
general HRQoL.“
The mentioned generic (utility)
instruments fit this purpose.
In fact, disease-specific instruments
are not able to fit this purpose.
The main text discusses the issue
of responsiveness of generic
measures and the consequences of
a possible lack of responsiveness
for the assessment process (see
paragraph 2.1.2.).
There is one part ‘Evaluation by
patients versus proxies’ that is
entirely dedicated to this issue,
even if specific concerns related to
the measurement of HRQoL in
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Any methodological alternative should be validated.

children are out of scope.

61

EFPIA

p. 8-9,
recommen
dation 11

This is not an issue specific for HRQoL and does
therefore not seem to be appropriate for a guideline.

62

EFPIA

This recommendation is vague and does therefore
not seem to be appropriate for a guideline.

63

NOVARTIS

p. 9,
recommen
dation 12
Page 9,
line 14

How can the appropriateness of HRQoL in decision
making be discussed when in fact we don’t know
what HRQoL is?

It is indeed not an issue specific for
HRQoL. However, as for other
endpoints, publication bias and/or
late publication are an important
issue.
Accepted. Recommendation 12 has
been deleted.
Remark not agreed upon. There is
consensus that HRQoL should be
taken into account in evaluations. It
is also acknowledged that this is a
difficult concept to capture in a
perfect way. However, it is not
because it is impossible to capture
this in a 100% perfect way that it
should be neglected in decision
making.
The current description reads:
“There is little agreement in
literature about what constitutes
3
HRQoL, even if the definition of
HRQoL has as a common basis,
being the definition of health given
by the WHO. According to the
definition of the WHO “health” is “a
state of complete physical, mental
and social well-being and not
merely the absence of disease”.”
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The statement is difficult to understand when further
down (l. 19), a definition of HRQoL is provided.

64

EFPIA

p. 10, l. 1416

65

EFPIA

p. 11, l. 1-4

It is not at all clear that those are distinct purposes. A
clinical decision may very well be done on the basis
of a relative effectiveness assessment versus an
alternative treatment option.

66

CADTH

P 10 lines
9 to 13

The language used to explain descriptive and
evaluative HRQL is confusing. Many instruments (for
example the SF-36) are used for both descriptive and
evaluative purposes. This point should be made, but
state that using HRQL measures for descriptive
purposes is beyond the scope of the guideline. I
would also recommend that following wording
change:

Response by author

The statement has been reworded
as follows: “For the description of
a population’s health status, as
for instance in national health
surveys, descriptive HRQoL
instruments are generally used.
Descriptive HRQoL instruments are
generally more comprehensive,
encompassing more items than
evaluative instruments used for
REA. Several instruments (e.g. SF36) are used for both descriptive
and evaluative purposes.
Descriptive HRQoL instruments will
not be considered further in this
guideline because the focus is on
HRQoL measurement in the
context of REA”
Those are several purposes of
REA. But that does not mean that
different instrument is needed for
every purpose (e.g. evidence based
on a utility instrument can inform
several purposes).
Accepted. The text will read:
“Descriptive HRQoL instruments
are generally more comprehensive,
encompassing more items than
evaluative instruments used for
REA. Several instruments (e.g. SF36) are used for both descriptive
and evaluative purposes because
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For the description of a population’s health
status, descriptive HRQoL instruments are generally
used. Descriptive HRQoL instruments are generally
more comprehensive, encompassing more items
than evaluative instruments used for REA.
Descriptive HRQoL instruments will not be
considered further in this guideline because the focus
is on HRQoL measurement in the context of REA
67

EFPIA

p 11, l. 913

The term “descriptive” HRQoL is unclear. What is
meant by “descriptive HRQoL”? And, although it is
stated that it should not be further discussed in the
document, it reappears later in the text (p 15)?

68

CADTH

P 11, line
24

I would recommend adding an example of a generic
utility measure, such as EQ-5D.

the focus is on HRQoL
measurement in the context of
REA.”

When it is used further in the text it
refers to the initial description of the
health state on a multidimensional
generic HRQoL instrument that is
then used to translate to e.g. an
index or utility score. An examples
is the EQ-5D, with its five
dimensions. It is necessary to use
this term to explain ‘direct and
indirect methods for utility
measurement’. Of course, the
descriptive part of these generic
HRQoL instruments leading to a
utility score can also be used for
the description of a population’s
health status, but this particular
purpose was not considered further
in the guideline, given the focus on
REA.
Accepted; both EQ-5D and SF-6D
were added: “generic HRQoL
instruments (e.g. EQ-5D, SF-6D,
SF-36, WHOQOL)”
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Neither AQLQ nor SGRQ can be said to be HRQoL
measures. The SGRQ user guide specify it to be an
instrument to assess health impairments, and its
items are heavily biased towards measuring physical
impairments (and some aspect of mental or social).

69

NOVARTIS

Page 10
line 26

70

EFPIA

p. 10, l. 2935

HRQoL measures are usually summary scores and
more seldom profile measures, so the main
distinction made here between profile and utility
measures is a bit confusing.

71

CADTH

P 11, lines
33 to 34

“utility measures, leading to a single score for HRQoL
on a 0 to 1 scale, where 0 is the value of death and 1
the value of perfect health (negative values are
possible for health states considered worse than
death”

Response by author

These are indeed problems for the
disease-specific instruments.
Nevertheless, they are used in
studies to assess some aspects of
HRQoL. Therefore, it is very
important to stress (both their
strengths and) their limitations.
An alternative distinction which is
maybe more clear is the following:
- Profile
- Summary score
- Utility (as a special case of
a summary score)
also it is accepted to add the
remark that some instruments can
be both profile and index measures.

The distinction is usually made between profile and
index measures. Utility measures are just one type of
index measure. Utility measures should be replaced
with index measure: a HRQL measure that produces
an overall score. Then utility measure could be
discussed as a subpoint. As well, it might be worth
noting that some instruments can be both profile and
index measures (such as the HUI which gives
individual dimension scores, in addition to the overall
score).
72

HTA SIG

Page
10,lines
46-48

Is this including VA scales (e.g. EQ-VAS)?

No. The description has been
changed into: “Single item HRQoL
questions, asking to value current
overall health on a specific scale
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73

NOVARTIS

Page 11,
table 1

Profile:
SF-36 is not an instrument to measure HRQoL. It is
good to measure functional abilities relating to upper
extremities, and resonates well in certain diseases
such as RA. It is not, for example, responsive in most
infectious diseases .
Single overall score:
These instruments are generally used to assess the
symptoms associated with specific disease. They are
not HRQoL measures.

(e.g. a Visual Analogue Scale)
without a descriptive system
accompanying the score, are not
considered valid HRQoL measures
for REA or cost-utility analysis and
are therefore not considered further
in this guideline.” The reason is that
such single scores without a
descriptive system do not allow the
assessors to see where changes
come from. Changes in peoples’
scores over time could be due to
reasons which are unrelated to
health. By combining a descriptive
system with a summary score,
more information is provided.
This statement is incorrect. SF-36
is considered an instrument to
measure HRQoL.
A sentence on responsiveness of
generic instruments has been
added.
Single overall score: See response
to comment 71. The wording has
been changed into “summary
score” and an explanation has been
added. Summary scores are not
necessarily limited to symptoms
associated with a specific disease.
They can encompass many more
health-related dimensions (cfr EQ-
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SPECIFIC COMMENTS
5D, HUI)
74

75

NOVARTIS

EFPIA

Page 12,
line 6

p.12, l.2

The problems are:
1. Lack of definition of HRQoL
2. Decision makers consider any questionnaire
completed by patients to be QoL or HRQoL
assessment.
3. HRQoL measures should be disease
specific; and there are not many.
Data from any generic HRQoL must be interpreted,
especially for decision making relating to resource
allocation, with extreme caution.

This distinction of descriptive vs evaluative HRQoL
measures is unclear.

The reason behind the distinction between “profile”
and ‘single overall score” is unclear. The SF-36
provides 2 components scores which could be further
divided in the domains but does not provide any
profiling.
To our knowledge the SF-36 recall period is 4 weeks
and not 1 year (see http://www.sf36.org/faq/generalinfo.aspx).

There is no one single definition of
HRQoL.
It is considered important to use
both disease-specific and generic
(utility) instruments in complement.
For resource allocation across
diseases, disease-specific
instruments are not very helpful in
contrast to generic (utility)
instruments
Comment acknowledged. The
distinction between descriptive and
evaluative has been clarified.
Several instruments (e.g. SF-36)
are used for both descriptive and
evaluative purposes.
(
SF-36 is classified as a profile in
table 1 because it does not provide
one single summary score for
overall health, despite its two
summary scores for two HRQoL
domains.
It is one year for the single item
question about changes in health
(“Compared to one year ago, how
would you rate your health now?”).
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76

EFPIA

p.12, l. 734

Suggest revising the problem statement to make it
more succinct and understandable.

Could you please be more specific.

77

HTA SIG

Page
12,lines
11-12

There is also intra-subject variability due to timing of
HRQoL assessments relative to onset of adverse
events, and maximal efficacy, as well as changing
personal circumstances which can affect a patient’s
outlook on their condition

Indeed. The following has been
stated:
“In the context of REA, one is
interested in the change in HRQoL
due to an intervention. This implies
repeated measurement of HRQoL
in groups of patients, at least before
and after treatment and at crucial
events (e.g. occurrence of serious
side-effects or complications).”
Of course, the intention should not
be to attribute changes in HRQoL
due to non-health or interventionrelated changes to an intervention.
Therefore, HRQoL assessment
should really be limited to healthrelated QoL.

78

EFPIA

p. 12, l.2122

As mentioned this is about study design rather than
about REA.

79

EFPIA

p. 12, l. 22

Disease-specific measures have been established as
credible and useful measures.

Not accepted. The application of an
adequate study design is crucial for
the credibility of the HRQoL
assessment. The sentence
“suitable study designs are needed
to measure the effects of
interventions on HRQoL.” will be
kept.
It is not stated that disease-specific
measures are not credible and
useful.
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80

CADTH

P 12 line
26

Here and throughout the document the distinction is
made between profile and utility measures, but the
distinction should be between profile and index
measures (of which utility measures are a
subcategory).

81

EFPIA

p. 13,
section
1.2.2.

Given the diversity described, it remains unclear what
the purpose of this guidance is.

82

SBU

Page 13,

A reference is missing

The sentence is the following: “The
credibility and usefulness of any
intervention-related improvement in
HRQoL may be jeopardised by the
lack of standardisation in HRQoL
measurements.”
Thus credible and useful for certain
purposes (e.g. information for
clinicians and patients or more
detailed information about the
HRQoL impact observed on a
generic instrument) but not for
others (e.g. comparison across
diseases).
Indeed.
The following distinction will be
made:
- Profile
- Summary score
- Utility (as a special case of
a summary score)
The utility will be mentioned
separately to stress the difference
with other summary scores
“Guidelines on the way HRQoL
should be assessed are needed to
ensure that HRQoL measurements
are relevant and useful for the REA
of interventions in the context of
health technology assessment.”
See answers to comments 2 (point
2) and 6.
Correct. The reference has been
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83

OSTEBA

84

EFPIA

Discussion
(on the
problem
statement),
line 1
Page 13,
line 5
p. 13, l. 2931

added:

Missing reference number.
The distinction would benefit from being further
explained.

Comment acknowledged. The text
now reads:
“When a REA must serve at the
same time the decision makers and
the professionals and patients, it
should include the relevant
information for each of them. It can
be argued that the same
information should guide both
clinical and reimbursement
decisions. Although this is generally
true, clinicians faced with an
individual patient and different
intervention strategies may still
want more specific information on
the HRQoL dimensions affected by
a disease or its intervention.”
It is explicitly stated that the needs
of policy makers might be different
from the needs of clinicians and
patients in terms of HRQoL
evidence, but that these needs are
not necessarily conflicting:
- Policy makers that have to
take decisions across
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85

EFPIA

p. 14, l. 1940

It is welcomed that regulatory guidance is referred to
in this document. We believe that an even stronger
statement and alignment with the related documents
would be helpful.

86

UBC

Pg 15

The focus on various weighting schemes (p 15)
seems unwarranted, as there are a number of
studies that have found that weighted versus unweighted have comparable characteristics, and that
there may be little value to weighting in terms of
measurement.

87

NOVARTIS

Page 15,
line 9

The majority of instruments are designed to measure
symptoms related to a specific disease (e.g. Cystic
Fibrosis Questionnaire) or a constellation of diseases
(e.g. Skindex). There are also instruments that
measure various aspects of functioning: physical
functioning (e.g. SF-36), visual functioning (VFQ-25),
sexual functioning (IIEF) etc. These instruments do
not measure HRQoL.
Symptom assessments reported by patients are the
primary endpoints in many clinical trials (eg.
psychiatric disorders). Such assessments should not

diseases  generic utility
instrument
- Clinicians and patients 
want more details from
disease-specific
instruments
EMA and FDA recommendations
for PRO development and
assessment have been referenced
and should be followed for regulator
purposes.
See also answer to comment 36.
“Scores on separate items within a
dimension are sometimes
combined as a weighted or unweighted sum to create dimensionspecific global measures.”
This is just a description of current
practice. In some instruments, the
scores are summed up without
weighing, in others with weighing.
HRQoL is multi-dimensional
concept. Disease-specific
instruments measure several
dimensions of HRQoL affected by a
specific disease and its treatment.
Some disease-specific instruments
measure only some
aspects/dimensions of HRQoL.
Comments acknowledged.
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be confused with HRQoL.
There are also instruments available to measure
‘treatment satisfaction’ and ‘compliance’. Again,
these are not HRQoL.
Measures of symptoms address ‘impairments’; that
is, any loss or abnormality of psychological,
physiological or anatomical structure or function.
Measures assess a deviation from an individual’s
normal biomedical status, informing on symptoms
and on the adverse effects of interventions.
Examples include measures of anxiety, pain and
cough.
Activity limitation PROs address physical, social or
psychological functioning; that is, any restriction or
lack of ability to perform an activity in the manner or
within the range considered normal for a human.
Examples include assessments of activities of daily
living such as dressing, walking or personal care.
HRQL has been defined as ‘the capacity to perform
the usual daily activities for a person's age and major
social role’.[Guyett et. al. 1993] Thus, deviation from
normality results in a reduced HRQL. Its emphasis is
on the measurement of a combination of symptoms
and functioning and, as such, HRQL relates to health
status. Consequently, measures of HRQL are multidimensional, yielding a profile of scores.
88

HTA SIG

Page

If it is taken into account in powering the trial why

What we mean is that the results do
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89

HTA SIG

Page 15,
lines 38-44

Comment / Suggestion of rewording
SPECIFIC COMMENTS
would the statistical analysis mainly be descriptive? If
it is sufficiently important to contribute to powering
the study then it would be more than descriptive, and
vice versa.

Do these comments apply to instruments which have
a clearly defined and validated summary score?

Response by author

not have to be weighed in this case
because the conclusion of the
assessment for this aspect will be
relatively straightforward:
“The separate items and
dimensions can be considered
HRQoL endpoints in themselves if
they have been fully developed and
validated. The study protocol
should then ideally have specified
that a given dimension will be the
main focus of the HRQoL analyses
and have taken this into account
when determining the power of the
trial. The statistical analysis will in
that case mainly be descriptive.
Interpretation problems may arise
when an intervention performs
better than its comparator on one
item (or dimension) but worse on
another. In REA the relative
importance of the different HRQoL
domains needs to be determined in
order to draw conclusions with
respect to the ‘net’ relative
effectiveness of an intervention.”
No, this is about situations where
you leave the weighing to the
patient.
We added the word ‘implicit’ to
make this clearer:
“More frequently, researchers opt
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90

NOVARTIS

Page 16,
table 2
(related to
generic
instrument
s)

Generic scales, by definition, contain some questions
that are irrelevant to specific patient groups and miss
areas of particular importance. The use of welldesigned disease-specific scales ensures that
patients are only asked questions that are relevant,
meaningful and acceptable to them.
Selection of instruments should be based on both the
relevance of the content and the suitability of scale
psychometric and scaling properties in order to
ensure that the scale has the ability to measure
change. In particular, the continued use of older
generic scales such as the Nottingham Health Profile
(NHP), SF-36 and the EQ-5D as measures to report
the patient-perceived effects of treatment is often
questionable.
In addition to the relevance issues highlighted above,
such scales, being older, pre-date the advances in
measurement science that have taken place over the
past decade. The NHP and the SF-36 in particular,
were designed for use in cross-sectional population
studies and, as such, lack the psychometric and
scaling quality expected of modern instruments
designed to measure change.
Inviting patients to complete instruments that have
limited ability to demonstrate the perceived effects of
treatment raises serious ethical questions. The use of

for one summary item, generating a
single score for HRQoL, leaving the
implicit weighing of the different
dimensions to the individual
patient.”
Not accepted. Generic scales
contain multiple dimensions that
are important to describe general
HRQoL. It is not because one
dimension is not influenced by the
disease and/or treatment that it is
irrelevant to describe the general
HRQoL of a patient.
Disease-specific instruments
provide information relevant to
patients and clinicians in the
context of a REA of a
pharmaceutical for a specific
disease.
Indeed, the context of REA
determines which instrument is
needed.
- To provide detailed
information to patients and
clinicians  diseasespecific instrument
- To provide information to
policy makers that have to
take decisions across
diseases  generic utility
instruments
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Response by author

SPECIFIC COMMENTS
poorly designed instruments may also result in
missing values.

Therefore: use them in complement
to each other.

Replace “efficiency” by “efficacy”?

No, it is about reimbursement 
efficiency of using the limited
resources
The amended text will read:
“However, even in situations where
reimbursement decisions are made
on a case-by-case basis and where
policy makers assess resource
allocations within one particular
indication rather than across
indications, generic HRQoL
instruments are useful.”
Accepted.

92

HTA SIG

Page 16,
lines 16-22

Should “coherence”,”(in)coherent” be replaced by
“consistency”, “(in)consistent”?

93

EFPIA

p. 16

The list of disadvantages of disease-specific
instruments seems to indicate a bias towards generic
instruments, and a lack of understanding of the
situations in which disease-specific instruments
would be preferable.

See answer to comment 90.
We clearly are in favour of using
both disease-specific and generic
(utility) instruments.

94

EFPIA

p. 17, l. 43

Disease-specific measures will focus on overall
dimensions of QoL that are being impacted by the
disease.

Comment acknowledged. However,
it is possible that disease-specific
instruments are not able to reflect
the impact of (un)expected side
effects (e.g. heart-related problems
by providing a drug for cancer
treatment)
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“Assessors should assess whether
all potentially relevant dimensions
are actually included in the diseasespecific instrument used to
demonstrate REA, not only the
dimensions on which an
improvement is expected following
the treatment. This is important so
that the effects of unexpected sideeffects are covered by HRQoL
outcomes.”
Indeed (RE)

95

OSTEBA

Page 17,
line 42

Is the instrument used to demonstrate relative
effectiveness assessment or just relative
effectiveness? If the latter is the case, the
abbreviation ‘REA’ should be removed.

96

OSTEBA

Misprint. Double full stop at the end of paragraph.

Accepted.

97

EFPIA

Page 17,
line 45
p.17, l. 3157

The comparison of generic and disease-specific
instruments is not consistent with the comments on
bias in generic instruments in the Clinical endpoints
document.

The two documents will be
thoroughly checked and
inconsistencies rectified before final
guideline versions are issued.

98

EFPIA

Whilst this might be true, it is unclear how it supports
the development of REA guidance.

The sentence is the following:
“Disease-specific instruments can
be considered relevant in the
following cases: To get additional
information on HRQoL during the
assessment of the risk-benefit of a
pharmaceutical for registration
purposes”

p. 17, l. 4748

Thus it provides additional (more
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SPECIFIC COMMENTS
detailed) information. While this
does not impact directly on the
guideline, it is mentioned here for
completeness.
99

NOVARTIS

Page 18,
line 3

The EQ-5D and SF-36 are perhaps the most
commonly used generic instruments.
Both instruments are heavily biased to measure the
impact of interventions relating to physical functioning
and pain.
While such crude measurements may be acceptable
in placebo control studies the decision based on such
crude measures in comparative trials may be heavily
impacted by the coverage provided by the
instruments.

A phrase on the responsiveness of
generic HRQoL instruments has
been added: “Generic HRQoL
instruments are believed to be less
responsive than disease-specific
instruments, although empirical
evidence confirming this belief is
often missing. However, it should
be kept in mind that the goal is not
to measure the largest difference in
specific HRQoL outcomes, but
rather to measure the impact on
general HRQoL. Nevertheless, as
demonstrated by the development
of the EQ-5D-5L (EQ-5D with 5
levels of severity in each dimension
instead of 4), researchers
acknowledge this critique and are
looking for ways to increase the
responsiveness of generic HRQoL
instruments, while maintaining their
advantage of being generic.”.
Physical functioning and pain are
clearly two important dimensions of
HRQoL. A valid generic instrument
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100

CADTH

P 18 lines
22 to 24

Scores derived from VAS’s are technically not
utilities, since they are not elicited under uncertainty.
I would recommend deleting these lines.

101

HTA SIG

Page
18,line 53

We recommend adding that the tariff used should be
country-specific where possible. If no tariff has been

is not limited to these dimensions,
however, but also includes
dimensions related to mental
health. The relative importance of
problems with physical functioning
and of pain are a matter of
appraisal. Moreover, in the case
utilities the relative importance of
each dimension is reflected in the
tariff values.
.
We are aware of this technical
difference.
However, we would prefer not to
delete the VAS in the text. The
following is preferred:
“Utilities could reflect either
patients’ preferences for specific
health states or the general public’s
a
preferences for these states. ”
With the following footnote:
a) The terms ‘preference’ and
‘utility’ are frequently used
as synonyms, although
technically, ’utilities’ are
preferences obtained by
methods that involve
uncertainty (i.e. the
standard gamble
approach).
Comment acknowledged. The issue
is indeed relevant at both locations.

52

Compilation of comments on the draft guideline on Health Related Quality of Life and Utility Measures

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording
SPECIFIC COMMENTS
defined for a country where a study is being
conducted, then the closest relevant tariff set should
be used, based on the characteristics of the
population etc. This is mentioned later (page 28, lines
25-33) but belongs here too.

102

SBU

Page 1819, Direct
and
indirect
methods,
text about
indirect
methods

It should be mentioned that there are various tariffs
for each of the instruments and that these may give
different results.

103

SBU

Page 19,
Text about
from whom

The discussion about whether to use patient or
general public values is also related to the underlying
theory about economic evaluations, which should be

Response by author

However, the paragraph “From
whom to derive utility values”
relates more specifically to the
distinction between societal utility
values and patients’ utility values.
The paragraph on page 28 fits
within the discussion about QALYs,
where the use of the issue of
country-specific utilities is maybe
more important. Text is maintained
as it was.
Comment acknowledged.
Paragraph addressing this issue
has been added: “For some
instruments, various tariffs exist.
This is due to the fact that the
selection of the multi-attribute utility
function that will be used to
generate the tariff values is not
straightforward and is often a
matter of choice. Results of the
assessment may vary depending
on the utility function applied.
Moreover, different generic utility
instruments may yield different
results. It is therefore
recommended to select one
instrument with one tariff and apply
this to all assessments to ensure
consistency in the REA. .”
The amended text will read:
“In the context of economic
evaluations, intended to inform the
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104

SBU

Page 19,
Text about
from whom
to derive
utility
values

Comment / Suggestion of rewording
SPECIFIC COMMENTS
mentioned in the text.

Response by author

process of assessing the societal
value of an intervention, health
state utilities used have therefore
usually been derived from the
general public. This has also been
proven to be a practical approach.
However, there is no overall
consensus about whether patients’
utility values or the general public’s
values should be used. It is
recognized that both approaches
have their advantages and
disadvantages.{Brazier, 2007
#5412} Different countries may
have different opinions..”

A problem with values from the general public is that
the representatives of the general public that have
participated in the valuation process have valued
hypothetical health states for which they usually have
not had much (full?) information. Thus, it may be
very difficult for the respondents to give a valid value
for these hypothetical health states. This should at
least be mentioned.

Comment acknowledged.
There are several pros and cons of
using patient utilities, as there are
several pros and cons of using
public values.

OK
The current sentence becomes:
“The public values are derived
based on a sample of the general
public valuing hypothetical health
states described by means of the
EQ-5D.”
Guidance/preference is present

105

HTA SIG

Page
19,line 2

We would recommend adding that they are based on
a sample of the general public valuing health states.

106

EFPIA

p.19,

Again, the discussion of population- vs. patient-

See answer to comment 103.
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107

Clinic Mathilde Rouen

Page 19
recomman
dation 10

Comment / Suggestion of rewording
SPECIFIC COMMENTS
derived utility values is informative but too general to
provide guidance.
It would also be useful to add discussion on
transposability of measures across countries, in
particular how to judge when measurements from
one group of countries in a study are unlikely to be
applicable to other countries.

It is of particular interest to consider evaluation of
HRQoL from the patient feeling and not from relatives
or general public in chronic disease like metastatic
cancer. Regarding palliative care or metastatic
cancer, relatives will be generally less active in
treatment option particularly specific treatment and

Response by author

(first sentence), including the
practical limitation:
“While it is generally preferred that
utility scores are derived from the
country’s own population,50 it is
recognised that these scores are
often not available. Moreover,
primary data on patients’ individual
health state descriptions are often
also not publicly available, as a
consequence of which it becomes
impossible to assign national utility
values to patients’ reported health
states. For example, a REA might
be partly based on results of
studies published in scientific
literature, in which case the results
might not be country-specific.
Therefore, it is often allowed to use
utility scores from the general
public of other countries with similar
cultural or political backgrounds
52, 58,
and economic circumstances.
59
”
A short discussion on using tariffs
from other countries may be added.
Comment acknowledged.
We think the remark is about the
following:
“It is important to be clear about
how to handle the choice between
patient utilities and utilities of the
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patient would be more prompt to receive specific
treatment.

108

109

HTA SIG

GlaxoSmithKline

Page
20,lines 23

P20, L20

We would recommend noting that different sample
populations can be used, or different generic
instruments can be used to define health states. The
only fixed health states are 0 and 1.

For ‘HRQoL measures must be valid, reliable,
responsive and acceptable’ suggest alternate
wording: ‘HRQOL measures should have data to

Response by author

general public in REA, in order to
avoid confusion with the public.”
...
“Once it has been decided to use
utilities derived directly from
patients, this approach should be
applied to all evaluations. The
feasibility of this choice, as
compared to using a generic utility
instrument, should be carefully
considered.”
See also answer to comment 103
for changes in the text.
Accepted. The text now reads:
“This problem is avoided when
using public utility values, because
the same health state description
cannot have different utility values.
It goes without saying that the use
of public utility values is not without
problems either (e.g. lack of
distributions in scores, giving a
false image of preciseness of the
utility values). The only fixed health
states are death (value of 0) and
perfect health (value of 1).”
See also changes as described in
the answer to comment 102.
The current sentence is: “To be
useful for relative effectiveness
assessment, HRQoL measures
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support their validity and reliability in the target
patient population’.

Response by author

must be valid, reliable, responsive
and acceptable.”
We prefer to include all four
concepts (which are explained in
appendix 3)

110

EFPIA

p. 21,
section
2.1.5.1

This section mixes several topics: time point of
assessment, missing data handling and interpretation
of HRQOL data using MID. Interpretation of HRQoL
data using MID deserves more attention (and a
separate section), especially describing the
difference between "within-patient changes" and
"between-patients" changes.

The discussion on the MID in the
context of HRQoL is not considered
relevant. Changes in HRQoL are
changes as detected by the
patients. The assessment of the
importance is a matter of appraisal,
taking other decision criteria into
account.

111

EFPIA

p. 21, l. 4

Interventions treating and preventing a disease
should be differentiated as regards measurements of
HRQoL. We would therefore suggest adding the
following: “For interventions treating a disease, this
implies repeated measurement of HRQoL in groups
of patients.”

Not accepted. HRQoL can also be
assessed in studies comparing
screening strategies.

112

EFPIA

p. 21, l. l 9
-12

Unclear why this should be specifically relevant for
physical functioning and not other
domains/dimensions of HRQoL?

This is indeed not specific for
physical functioning, but easier to
define in this domain. Text has
been amended.

113

EFPIA

p. 21, l. 15

Interventions treating and preventing a disease
should be differentiated as regards measurements of
HRQoL. We would therefore suggest adding: “For
interventions preventing a disease, this implies both
repeated measurements of HRQoL while the patient

The statement is not agreed upon:
“in case of acute disease, ... in
addition to healthy baseline HRQoL
measurements”
 does not take into account the
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is healthy - in order to follow baseline HRQoL
evolution in time - and measurements during the
disease episode. In case of acute disease,
measurements just after the disease episode could
also be considered as a proxy of baseline HRQoL, in
addition to healthy baseline HRQoL measurements.
The results should primarily provide information on
change from baseline to disease, in order to assess
the HRQoL improved thanks to avoided disease
onset: statistical difference between baseline and
disease state. Second, for lethal diseases, results
should also provide a robust estimate of baseline
HRQoL of the population to which prevention is
applied in order to be able to assess HRQoL
adjusted life years saved thanks to avoided mortality.
Last, the above recommendations for treatment types
of interventions apply, where relevant (e.g. when two
active prevention groups are to be compared).”

114

EFPIA

p. 21, l. 23

The sentence “When dealing with longitudinal
multidimensional HRQoL data, multilevel analysis
can be applied, with level one in the analysis being
the various HRQoL dimensions, level two being the
observations over time within a patient and level

Response by author

impact of possible co-morbidities
“results should primarily provide
information on change from
baseline to disease”
 the HRQoL can also improve
without treatment (so better to
compare with control group (and
doing assessment at several points
in time (before, after,...) than doing
a before-after comparison in one
group)
Screening: also important to include
impact of possible side-effects.
We agree that measuring before
and after is necessary. The current
text is the following:
“In the context of REA, one is
interested in the change in HRQoL
due to an intervention. This implies
repeated measurement of HRQoL
in groups of patients, at least before
and after treatment and at crucial
events (e.g. occurrence of serious
side-effects or complications).”
Has been rephrased for
clarification.
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SPECIFIC COMMENTS
three being the patient” is unclear.
115

EFPIA

p. 21, l. 4042

Is this realistic (and would not psychometric
properties from baseline data in clinical efficacy trials
provide valuable data)? We do miss a reference to
ISPOR task force guidance (Wild et al (2009) Value
in health, 12 (4), 430-440).

It is important that translations be
validated since e.g. the meaning of
the translated words has to be
checked.
This is reference 29 in the
document.
“Therefore, translated HRQoL
instruments should be properly
validated and tested before use in
clinical studies that aim to
demonstrate improved relative
29
effectiveness of an intervention. ”
Detailed guidance on accepted
methods of linguistic
validation/cultural adaptation is out
of scope in this document.
Accepted.

116

EFPIA

p. 22, l. 2

ISPOR and FDA have provided clear guidance and
best practices on methods of linguistic
validation/cultural adaptation.

117

OSTEBA

Page 22,
line 9

When printing, two warnings appear saying that the
origin of the reference is not found. Revision
suggested.

118

OSTEBA

Pages 22
and 24

In order not to break the continuity of the text we
recommend the removal of these big blank spaces
(page breaks).

Accepted.

119

UBC

Pg 23

The report writers seem to think that CAT may have
limitations (p 23) for REA, and I fail to see how this
can be possible. Doesn’t more precise, tailored
assessment improve understanding of HRQL
outcomes?

CAT=computer adaptive testing.
Comment acknowledged. Text now
reads: “The experience with this
approach is still limited and
therefore the relevance of data
collected in this way for REA is still
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SPECIFIC COMMENTS
120

GlaxoSmithKline

P23,
Section
2.1.5.4
It should be noted clearly that use of proxies to report
on how patients feel should be discouraged, as only
the patient truly knows.

121

EFPIA

p. 23, l. 1423

Please also see ISPOR task force guidance (Coons
et al (2009) Value in health, 12(4), 419-429).

unclear.”
We agree with this as shown in our
recommendation “Evaluation of
HRQoL by “proxy judges” is not
recommended. Its acceptance
should be limited to cases where
the patient cannot contribute
him/herself or where the use of
proxies can be justified by the
nature of the judgements to be
made.(paragraph 0)”
Reference has been added.
Paragraph regarding measurement
equivalence testing has been
included: For electronic versions of
paper HRQoL questionnaires, the
measurement equivalence should
be addressed using the appropriate
techniques. The appropriateness of
techniques for measurement
equivalence testing depends on the
magnitude of modifications to the
content and format of the original
paper version of the questionnaire
required during the migration
process.{Coons, 2009 #5416}
Ideally, such measurement
equivalence testing should have
been performed before application
of the electronic version of an
originally paper questionnaire in a
clinical trial that is performed to
inform REA processes.
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In some cases new treatments may confer an
advantage over existing treatments as measured by
the costs to the carer. For example if the health state
of the patient has a major impact on the level of care
required from the carer. In such cases perhaps a
proxy evaluation may be relevant and this could be
described.

122

HTA SIG

Page 23,
lines 25-55

123

EFPIA

p. 23, l. 34

Regulatory authorities also provide guidance on the
use of proxys.

124

SBU

Page 24,
line 2-4

The meaning of this sentence is unclear.

125

UBC

Pg 24

Proxy assessments are in general to be avoided. The
report writers seem to think that proxy assessments
are not a problem for the EQ-5D (p 24).

Response by author

Comment acknowledged. However,
what you refer to is different from
proxy judgements. It relates to the
benefits of a treatment beyond
patients’ HRQoL. The discussion
on which treatment benefits should
be taken into account in a REA is
clearly beyond the scope of this
guideline on HRQoL, especially
when it relates to cost savings for
the carers. The type of costs to be
included in a cost-utility analysis
are a national choice. Countries
taking a societal perspective will
recommend including these cost
benefits to carers in the evaluation.
The original references are added
when adequate.
The sentence now reads: “In
principle, it is recommended not to
use proxy data if important
differences between patient and
proxy assessment are possible.”
Comment not agreed upon. The
text said: “There might be scope for
proxy judgments of HRQoL if the
reason for patients not contributing
is ill health and the judgments are
relatively simple. For instance, it
might be acceptable to let proxies
fill out a simple descriptive HRQoL
questionnaire such as the EQ-5D
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126

UBC

Pg 25

In the section on missing data and testing of
assumptions for non-ignorable versus ignorable
missing HRQL data, the report writers seem to be
contradicting themselves (p 25). I really don’t think
that there are good ways established to test missing
data assumptions.

and subsequently assign public
utility values to these health states
if patients are not able to fill out the
descriptive questionnaire
themselves.” The message was not
related to EQ-5D only, but referring
to ‘simple descriptive
questionnaires’ in general. It could
also be the SF-6D or any other
simple descriptive instrument for
which tariff values exist. To make it
more generic, the text was changed
into: “There might be scope for
proxy judgements of HRQoL if the
reason for patients not contributing
is ill health and the judgements are
relatively simple. For instance, it
might be acceptable to let proxies
fill out the descriptive part of a
simple generic utility instrument
and subsequently assign public
utility values to these health states
if patients are not able to fill out the
descriptive questionnaire
themselves.”
Could you please explicitly mention
where the contradiction is?
The current text reads:
“In general, it can be recommended
that missing data should be
avoided and if not, they should be
replaced in the analysis with a
value derived from hypotheses
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SPECIFIC COMMENTS
about the HRQoL of patients with
missing data.”
Could you be more specific?
Compared to the third draft version
of the guidelines, the part
comparing the regulatory and HTA
agencies’ approaches has already
been reduced significantly (i.e.
Limited to a small paragraph in the
discussion section) in the fourth
version. We presume this comment
refers to a previous version of the
guideline.
It seems rather evident that the
statistical analysis should be done
by a statistician. The text has not
been changed.

127

EuropaBio

Page 25,
line 1-52

While it is useful to point out (as in lines 3-7) the
fundamental differences in approach to HRQOL
between regulatory and HTA agencies and remits,
the remainder of this section does not seem helpful in
regard to guidance for application of HRQOL In REA
for HTA purposes and may actually be confusing
relative to the rest of the document.

128

EFPIA

p. 25, l. 14

Given that there are several important statistical
considerations when analyzing and/or interpreting
HRQoL data (missing data, longitudinal analysis,
multiple testing, etc) then the guideline could
recommend consulting a statistician, or at least an
individual with prior statistical expertise in this area.

129

HTA SIG

Page 25,
line 14

Given that there are several important statistical
considerations when analyzing and/or interpreting
HRQoL data (e.g. missing data, longitudinal analysis,
multiple testing, etc) then the guideline could
recommend consulting a statistician, or at least an
individual with prior statistical expertise in this area.

130

OSTEBA

Page 25,
line 34

Comma at the end of the paragraph. Replace it by
full stop, dots (…) or etc.

Accepted.

131

UBC

Pg 26

There seems to be a 5th approach for handling
multiple testing but left off page (p 26).

Accepted. This is corrected
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Most validated instruments provide instructions as to
how to handle missing items, and this guidance
should be followed. Similar comments apply to invalid
responses to a questionnaire (e.g. two responses
given)

132

HTA SIG

Page
26,lines 111

133

EFPIA

p. 26, l. 2324

Domains scores cannot just be defined for the
purpose of reducing the number of statistical tests.
Either the scale has from the start an overall score
and testing on it is possible, or it has not.

134

HTA SIG

The sentence seems to tail off

135

EFPIA

Page
26,line 27
p. 26, l. 33

136

HTA SIG

Page
26,line 38

EuroQol also include guidelines for reporting results
of EQ-5D in their Users Manual

137

HTA SIG

Page 26,
lines 39-48

It can also be useful to plot the mean scores at each
assessment time for each group against the
dimensions (e.g. Physical functioning, mental
functioning, pain etc) to see whether the overall
pattern of response to the various dimensions differs
between treatments (see for example “Quality of Life”
by Fayers and Machin, 2000, chapters 8 and 16)

The purpose of this section (Presentation of the
results of HRQoL studies) is unclear.

Response by author

Accepted, has been added.

Accepted.
“to combine dimension scores to
create a summary score (if this is
provided for in the HRQoL
questionnaire),”
Accepted, will be corrected.
We wanted to make clear that
means and medians do not make
sense for ordinal data and should
therefore not be presented
(important for the RE assessors)
and that longitudinal data could be
presented in several meaningful
ways to make a point. We have
reduced the paragraph to better
bring the main message forward.
Accepted, this reference has been
added.
Accepted, has been added.
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138

HTA SIG

Page 26,
line 45

The confidence interval should not automatically be
at a level of 95%. It should depend on the design of
the study and the planned statistical analyses (e.g.
adjusted for multiple testing)

139

EFPIA

p. 26, l. 45

The confidence interval should not automatically be
at a level of 95%. It should depend on the design of
the study and the planned statistical analyses (e.g.
adjusted for multiple testing).

140

OSTEBA

Page 27,
line 1

We recommend putting references in title at the end
of it (just for style and aesthetics). Besides, the
reference numbers 417 and 4718 do not exist.
Revision needed.

Accepted

141

EFPIA

p. 27,
section 2.2.

As mentioned in the guideline itself, QALYs have a
number of methodological limitations which have led
a number of countries to choose against the use of
QALYs to support decision-making, such as e.g.
Germany. Furthermore, economic evaluation is
outside of the scope of this guideline, which is
concerned with REA.

Economic evaluation and the
requirements for HRQoL
measurement for economic
evaluation are out-of-scope for
those countries that do not perform
the cost-effectiveness of health
interventions when assessing the
relative effectiveness of
pharmaceuticals. However, in fine
the efficiency of resource allocation
will be taken into account, and

Comment accepted. Text has been
changed into: “For groups of
patients, the mean and the median
of a summary measure for HRQoL
can be presented or the proportion
of patients with a certain level of
HRQoL (in both cases with their
appropriate confidence interval),
depending on the properties of the
scores obtained with the HRQoL
instrument.”
see answer to comment 138
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142

HTA SIG

Page
28,line 11
Page 28,
lines 1-33

Define “base-case”?

143

HTA SIG

144

EFPIA

p.29, l.10

145

EFPIA

146

EFPIA

p.29, l. 210
p.29, l.28

This is relevant for the patients in informing them
about potential treatment benefit
The patient is missing from the stakeholder list.

147

HTA SIG

148

HTA SIG

149

OSTEBA

150

OSTEBA

151

OSTEBA

This section should perhaps be moved to 2.1.3 as it
relates directly to utility values and their derivation

hence generic measures of
effectiveness in general and
HRQoL in particular. As QALYs
happen to be a largely used generic
outcome measure, it is important to
mention the requirements with
respect to HRQoL measurement for
QALY assessment in this guideline.
“i.e. the minimally required
analysis”
Not accepted. The paragraph also
belongs here.
Accepted
Accepted

Change “Statistical analyses of HRQoL outcomes
should be of the same rigor as for efficacy endpoints”
to “Statistical analyses of HRQoL outcomes should
be of the same rigor as for other clinical efficacy
endpoints”.

Accepted

Page
29,line 45
Page 29

Typo: “wether” should be “whether”

Accepted

Should the discussion be separate from conclusions?

Page 30,
line 9
Page 30,
line 15
Page 39,
line 5

Misprint. dimenstions  dimensions

No, as the real conclusions are the
recommendations.
Accepted

Misprint. preferred  preferred

Accepted

Repetition of the word ‘based’ makes the sentence
more difficult to understand. Suggested rewording:

Accepted
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On a first selection, based on title and abstract, we
retained…
152

OSTEBA

For consistency with the rest of the text we suggest
changing the abbreviation Hrqol to HRQoL.

Accepted

OSTEBA

Page 41,
row related
to
construct
validity,
last column
General

153

Along the text there is no reference to appendices 1,
2, 4 and 6. When the reader looks at them it is easy
to figure out what are they for, but we think that
saying something about them previously would be a
good idea.

Accepted, has been done.

154

OSTEBA

Appendix 4

The full names of some organisations are translated
into English whereas some others are not. We
recommend following the same criteria in all the
cases.

Accepted, has been done.

OSTEBA

Appendix 4

Misprint. Capital letter missing in the full name of
UETS. Besides, there are some spelling errors and
wrongly located accent marks. The correct name is:
Unidad de Evaluación de Tecnologías Sanitarias (if
maintained in Spanish).

Accepted, has been corrected.
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Comments have been provided by
1

2

Organisation
AIFA

Name

Email
a.cangini@aifa.gov.it

Bausch + Lomb
(B+L)

Kimberly Belsky

kimberly.belsky@bausc
h.com

Address
AIFA
Via del Tritone 00181
Tel: +390659784585
Bausch + Lomb (B+L)
7 Giralda Farms, Suite 1001,
Madison NJ 07940 USA
w/ local offices at Gotthardstr. 2,
6301 Zug, Switzerland
www.bausch.com
Tel: +1 973-360-2414

3

Clinic Mathilde
Rouen

Nicolas Albin

n.albin@wanadoo.fr

Clinic Mathilde Rouen
Unité d’oncologie et d’hématologie
Clinique Mathilde
7 bd de l’Europe
76100 Rouen
Tel: +33 2 32 81 10 89

4

EFPIA

Edith Frénoy

e.frenoy@efpia.eu

EFPIA
Rue du Trône 108
1050 Bruxelles
Tel : +32.2.62.62.548

5

EFSPI/PSI HTA
Special Interest
Group

Chrissie Fletcher

efspi@kingstonsmith.co.
uk or
fletcher@amgen.com

EFSPI
Chester House
68 Chestergate
Macclesfield UK
SK11 6DY
Tel: 01625 664549

6

EMA

7

ISDB & MiEF joint
comments
LEEM

8

Andrea Buzzi

Catherine Lassale

andrea.buzzi@ema.euro
pa.eu
press@isdbweb.org,
pierrechirac@aol.com
classale@leem.org

Not provided
Not provided
LEEM
88 rue de la Faisanderie
750156 Paris
Tel : +33 (0)1 45 03 88 04

9

Novartis

Jennifer Cain

jennifer.cain@novartis.c
om

10

OSTEBA

Maider Mateos &
Itzar Etxeandia

evaluacionosteba@ejgv.
es
i-etxeandia@ejgv.es

Novartis
Novartis Campus,
CH-4052
Basel, Switzerland
Tel: +41797857397
OSTEBA
Olaguibel 38,
01004 Vitoria Spain
Tel: +34 94516653
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Organisation
Pfizer

Name
Adam Heathfield

Email
adam.heathfield@pfizer.
com

Address
Pfizer
Walton Oaks 4-1, Reigate Road,
Tadworth, Surrey KT20 7NS UK
Tel: +44 7967 759 004

12

RC CEE&Ph

Olga Rebrova

o.yu.rebrova@gmail.co
m

RC CEE&Ph
Usievicha 15-28,
Moscow 125315, Russia
Tel: +7 910 404 23 59

13

Swedish Council
on HTA

Sophie Werkö &
Måns Rosén

werko@sbu.se &
rosen@sbu.se

The Swedish Council on Health
Technology Assessment, SBU
Box 3657,
SE-103 59
Stockholm, Sweden
Tel: +46 (0)8 412 32 00
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GENERAL COMMENTS
1

2

B+L

B+L

Although the Guideline on applicability of evidence
recognize the inherent different nature of studies
conducted for regulatory authorization and for REA
studies, the guideline for comparator(s) does not take
into consideration that for Rapid REA only the data
from confirmatory studies per ICH are available for the
active whereas for the comparator several sources of
information/data will be available. As such, any rapid
REA (REA assessment done within 90 days of
approval) will be biased. B+L recommends that rapid
REA should be conducted separately (with its own
methodology) for safety and efficacy outcomes and
that a different comparator could be used for each of
these outcomes.
The draft guidelines provide an essential overview of
general considerations however, the guidelines can be
enhanced by providing specific recommendations and
practical solutions on how to meet challenges faced by
industry when selecting a comparator including:


3

B+L

Creating a clear distinction on the selection of
a comparator when the assessment is for
treatment (efficacy) vs. safety vs. cost.
Industry would significantly benefit from having
guidelines that include, for example, an
algorithm when the comparator is being
selected for treatment, safety, or cost. Each of
these assessments include explicit
considerations to address during the
assessment.

It is true that several sources
of information/data may be
available for the comparator
and not only from RCTs.
However, this does not
change the way rapid REA is
conducted.
More importantly, same
comparator needs to be used for
all outcomes
no change
Cost is not considered in JA1.
In general, where cost is
considered (cost
effectiveness) same
comparator needs to be used
for all outcomes.
no change

Continuing on comment above, the guideline can be
enhanced by:
Please see answer to comment 1.
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GENERAL COMMENTS


4

B+L

Outlining a distinct methodology to select the
comparator for Rapid REA with the option that
different could be selected by a different
methodology for subsequent REAs.
Continuing on the comment above, the guideline can
be enhanced by:


5

B+L

Addressing situations when the standard of
care becomes obsolete during a trial or soon
after completion of the trial. This is particularly
difficult for reimbursement assessments when
the standard of care is replaced by a generic.

Sudden change in clinical practice
likely to be a rare event, situation
would be covered through indirect
comparisons
generic - not relevant for REA
(only for cost effectiveness)

Continuing on the comment above, the guideline can
be enhanced by:


Providing additional guidance for cases when
the standard of care is an off-label
pharmaceutical and treatment effect size is not
well established. It should be noted that
during rapid REA, treatment effect size of an
off-label use comparator cannot be reliably
assessed by statistical methods due to limited
efficacy data published on the off-label use
(even though the off-label use has became
standard practice). Conversely, safety data on
off-label use may be more accessible via
pharmacoepidemiology or pharmacovigilance
data however, these data are still not
considered “well controlled” evidence. It is
strongly recommended that off-label use
comparators be the comparator only when
there are no other viable options and that a
stringent evaluation of the quality and strength

Comment acknowledged.
This is already covered in
guideline, so no change
necessary.
Unlicensed drugs, - need for
evidence and good quality of
data – these are already
covered in guideline.
However, as REA is interested
in added clinical benefit over a
comparator (even if used offlabel), the absolute effect size
is not so important if direct
comparison is available.
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GENERAL COMMENTS
of the data publicly available be included. We
are concerned that routine use of off-label
comparators will dilute the use of approved
comparators and recommend the guideline
emphasize these points.
6

B+L

Continuing on the comment above, the guideline can
be enhanced by:


7

B+L

Providing additional guidance and criteria on
how to identify the appropriate comparator
when the standard of care varies amongst
member states. Also refer to comment below
regarding the opportunity to meet with
EUnetHTA.

This is outside EUnetHTA joint
action 1 remit.
Scientific advice/early
dialogue meetings with
technology developers and
multiple HTA bodies are the
part of EUnetHTA JA2WP7
(started October 2012).

Continuing on the comment above, the guideline can
be enhanced by:

This is outside EUnetHTA
joint action 1 remit.
See answer to comment 6.
Disease-specific guidelines
are the part of EUnetHTA JA2
where evidence requirements
for HTA in a specific condition
will be elaborated.



8

B+L

All four EUnetHTA
draft guidelines
(comparators,
evidence,
endpoints,

Considering the development of diseasespecific models to establish consistency in
assessments and create an impartial baseline
for models being employed.

Please clarify if EUnetHTA is planning to offer scientific
advice meetings similar to the EMA to support
development of new drugs. An opportunity to meet
with EUnetHTA would provide important value to those
conducting a REA.

Outside EUnetHTA joint action
1 remit for methodological
guidelines; will be addressed
in Joint Action 2.
See answers to comments 6
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GENERAL COMMENTS
9

10

Clinic Mathilde
Rouen

EFPIA

composite
endpoints).
General comments

and 7.
The difficulty seems to integrate the various country
regulations rules which can interfere with the choice of
the comparator.
The cost of the comparator has not to be so early
integrated in the process and particularly not in the
choice of the comparator. This is a two step process
first analyze the comparison with the best comparator
and secondary make a cost effectiveness analyze.
We need to re-analyze the choice of the comparator
within time.

Comment noted.



1) Aligning evidence
requirements in areas of
divergence is outside
EUnetHTA joint action 1 remit.
See answers to comments 6 and
7.



1) The draft guidelines provide a good overview of
some of the differences between national REA
methodologies and therefore complement well the
background review that was conducted by
EUnetHTA in 2011. At this stage however, we
consider they do not provide clear guidance on
how to align evidence requirements in areas of
divergence.
2) The draft guidelines acknowledge the difficulty
of alignment especially in the context of varying
aims of REA (e.g. reimbursement or not). This
legitimate concern makes it sometimes unclear
what the objective and what the target audience of
the guidelines are. In particular, it is unclear
whether recommendations are issued for the
purpose of European REA, or whether they guide
national REA. Similarly, it is sometimes unclear
whether they should support HTA assessors to
critically appraise manufacturers’ submissions,
whether they will impact on future modifications of
national REA guidelines, and whether

Described in the guideline at
the end of section 2.1; for
example in the AMNOG
(Germany) cost is a criterion
for the choice of comparator.

2) The objective is to provide
methodological advice to HTA
Assessors (i.e. the latter is the
target audience); this has
been clarified in the guideline.
In addition, manufacturers
may take guidelines
recommendations into
account when preparing
submissions. The guidelines
may contribute to the
alignment of national

7
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GENERAL COMMENTS
manufacturers are expected to take them into
account when preparing their submissions. The
draft guidelines reviewed could contribute to
alignment of assessment processes carried out
across Europe. For this to materialize however,
these draft guidelines need to be endorsed and
implemented not only at European, but also at
national level.





3) The draft guidelines show the important role of
REA assessors to feed back into drug
development. Guidance on comparators, level of
evidence and acceptability of endpoints, will affect
development decisions taken prior to phase III
development programmes. There is therefore a
strong need to align REA draft guidelines with
already existing clinical and regulatory ones.
Throughout the guidelines, references to the
regulatory assessment and decision process, as
well as decisions taking place along the clinical
development plan, could be further enhanced.
4) In light of the above, we consider that
EUnetHTA could set up a further reflection process
involving relevant stakeholders to support
streamlining of REA evidence requirements by:
o Discussing areas identified in the draft
guidelines in the form of e.g. a roundtable
during which the draft guidelines are
reviewed one by one by a panel of experts

assessment methodologies
used out across Europe in the
long term, but any
enforcement of this is outside
EUnetHTAs authority.
EunetHTA has set out to facilitate
collaboration across countries on
HTA.
In that way an intermediate aim
would be an REA that is
applicable
in >1 jurisdiction. This has been
made clearer in the document.
3) Comment noted. For future
REA draft guidelines including
disease-specific ones, existing
clinical, regulatory and HTA
guidelines will always be checked
and requirements aligned when
adequate. EMA-EUnetHTA
collaboration on this topic has
already been put in place in
EUnetHTA JA1 and will be
pursued in the framework of
EUnetHTA JA2.
4) Comment noted. Stakeholders
involvement in guideline
development will be further
strengthened and process itself
reviewed and amended in the
framework of EUnetHTA JA2.
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GENERAL COMMENTS
from various stakeholders. As a second
step, the general reflection process could
be complemented by disease-specific
discussions/guidelines (aligned with
existing regulatory ones on e.g. clinical
investigation of medicinal products used in
specific disease areas), and should also
consider the role of early dialogue in drug
development.
Discussing the role and implementation of
the guidelines at European/national level.

Guidelines will be further
developed in Joint Action 2
covering not only pharmaceuticals
but also other health technologies.

1) As mentioned above, we understand that the
draft guideline as it stands consists of a summary
of the current status in Europe (and elsewhere) in
terms of recommendations, criteria and rules
governing the choice of the appropriate
comparator. We therefore consider it a background
descriptive effort to understand the current
situation and outlining the challenges in identifying
one appropriate comparator across Europe. As the
authors indicate having reviewed only those
national guidelines available in English, it would be
important to also review other guidelines to
appropriately capture further potential divergences
and therefore strengthening the survey.

1) The comment is broadly
speaking correct, and it has been
made clearer in the guideline that
this is a position paper rather than
an ordinary methodological
guideline

o

11

EFPIA





2) As it is, the set of recommendations describe
and acknowledge the status quo, i.e. different
ways of identifying the appropriate comparator
across European countries. We would therefore
consider it a positive step to clarify which parties

The implementation of
methodology guidelines will be
assessed in JA2.

As in any other literature reviews,
only documents available in
English have been analysed,
including documents translated to
English. This was an agreed
policy in JA1

2) The comment is broadly
speaking correct, and it has been
made clearer in the guideline that
this is a position paper rather than

9
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are that decide or agree on a comparator and to
include in the draft guideline a statement of
intention on behalf of EUnetHTA members as
regards to further discussions on ways to increase
the alignment of the methodology and criteria
amongst the EUnetHTA participating organisations
based on common sound criteria, with a long-term
aim at impacting the national guidelines and
practices, while respecting existing legal
frameworks.




3) From an industry perspective it is crucial to
ensure that any consensus within the HTA
community takes into account regulatory
requirements, and the impact on the drug
development plan. The draft guideline calls for
‘good quality evidence on effect size and adverse
effects’, which is mostly to be found, especially in
the case of rapid assessments, in trials conducted
for the purpose of marketing authorisation. The
guideline mentions the reflection process within
regulatory agencies on the active control in the
marketing authorisation application, but this could
be further referenced to across the draft guideline,
in order to ensure consistency. The EMA also
considers the problem of divergent approaches to
clinical care in member states in its scientific
advice on active comparators for registration
studies for new medicines, and EUnetHTA could
learn from this experience.
4) As the draft guideline rightly points out, some
disease areas need to take into account
specificities. For example, for some medicines with

an ordinary methodological
guideline
Aligning evidence requirements
and methodological criteria is
outside EUnetHTA joint action 1
remit.
See answers to comments 6, 7
and 10, point 3.

3) Comment noted.
See answer to comment 10, point
3.
Guidelines will be further
developed in EUnetHTA Joint
Action 2.

4) Comment noted.

10
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no alternative treatment in current practice,
placebo can be a valid comparator (e.g. orphan
drugs, vaccines, etc.). In some rare diseases the
standard of care may not have a license, and
clinical practice needs to be taken into account in
this case. In certain complex disease areas, such
as CNS, it is worth highlighting the difficulty of the
choice of the appropriate comparator where many
options are usually available and many may be
used routinely with varying frequency from a
region to another which makes it difficult to choose
the right comparator especially in the context of
global development plans. In case the assessment
body requires a different comparator from that
used in the clinical trial, indirect comparisons are
an important tool to ensure that manufacturers can
meet the requirements of the assessment and
regulatory authorities.




5) Early advice provided by the assessment
authorities constitutes a useful tool that enables
the possibility of obtaining high quality evidence on
the appropriate comparator without imposing an
additional burden on the manufacturers.
6) EUnetHTA participants may be willing to update
current national guidelines and practices that were
reviewed and assessed through the 2011
EUnetHTA survey in the context of the REA
background review based on experience and bestpractice sharing between members of the
EUnetHTA network. Best practice sharing could for
example clarify how to address the choice of
comparator in the absence of a full set of evidence

This is included in the document,
but there is no consensus on this
issue currently.

5) Comment noted.
See answer to comment 6.

6) In general, EUnetHTA
guidelines are more complete than
national ones reviewed for topics
covered in JA1. If EUnetHTA
guidelines are followed in the
future, hopefully there will be no
missing information to perform
REA. Some EU countries are
currently implementing EUnetHTA
guidelines as standard practice,
but there is no obligation to do so
in general.
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in order to ensure that lack of evidence is not
automatically translated in lack of evidence to
support the use of the new medicine. The draft
guideline mentions that clusters of countries may
potentially have a stronger base for similar criteria
for the choice of comparators, and it would be
relevant to understand whether the authors intend
to pursue this route.


12

EFSPI/PSI HTA
Special Interest
Group

13

EFSPI/PSI HTA
Special Interest
Group
EFSPI/PSI HTA
Special Interest
Group

14

7) In this context, a further future step may be to
look into more specific guidance for different
therapeutic areas based on consolidated HTA
input from the network members. Such an exercise
would mirror the current regulatory process for
producing EU level guidelines and standards. This
exercise would also be the opportunity to clarify
the target audience for the draft guideline which is
sometimes unclear.

This document is a summary of the current status,
opinions and guidelines from some European countries
and do not include advices on how the comparator
should be chosen. Is the term “guideline” appropriate?
Would other terminology, e.g. “points to consider”, be
more relevant?
It is often unclear throughout the document which
parties are that decide or agree on a comparator. More
clarification would be beneficial.
How will this guideline be utilized at a local/country
level where the choice of comparator is very specific to
local medical practice? Could any of the
recommendations in this guideline be inconsistent with
local guidelines? If so, how are sponsor companies
expected to deal with any differences, would any local

With regards to the choice of
comparator, the comment is
noted, but there is currently no
consensus across Europe on this
matter.
7) See answer to comments 7 and
10, point 3.
HTA Assessors are the target
audience; this has been clarified in
the guideline.

The comment is broadly speaking
correct, and it has been made
clearer in the guideline that this is
a position paper rather than an
ordinary methodological guideline
Clarified and amended
accordingly
The current guidelines are aimed
to provide methodological advice
to national HTA assessors.
EUnetHTA guidelines do not
supersede established national
guidelines, unless EUnetHTA
12
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guidelines supersede advice presented in this
guideline?

guidelines are formally adopted by
member states. See also answer
to comment 11, point 6.
The comment is broadly speaking
correct, and it has been made
clearer in the guideline that this is
a position paper rather than an
ordinary methodological guideline

15

EFSPI/PSI HTA
Special Interest
Group

This document effectively presents the opinions
following a survey of the national HTA agencies. It is
therefore not so much a "guideline" but more a
summary of the current thinking across EU member
states. Nine recommendations would appear to be too
many - stakeholders would prefer to have one or two,
but no more than three, otherwise it would be simpler
to just recommend that the local national guidelines be
followed.

16

EFSPI/PSI HTA
Special Interest
Group

The guideline may be improved by presenting the
results of the survey in a table and/or a flowchart that
depicts the decision making process to be followed
when considering the choice of a comparator.

The guidelines will be further
developed in JA2 and this can be
considered then.

17

EMA

general

Cross link with references should be checked throughout the
text

Comment noted.

18

EMA

General

A lot of emphasis is given to the extent to which a
comparator needs to be established, particularly it’s
treatment effect (compared to what?). Provided that
the comparator is in routine clinical use, and provided
that the new intervention aims to improve the treatment
effect (superiority trial), is it so essential to know the
effect of the comparator in order to establish the added
therapeutic value?

It is necessary to be able to
establish the effect of the new
intervention in relation to the
comparator. This has been made
clearer in the guideline. Comment
noted. See answer to comment 5.

19

EMA

General

The GL does not address how to assess the add-on
design, comparator + investigational drug vs
comparator vs placebo.

Respective section (2.2.6)
amended accordingly. It has been
made clear that it is important to
specify this.
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20

ISDB MiEF

This response has been prepared jointly by the
International Society of Drug Bulletins (ISDB) and the
Medicines in Europe Forum (MiEF).
The ISDB and the MiEF welcome the opportunity
to respond to this public consultation and would like to
highlight particularly laudable elements of the several
drafts.
Good quality draft documents. We would like to
highlight the efforts made to produce the four draft
documents submitted for public consultation. We
welcome the explanatory statement on the
methodology (box on page 2 of each draft document),
the systematic documentation search strategies, the
critical views expressed, the formulation of practical
recommendations, the bibliography presented as an
annex, and the other explanatory annexes where
needed. However, we deplore that only documents in
English were considered, especially when it comes to
benchmarking among several national guidelines in
Europe (i.e. draft guideline “Criteria for the choice of
the most appropriate comparator(s)”).
We would recommend the European Medicines
Agency (EMA) and National Drug Regulatory Agencies
to use their methodological guidelines when reviewing
marketing authorisation applications. Moreover, we
would strongly recommend the International
Conference on Harmonisation (ICH) to note these
EUnetHTA papers and their recommendations to

Comment noted. The guidelines
will be further developed in JA2
and this may be considered then.

See answer to comment 11

Noted. Not a comment on this
guideline.
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produce guidelines which would be more patientoriented 1 .
New pharmaceuticals: therapeutic advance
assessments are needed. We prefer to use the
concept of therapeutic advance instead of that of
relative effectiveness. According to the ISDB
declaration,“a medicinal product can be said to have

added therapeutic value if sound clinical data indicate
that it can offer patients better efficacy, and/or better
safety, and/or simpler administration, than existing
alternatives” 2 .

The current legal framework does not require
medicinal products to offer added therapeutic value to
enter the European market 3 4 . All that is needed is a
satisfactory balance between efficacy and safety. As a
result, many new drugs are simply more or less
equivalent to their predecessors, if not a step back
(alias “therapeutic regression”) such as rofecoxib
(Vioxx°), rosiglitazone (Avandia°), etc. 5 6 .

Comment noted.

Not a comment on the guideline.

Comment noted.

Not a comment on the guidelines.
All EUnetHTA HTAs are publicly
available.

Yet it is essential for patients, health professionals
and health economists to know whether or not a new
1-

Prescrire Editorial Staff “ICH: an exclusive club of drug regulatory agencies and drug companies imposing its rules on the rest of the world” Prescrire International
2010; 19 (108) : 183-186.
2- ISDB “Declaration on the therapeutic advance in the use of medicines” Paris. November 2001: 12 pages. Accessible at:
http://www.isdbweb.org/publications/view/isdb-declaration-on-therapeutic-advance-in-the-use-of-medicines
3 Garattini S and Chalmers I “Patients and the public deserve big changes in evaluation of drugs” BMJ 2009; 338 : b1025.
4- Naci H et coll. “Raising the bar for market authorisation of new drugs” BMJ 2012 ; 344:e4261 : 5 pages.
5- Light D et Lexchin J “Pharmaceutical research and development: what do we get for all that money?” BMJ 2012 ; 344:e:4348 : 5 pages.
6- Prescrire Editorial Staff "New drugs and new indications in 2011. France is better focused on patients' interests after the Mediator° scandal, but stagnation
elsewhere" Prescrire Int 2012; 21 (126): 106-110.
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drug offers added therapeutic value, so that they can
make rational choices among the available treatments.
Therefore, ISDB and the Medicines in Europe Forum
encourage EUnetHTA members to publish their
assessment reports on new medicinal products
to provide the public with an analysis of the
added therapeutic value based on available data
(published as well as unpublished data).
In
addition,
publishing
the
final
methodological guidelines used and all drafts
during the step-by-step procedure within the
elaboration process of new guidelines would be
of great value to academia, healthcare professionals,
patients and the public at large (NICE in the UK and
IQWiG in Germany already make all drafts preceding a
final guideline publicly available).
21

ISDB MiEF

When judging whether a new intervention is a
therapeutic advance, it is crucial to consider efficacy,
safety, and convenience. The continuous evaluation of
older substances is essential so that medicines which
are no longer valuable due to better therapeutic
alternatives can be eliminated, and new or better ways
of using already approved drugs can be identified 7 . A
therapeutic advance should not be seen in isolation:
cost and quality must also be considered.
Efficacy - The efficacy of a new drug intervention
should be assessed first of all in terms of overall

The publication of ALL drafts is
not planned.

Not a comment on the draft
guideline

Not a comment on the draft
guideline

7-

Prescrire Editorial Staff “Simplified examination of variations to the terms of purely national marketing authorisations? Yes, but first re-evaluate "old national
marketing authorisations"!” October 2011: 4 pages. Freely accessible on http://english.prescrire.org.

16

Compilation of comments on 4th draft of guideline on Criteria for the Choice of the most Appropriate Comparator(s)

N°

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
mortality where relevant, morbidity, and last but not
least quality of life as assessed from the patients’
perspective. Therapies for chronic conditions require
long-term studies. Comparative trials assessing the
superiority of an intervention are required when there
is an adequately tested treatment. These requirements
are consistent with the latest version of the
Declaration of Helsinki (October 2008), which requires
that "The benefits, risks, burdens and effectiveness of
a new method should be tested against those of the
best current prophylactic, diagnostic, and therapeutic
methods" (Section C clause 32) 8 .
Safety - Improved safety compared with existing
options can qualify a new intervention as a therapeutic
advance provided that short-, medium- and long-term
pharmacovigilance data are considered. All information
on drug safety (including pharmacovigilance data)
should be made public from the date of marketing. For
a new drug intervention to be accepted as a
therapeutic advance on grounds of safety, several
years of active pharmacovigilance are necessary.
The following are required:
- well designed pharmacovigilance studies, such as
case-control studies and large cohort studies, to
provide a clear picture of safety profiles, including

Not a comment on the draft
guideline

Not a comment on the draft
guideline

8-

"WORLD MEDICAL ASSOCIATION DECLARATION OF HELSINKI - Ethical Principles for Medical Research Involving Human Subjects"
http://www.wma.net/en/30publications/10policies/b3/17c.pdf : 5 pages.
9- Prescrire Editorial Staff “Prescrire’s response to the public consultation on EMA/CHMP/QWP/180157/2011 "Draft - Guideline on Pharmaceutical Development of
Medicines for Paediatric Use": a pragmatic overview and 20 constructive proposals” Paris, 29 December 2011 : 20 pages. Freely available on english.prescrire.org.
10- A review on methods for assessing the safety and quality of packagings is available in the EU Council report (ref. Council of Europe - Expert Group on Safe
Medication Practices "Creation of a better medication safety culture in Europe: Building up safe medication practices" 2006: 275 pages).
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interactions and safety in at-risk groups (such as
elderly people, children, pregnant women and patients
in renal failure);
- long-term, large, randomised controlled trials with
overall mortality as the main endpoint for assessing
safety of prophylactic interventions such as
antihypertensives and lipid-lowering drugs.

22

ISDB MiEF

General

Convenience - Before marketing, studies should be
undertaken to show adequate ease of use, the quality
of the packaging (evidence indicates that well
designed packaging improves patient safety, while
poorly designed packaging generates medication
errors 9 ), together with studies showing that patients
understand and can use the accompanying
information. If no such studies are performed before
marketing, HTA bodies could require the marketing
authorisation holders to perform them to make their
assessments possible 10 . Such assessments are needed
in many countries for the purpose of reimbursement,
and this should be an incentive.
 This guideline is a descriptive document explaining
the different practices in EU Member States. The
notion of therapeutic advance should be better
explained by referring to the ISDB “Declaration on
therapeutic advance in the use of medicines” Paris.
November 2001: 12 pages (Accessible at:
http://www.isdbweb.org/publications/view/isdbdeclaration-on-therapeutic-advance-in-the-use-ofmedicines).
The notion of therapeutic advance is the one that
needs to be used in choosing the comparator

Not a comment on the draft
guideline

The comment is broadly speaking
correct, and it has been made
clearer in the guideline that this is
a position paper rather than an
ordinary methodological guideline
The phrase ‘added therapeutic
benefit’ is standard wording in
HTA, during JA1 the phrase
‘therapeutic advance’ has not
been mentioned by any other
partner or stakeholder, and
without broader discussion a
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23

LEEM

24

LEEM

25

Novartis

which has a palpable clinical meaning for patients.
The comparator might be any intervention
improving patients’ health and not always another
medicine or medical device.
We deplore that only documents in English were
used, especially for benchmarking among several
national guidelines in Europe.
Throughout the document, when explaining the
different practices in EU Member States, please
state in brackets the name of the Member States
concerned.

We insist on the relevance and usefulness of these
documents and support efforts to move towards greater
methodological harmonization for HTA in the EU.
With 3 generals comments :
The 4 guidelines concern more relative efficacy than
relative effectiveness
They are very “open” with a large possibility of
interpretation by each country
And they are not always designed for orphan drug

Overall comment: The guidance is clear in terms of
“ideal circumstances” but makes a number of
concessions for “national procedural rules”.
Novartis very much appreciates the opportunity to
comment on the methodological guidelines developed
by EUnetHTA. These guidelines, if jointly agreed by all
stakeholders, could help streamline HTA across
Europe.

change of terminology is not
possible at this stage.

See answer to comment 11

EUnetHTA members have
advised that this should not be
done.

Comment noted, but not relevant
for the comparator guideline

Correct (initial REA is close to
MA).
More specific recommendation will
be provided when possible.
Correct, even if general principles
apply.
It was outside the remit of JA1 to
specifically consider orphan drugs.
Comment noted.

Comment noted.
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26

Novartis

We understand that there are preliminary plans for a
roundtable discussion to take place later this year to
work through the guidelines in detail and to facilitate
the alignment procedure. We support this idea, and
would be happy to have our internal experts join the
discussions.
The guidance concludes that in many circumstances
there is no European-wide consensus of what
constitutes standard/routine/best clinical care, and that
real life patient populations are likely to be
heterogeneous across countries. Unfortunately, as the
guidance is both vague broad, allowing for assessors
choice in all circumstances, it does not bring us closer
to a clear recommendation on the definition of a
European comparator.
The guidance should help define an approach to
broader applicability that helps chart a path to
harmonization as it is not very ‘pragmatic’ to need to
provide real world comparator trial data for each
country.

We seek to understand how these guidelines will be
interpreted and implemented in practice, e.g. selection,
handling unlabeled indications or un approved drugs,
as well as handling “best supportive care”.

It is correct that the basis of the
work was an overview of the “state
of the art” in each EU country. For
some circumstances, there is
convergent view; in others (such
as choice of comparator with no
adequate comparator available),
divergences exist. Statements will
be introduced to highlight
situations where
recommendations are based on
consensus and where consensus
does not exist.
It was not the aim to provide
recommendations for the choice of
a ‘European’ comparator or for
harmonisation of the comparator.
In fact the draft guideline outlines
when that is not possible.
Choice of an appropriate
comparator may be discussed in
early dialogues. See answer to
comment 6.
This and other EUnetHTA
guidelines refer to indirect
comparisons where direct trial
data do not exist.
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Some of these issues depend on
national policies. However, the
guidelines will be further
developed in JA2 and this may be
considered then.
27

Pfizer

General

28

Pfizer

General

29

Pfizer

General

The draft paper does a good job of setting out in a
neutral manner the different requirements for the
choice of comparator that exist in national relative
effectiveness assessments across the EU. It also
indicates clearly the areas where there is currently
agreement/common approach. The problems in
generating a single viewpoint across the EU member
states are considerable and the document does not
hide the degree of difficulty this represents.
Companies developing new medicines are concerned
that in some EU countries the absence of evidence on
the preferred comparator chosen by national relative
effectiveness bodies or the absence of a head-to-head
study in the exact population are being used to say
that a new medicine “lacks evidence to support its
use”. The EUnetHTA paper acknowledges that gaps
are likely to exist between the data available and the
ideal situation that national REA groups might like to
see. However, it could go further to set out a hierarchy
of approaches to the choice of comparator that
national agencies should consider. The absence of the
“perfect” data should not halt the process of conducting
relative effectiveness assessments.
Divergent approaches to clinical care in member states
are a problem that the EMA also needs to resolve in its
scientific advice on active comparators for registration
studies for new medicines. The EUNetHTA document

Comment noted.

There is currently no consensus
on this issue across Europe.

This and other EUnetHTA
guidelines refer to indirect
comparisons where direct trial
data do not exist.

It was not the objective to provide
recommendations for the choice of
agreed Europe-wide reference
comparator for HTA. The draft
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acknowledges this but could go further to set out the
reasons why – in the absence of agreed Europe-wide
reference comparators – the active comparator used in
EU registration studies should not be an acceptable
choice for relative effectiveness assessments.
There needs to be consistency on whether the
comparator should be the best standard of care or
routine care. Ideally these would coincide, but in
practice may not. Focusing on established routine care
would be positive in making relative effectiveness
assessments more pragmatic, but may generate more
problems in establishing single EU-wide comparators.

30

Pfizer

General

31

RC CEE&Ph

General

[As this Guideline is the review of national approaches,
the Annexe with the table including main aspects of
national (or clusters of countries) approaches seems to
be useful to prepare]

32

SBU

General

Our comment concerns the lack of cost effectiveness as
primary outcome.
From our point of view Relative effectiveness assessment
must consider cost effectiveness when comparing different
alternatives. This hasn’t been addressed in any of the
documents. We would like cost effectiveness ratios to be
included among the primary endpoints.

guideline outlines why that is not
possible.
For scientific advice, see answer
to comment 6.
Comment noted and clarified in
the section 2.1.
The majority of countries stated
‘best standard care’ as the
comparator, but further analysis
indicated this to be similar to
routine care. Also there is an issue
with defining the criteria for what
‘best ‘means, it could be lowest
cost, most cost effective, or most
clinically effective. For that reason,
it is preferable to avoid this
phrase.
The detailed results are separately
published and referenced
accordingly.
Comment noted, but the remit of
JA1 was limited to REA.
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33

Novartis

Page 5, Line 3

34

EFPIA

p. 5, L. 5

35

EFSPI/PSI
HTA Special
Interest Group

P5, L5

36

AIFA

Pag 5, Line 5/9

37

EFPIA

p. 5, L. 13-14

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
Is there a clear definition of new pharmaceuticals? First approval? What about
extensions of indications?

‘New’ has been removed to make text
more generic.

It is important to ensure that the concept of “added therapeutic benefit” clinical
aspects beyond pure efficacy as there might be situations where the new
pharmaceutical has a similar efficacy/safety profile but offers other advantages
which might result in better quality of life or fewer administration barriers.
Therefore the sentence could be refined by referring to “A comparator in a
relative effectiveness assessment (REA) is a health care intervention or other
technology with which a new pharmaceutical is compared in order to establish
the relative therapeutic benefit of the new pharmaceutical”. This would be in line
with the High Level Pharmaceutical definition of relative effectiveness.

This has been clarified in the text.

“added therapeutic benefit” – although this is true in most of the cases, there
might be situations where the new pharmaceutical has a similar therapeutic (i.e.
similar efficacy/safety) benefit but offers other advantages which might result in
better QoL and lower associated cost (e.g. different route of administration). Are
these scenarios also captured by the above wording?
Such comparator could be another pharmaceutical, but also a medical device, a
procedure or a psychological approach, a radiotherapy, a physiotherapy, a
surgery or, if appropriate, a providing advice, for example advice on diet or
smoking,(correct lifestyle) a combination of health care interventions carried out
simultaneously or in sequence, or “watchful waiting” (no intervention).

Amended and clarified accordingly.

It seems counterintuitive to indicate that there is broad agreement across
countries about what should be the comparator(s) in the context of REA whilst
at the same time acknowledging the many differences that exist in terms of the
selection of comparator. From industry’s expertise the lack of alignment across
countries on the choice of comparator(s) is a significant issue. Work by
EUnetHTA, together with other key players such as industry and regulators,
could try and tackle this challenge.

The phrasing of ‘added therapeutic
benefit’ is commonly used by a large
number of organisations and is well
understood in the medical and lay
community. The international debate of
the wording (relative, comparative) has
not yet been resolved.

‘Correct lifestyle’ is a concept coming
from a value judgement, and it would
not be appropriate for EUnetHTA to
include this.
This has been clarified. The agreement
lies in the definition of the comparator
(=routine, standard care), but the
differences in the choice of comparator
lie in the fact that routine care is
considered different in different
countries.
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SPECIFIC COMMENTS

38

39

EFSPI/PSI
HTA Special
Interest Group
EFPIA

40

EFPIA

41

42

43

EFSPI/PSI
HTA Special
Interest Group
EFSPI/PSI
HTA Special
Interest Group
EFPIA

P5, L14

"….place of a new pharmaceutical…" suggest change to …"where a new
pharmaceutical would be used…."?

Amended accordingly

p. 5, L. 14-17, and p.
6

The qualification here is crucial that the reflection process is about REA in the
context of making decisions about the place of a new pharmaceutical in clinical
practice or about reimbursement. It would benefit from being highlighted earlier
in the document. In the context of reimbursement choosing what would be
replaced as the appropriate comparator does allow reflecting the opportunity
cost of changing practices.

This has been placed in the Summary
and early in the document.

p. 5, L. 18 -30

It remains unclear what the exact objective of the draft guideline is. Whilst there
is an intention to discuss better alignment of REA across Europe or European
REA, the guideline discusses differences across Europe. As indicated in the
general comments, some acknowledgement by the authors of next steps to
agree on convergence where feasible would be beneficial and more comment
about the anticipated role of EUnetHTA guidance in examples where no
convergence is possible. Alternatively the current set of recommendations in the
draft guideline could be clarified by specifying the distinction between a
comparator appointed in a local REA in one single country and a comparator
applicable for EU REA.

Objectives are described in section 1.3
See answers to comments 26 and 29.

This has not been an explicit or implicit
objective of the document and is
outside the remit of JA1. Early
dialogues, piloted in EUnetHTA JA2,
may be useful to discuss situations
where no convergence on the choice of
endpoint is anticipated.
There is no “EU REA”. The EUnetHTA
aim is to provide common “core” HTA
information as the basis for national
REA.
The definition of quality measures is
covered in other guidelines.

P5, L19

“high-quality” – is there consensus on what that means in this context and how
this is defined?

P5, L20

Suggest replacing "…effect size and adverse events…" with "…efficacy and
safety profile…."

Amended accordingly

p.5, L.19-22

Throughout the draft guideline, reference is made to the need to rely on “highquality” guidelines, or evidence. It would be interesting to better understand how
high-quality is defined in this context. In certain cases clinical practice guidelines
may have limitation since they consider older treatments which might not

The definition of quality measures is
covered in other guidelines.
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44

EFSPI/PSI
HTA Special
Interest Group

P5, L23-28

45

AIFA

Pag 5, Line 26/28

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
coincide with comparators used in clinical trials. This could be acknowledged in
the text l. 22.

amended accordingly

This provides the current state and explains why there might be differences
between countries in the choice of the comparator(s). In a clinical development,
it might be too complicated/costly to include all comparators that would ideally
be defined by each European country. Could this EUnetHTA “guideline”
address this issue and provide some guidance?

The document is not about comparators
in clinical trials, but in HTA/ REA.
Document has been amended to clarify.

The following concept needs more clarification: it is governed by the purpose to
gain as much insight as possible about the new pharmaceutical; for this, the
comparator needs to be from a similar pharmaceutical class.

This has been clarified:
If the comparator is to be another
pharmaceutical, some countries specify
that it should have similar
pharmacological properties or a similar
pharmacological mechanism of action
as the pharmaceutical to be assessed.

Suggested to add the following sentence: In the case of Orphan medicines the
legislation offers a framework for defining standard of care thereby creating a
consensus mechanism on this issue specifically for Orphan medicines.
If the intention is here to underline the different objectives in the use of REA in
different countries, we would suggest to add “in that country” at the end of the
sentence for clarification.

The EMA and EC legislation has now
been referred to.

46

EMA

Page 5 Line 28

47

EFPIA

p. 5, L.30

48

EFSPI/PSI
HTA Special
Interest Group
EFPIA

P5, L30

Suggest to add “in that country” at the end of the sentence for clarification.

amended accordingly

p. 5, L. 31-32

Whereas it seems that the intention would be for EUnetHTA members to agree
on a set of principles for the choice of comparator, it remains unclear at which
level convergence is possible (i.e. whether a European convergence is
possible). It is also unclear exactly who the addressee is, i.e. who will finally
choose the most appropriate comparator. Although at the beginning of the draft
guideline reference is made to HTA assessors, who is responsible for designing
an HTA system will differ from one country to the next. Some acknowledgement
and reflection on practicalities of convergence would be beneficial to ad here.

Convergence or harmonisation has not
been an explicit or implicit objective of
the document and is outside the remit
of JA1.
See answers to comments 26, 29 and
40.

P5, L31/32

It is unclear to who this document is for, i.e. who should finally choose the most
appropriate comparator.

It has now been stated that the target
audience for this document are HTA

49

50

EFSPI/PSI
HTA Special

amended accordingly
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Interest Group

Assessors.
Section 2.3 explains who is involved
with the comparator selection.
Amended to assessment question

51

EFPIA

p. 6, L.3-4

It seems more appropriate here to refer to the objective of the REA (e.g. making
decisions about the place of a new pharmaceutical in clinical practice or about
reimbursement) rather than to the research question. The research question will
then be derived from the objective of the REA.

52

EFSPI/PSI
HTA Special
Interest Group

P6

Recommendation 1 states the need for "…evidence on effect size and adverse
events…" whereas recommendation 4 requires "…clear efficacy data and
known effect size…". These would need to be consistent.

amended accordingly

53

P6, L3-4

Is "specific research question" meant or "specific REA". I assume the latter

amended accordingly

54

EFSPI/PSI
HTA Special
Interest Group
Novartis

Please state that the dosing should be within the label.

amended

55

AIFA

Page 6, Line 6,
number 5
p. 6 – p. 7
Recommendations

Please take into account that no recommendations have been highlighted
regarding:
It should be clarified that direct comparisons (Head to head) instead of indirect
comparison are preferred.
Non inferiority studies should be avoided.

56

Clinic
Mathilde
Rouen

Page 6,
recommendation 1
“high-quality clinical
practice guidelines”

57

EMA

Page 6
recommendation 1

58

EFSPI/PSI
HTA Special
Interest Group

P6,
recommendations 1
and 7

High quality guideline has to be well defined, in oncology guidelines varies
enormously in quality, for example NICE or NCCN guidelines seem to be high
quality level as opposed to ESMO guidelines. Conflicts of interest of physicians
involved in the preparation of guidelines have to be analyzed and discuss. The
quality of the guideline is critical in the process of the choice of the comparator.
Suggested to add the following sentence at the end of the paragraph: In the
case of Orphan Medicinal Designation the legislation offers a framework to
identify this.
The last part in Recommendation 1 “, and with an EU marketing authorisation
for the respective indication and line of treatment” seems redundant with
Recommendation 7. Should Recommendation 1 be shorten?

Document has been amended to
include that although not explicitly
stated in many national guidelines head
to head comparisons are preferred by
many assessment agencies and
decision makers. Indeed, non-inferiority
studies are not of much interest for the
assessment of added therapeutic
benefit.
Not a specific comment on this
document.

document amended

document amended
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SPECIFIC COMMENTS
It is unclear at which level the recommendations are given. Is recommendation
1 for a European REA? Does recommendation 2 provide local
recommendations in case no European REA is possible?

Response by author

59

EFPIA

p. 6,
recommendations
1&2

60

P6, recommendation
2, first bullet point

“evidence needs to be presented” – presented by whom?

61

EFSPI/PSI
HTA Special
Interest Group
EMA

Page 6
recommendation 2

Suggested to add a third bullet point as follow: Orphan Medicinal Designation
endorses a consensus position on standard of care in rare diseases.

Reference to the EMA and EU
legislation has now been included.

62

EFPIA

p. 6,
recommendations
2&3

Defining the routine use is difficult especially when in many disease areas, there
may be situations where clinicians have a choice from among several options.
Section 2.2.6 which deals specifically with this kind of situation states that “there
is no advice to what approach should be taken”. It would be interesting to get
advice of how to handle such situation.

Comment noted. The guidelines will be
further developed in JA2 and this may
be considered then.

When the comparator is a pharmaceutical, being licensed for the indication in
question would be preferable, as this comes with a better knowledge and
evidence base of the product. Furthermore, a product with a marketing
authorisation has proper prescribing information and, where applicable, patient
leaflet, maximising the likelihood of an appropriate administration, which has a
direct impact on effectiveness.
63

EUnetHTA has not introduced the
concept of a European REA anywhere
in its documentation or its work plan.
EunetHTA has set out to facilitate
collaboration across countries on HTA.
See also answer to comment 40
Clarified, wording changed to
‘available’.

Already covered in the document.

P6, recommendation
2, second bullet
point
p.6,
recommendation 2

“validated” – is it meaning of “validated” clear; how is it defined?

No further clarification is considered
necessary.

64

EFSPI/PSI
HTA Special
Interest Group
EFPIA

The terminology “evidence needs to be presented” makes it unclear whom this
is addressed to. It would benefit from rewording.

Clarified, wording changed to
‘available’.

65

EFPIA

p. 6,
recommendation 3

It is unclear from the recommendation how the evidence should be collected:
should it be the manufacturer, or the HTA assessor?

The recommendations do not aim to
prescribe specific processes, as these
are under national authority. See
Section 2.3

Other sources of evidence of routine clinical care could include, e.g. guidelines
from valid scientific associations, official gazettes and validated clinical
protocols. From the list provided, it would be useful to understand what is
considered the best source of evidence. For some disease categories such as

List in recommendation 3 has been
amended.
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rare diseases, surveys ad reimbursement lists might not be appropriate.
Since the understanding seems to be that the product sponsor would present
evidence from these sources, the product sponsor and relevant experts should
have an input into the discussion.
Who makes the decision about the
comparator and when this is done
depends on national processes.
66

Clinic
Mathilde
Rouen

Page 6,
recommendation 3

It will be useful to add clinical guideline as evidence that the intervention is used
in routine
The quality of websites has also to be established before using as a proof of
evidence that the intervention is used in routine.

This is covered by recommendation 1.

67

EMA

Page 6
recommendation 3

Suggested to add a seventh bullet point as follow: Orphan Medicinal
Designations

Not accepted. Orphan Drugs are not
specifically covered in the guideline

68

LEEM

P.5
Recommendation 3

Internet searches in the absence of any of the listed data sources are unlikely to
be reliable.

This is correct and the order of
preference has been indicated.

69

Novartis

Page 6,
recommendation 3

This is covered by recommendation 1.

70

Novartis

71

LEEM

Page 6
recommendation 3
P5.
Recommendation 4

May guidelines also be an indicator for routine clinical care? For rare/orphan
diseases ICD-10 codes do no allow to differentiate and make also surveys and
reimbursement list problematic.
What about considering also other sources as: guidelines from valid scientific
associations, official gazettes and validated clinical protocols?
Suggestion : Add “Comparators should not be requested if there is limited or
poor quality data available to support the comparison”.

72

EFPIA

There are instances where this recommendation will not be applicable, e.g.
orphan drugs, best supportive care, etc. Furthermore the second part of the
recommendation seems overly restrictive, as it refers only to part of the
evidence that can be delivered. Whilst industry underlines the importance of
pragmatic trials and observational studies for the demonstration of effectiveness
of available treatments, other sources of evidence, including RCTs where
available, should not be excluded (as referred to on p. 11, l. 39-40, referring to
RCTs and indirect comparisons).

RCTs have been included. Indeed,
methodological guidelines on REA of
pharmaceuticals cover mostly data from
RCTs; pragmatic and observational
trials were out of scope in JA1 but may
be considered in JA2.

p. 6,
recommendation 4

Accepted and amended accordingly
This is implicit in the wording of the
current recommendations.
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If different doses or scheduled are used in different countries, any guidance on
how it should be addressed in the clinical development?

This question aims at scientific advice,
rather then HTA.

EFSPI/PSI
HTA Special
Interest Group
EFPIA

P6, recommendation
5
p. 6,
recommendation 5

In general, manufacturers are obliged to dose comparators in trials according to
their approved labelling.
Uncertainty can arise when utilisation of the comparator in clinical practice
differs substantially from that approved labelling, when several dosages of the
comparator are available, and when there are variations of dosage between
countries (especially where there are national marketing authorisations).
Dosage is therefore best in line with marketing authorization or high-quality
clinical practice guidelines. Where there is uncertainty, discussion between the
HTA assessor and applicant could take place to define how to best address it.
In general, a relative effectiveness assessment should account for different riskbenefit profiles rather than recommending one particular dosage.

Comment noted. Some of the
suggested text has been included in
section 2.2.2

Page 6,
recommendation 5

Not available if the comparator is not a drug.

Amended.

76

Clinic
Mathilde
Rouen
Novartis

Its not clear how the “optimal” dose is defined and by whom.

77

Novartis

Page 6
recommendation 5
Page 6,
recommendation 5

Amended.
See answer to comment 78
Amended

78

Pfizer

Page 6,
recommendation 5

Recommendation 5 The comparator should be optimally dosed or scheduled
[add] “in line with its marketing authorization or high-quality clinical practice
guidelines.”

Amended

79

EFSPI/PSI
HTA Special
Interest Group

P7,
Recommendation 6

When this states that different comparators may be used for evaluation of
different subgroups it is suggested to add some mention of how the reliability of
direct v indirect comparisons should be considered as part of this. This
comment also applies to section 2.2.4 where although this is touched on it is not
that explicit.

It is not the role of this guideline to
comment on the value of indirect
comparisons. See EUnetHTA guideline
on levels of evidence: direct and
indirect comparisons..

80

EFPIA

p. 7,
recommendation 6

It needs to be carefully considered how subgroups and sub-indications are
defined. Ideally these should be agreed at the stage of trial design, as otherwise
trials would not be powered enough for statistically meaningful sub-group
analyses.

Comments aim at trial design not HTA.

74

75

It is often controversial what an optimal dose or schedule is. Dominant use in
reality should also be considered as highest doses are often not used in daily
practice and the optimal dose may therefore be lower.
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Here it would be relevant to make a link to the regulatory discussion and
specifically to the EMA consultation paper on the importance of an active control
in the marketing authorisation application (referred to in the problem statement,
Section 1.2.1 (p8).
81

EFSPI/PSI
HTA Special
Interest Group

P7

Recommendations 7, 8, and 9 - here are examples of where it may be easier to
just consult the national agencies in the first place. It would be nice to have
seen recommendations over and above those of the member states.

Aligning evidence requirements and
methodological criteria is outside
EUnetHTA joint action 1 remit.
See answer to comments 6,7,10,11,26
and 40.

82

EFPIA

p. 7,
recommendations 7
to 9

These recommendations are applicable at national level only. It is unclear to
what extent they would apply also to European REA and what impact it would
have on requirements and potential duplication. These recommendations make
it unclear whether the draft guideline is concerned with European REA or
recommendations for national REA.

EUnetHTA has not introduced the
concept of a European REA anywhere
in its documentation or its work plan.
EunetHTA has set out to facilitate
collaboration across countries on HTA
with providing methodology standards
and core HTA information for national
REAs.

83

Pfizer

7 to 9

Recommendations 7, 8 and 9 do not really represent recommendations other
than for national agencies to comply with local regulations and could be deleted
from this section. Retaining the information to indicate the constraints on
providing single guidance that is valid across EU countries may be valuable, but
not as recommendations.

It is felt important to include these as
specific recommendations, but it has
been made clear that these are specific
to some countries.

84

Pfizer

Recommendations

Add recommendation on sources used to specify the comparator:
The product sponsor, key stakeholders (inc patients), those developing
clinical guidelines and (international) methodological guidelines should
have an input into the choice of comparator.

85

EFPIA

p. 7,
recommendation 7

This recommendation is restrictive as it does not take into account that the most
appropriate comparator might not be a medicinal product. Where the
comparator is a medicinal product, the principle should indeed be to use it

This is already covered in 2.3, and has
been slightly amended.
Because of the variation between the
national processes it was not felt that a
clear recommendation could be given.
Amended to include: ‘...or if not a
pharmaceutical, another form
recognised regulatory approval, for the
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according to their label, which has been well researched and demonstrated in
the framework of regulatory approval, except where an unlicensed
pharmaceuticals might be required for example in rare conditions.

appropriate indication and line of
treatment...’.

86

Pfizer

p. 7,
recommendation 7

Recommendation 7 should account for the fact that not all comparators will be
medical products, so may not be eligible for marketing authorizations.

Accepted. The text will be amended

87

Pfizer

p. 7,
recommendation 8

Recommendation 8 should be deleted or explained in more detail. Focusing on
comparators that are in routine clinical use may mean that the relevant
comparator is the cheapest available, but the focus must be on relevance not
cost.

Some national processes (for example
ANMOG in Germany) stipulate criteria
for the choice of comparator related to
cost. Document amended to make this
clearer.

88

EFPIA

p. 7,
recommendation 8

Considering the cost in the choice of comparator does not seem to be in line
with the objective of determining the relative therapeutic benefit of a new
pharmaceutical in comparison to routine clinical care. As acknowledged in WP5,
economic considerations are excluded from this Work Package and follow in
other parts of the HTA process where required. Furthermore, it is unclear which
costs are referred to, and how the cost of therapy (rather than only the cost of
acquisition of the comparator) should be determined. As a general comment, we
would like to underline that any European guidance should foster on best
scientific methods and not be limited by current national procedural rules.

Some national processes (for example
ANMOG in Germany) stipulate criteria
for the choice of comparator related to
cost. Document amended to make this
clearer.

89

Clinic
Mathilde
Rouen

Page 7,
recommendation 8

This is probably a two step process, first the best comparator has to be
establish and used as a comparator for the new procedure secondary once the
comparison is done the price or the cost has to be integrated in the decision.
Using cost before real and scientific comparison introduce bias in the analyze of
the effectiveness.

Some national processes (for example
ANMOG in Germany) stipulate criteria
for the choice of comparator related to
cost.
Document amended to make this
clearer.

90

Novartis

91

Novartis

Page 7
recommendation 8
Page 7
recommendation 9

It should be clear here that “costs” are not “prices”. If costs are included, it
should include the societal element as well.
How is the class defined? Again on ATC 4 level? The indication must be
labeled.

Some national processes stipulate
criteria related to comparator cost.
One country has specified that a
comparison to the most similar drug is
carried out to see if there are
differences with a new one.
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SPECIFIC COMMENTS
It is unclear how a pharmaceutical class is here defined. Again, this seems to be
at odds with the objective of the draft guideline to look at comparisons of new
pharmaceuticals with standard routine care, which might not be a
pharmaceutical.

One country has specified that a
comparison to the most similar drug is
carried out to see if there are
differences with a new one.

92

EFPIA

p.7,
recommendation 9

93

Clinic
Mathilde
Rouen

Page 7,
recommendation 9

This is not possible each time particularly with specific therapy use in oncology
for example anti EGFR like Iressa or Tarceva have been compared to standard
second generation chemotherapy regimen like Taxoids / platine association.

Comment noted. Section 2.2.1 has
been amended to include reference to
this comment.

94

EFPIA

p.7,
recommendations

An important consideration about at “what stage of the process the comparator
should be best defined” (problem statement (1.2.2.)) could also be reflected in
the recommendations. From a drug development perspective it is important to
factor this in much earlier before the start of the assessment. A PICO table like
approach could be started at any given point in time initiated by any stakeholder
having a specific comparator decision problem for a given population,
intervention, group of possible comparators, and outcome. Any further change
would than be made in relation to the initial decision based on additional
evidence.

Comment noted.
However, an additional general
recommendation has been given.

95

EFPIA

p. 8, L. 7-8

No intervention is indirectly defined in the guidelines as “providing advice, for
example advice on diet or smoking”, or “watchful waiting”. Placebo can also be
a comparator and no intervention could mean no treatment of any kind.

Comment noted. Already included in
section 1.1

96

Novartis

Page 8, Line 36-37

It remains controversial and unclear how to balance different benefits vs. harms.
If a drug reduces strong pain by 50% with 50% diarrhea as harm – is there still a
positive relative efficacy/effectiveness?

Comment not specific to the choice of
comparator.
In general, the Pharmaceutical Forum
definitions imply some form of
integration or balancing of benefits and
harms, but without providing advice on
how to do this. A formal algorithmic
integration of benefits and harms is
currently only carried out in countries
that perform economic modelling, and
this is mentioned at the end of section
1.2.1.

97

AIFA

Pag 8, Line 49/50

translation of surrogate endpoints into long term clinical outcomes

Amended accordingly
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The IMI call on ‘Incorporating real-life clinical data into drug development’ (call
text available at
http://www.imi.europa.eu/sites/default/files/uploads/documents/7th_Call/Call7_F
inalCallText.pdf) is looking into pre-launch real-life data generation. For a later
REA based on empirical real-life data, it is important to discuss how the data will
be generated, and how responsibilities will be shared between the manufacturer
and the health system.

Response by author

98

EFPIA

p. 8, L. 49 to p. 9, L.
2

Comment noted. The guidelines will be
developed further in joint action 2, and
this topic may be considered then.

99

EMA

Suggested to add the following sentence/bullet: Orphan Medicinal Designation
offers a framework for identifying standard of care at the European level.

It has been added where felt most
appropriate.

100

EFPIA

Page 8 Line 49
Page 9 Line 34
Page 11 Line 21
Page 12 Line 30
Page 13 Line 33
Page 15 Line 9
p. 9, L. 28

The following questions should be added: “what to do in situations where there
is no alternative treatment (e.g. orphan drugs, vaccines, etc): could placebo be
used as a comparator?” and “what to do in situations where the standard of
care is a treatment combining different technologies?”

The definition of comparator also
include a do nothing option (see section
1.1), the option of a combination of
technologies has been added to 1.1. It
does not make sense to refer to
placebo itself as a possible comparator,
as placebo is not provided in standard
care. However, in how much the
placebo arm of a trial can be used as
proxy for standard care depends on the
circumstances.

101

Pfizer

P9 Line 32

Add new bullet point:
The timeline required for making the assessment e.g. rapid REA.

102

EFPIA

p. 9, L. 32-34

103

EFPIA

p. 9, L.35-43

It does not seem practicable to define the comparator during the assessment,
as data needs to be generated beforehand and, especially for rapid REA, data
will stem from phase III studies. A reference to early dialogue here would be the
opportunity to underline the potentials to discuss and agree on appropriate
evidence generation upfront.
As the draft guideline’s intention is “if it is possible to provide a set of
internationally agreeable recommendations for the selection of the most
appropriate comparator when completing a REA”, it would be good to outline

Not accepted. It is not clear how the
timeline required for making the
assessment affects the choice of
comparator.
Further explained in 2.4, and amended
to avoid confusion. Also an additional
recommendation has been added to
cover this.
During Joint Action 2 it will be explored
if an agreed reference comparator can
be agreed between countries before the
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what the EUnetHTA intends to do next in order to achieve that goal. For this it
needs to be clarified whether it is possible to have one EU agreed reference
comparator and if not, should there be multiple reference comparators.

assessment. This will be done during
early dialogues between developers
and several HTA bodies.

104

EFSPI/PSI
HTA Special
Interest Group

P9, L39-41

“this document will explore if it is possible to provide a set of internationally
agreeable recommendations for the selection of the most appropriate
comparator when completing a REA” – Has this been covered?

A set of recommendations has been
developed.

105

EMA

Page 9 Line 43

After the point suggested to add the following sentence: Consideration should
be given to special areas where legislation creates a framework for identifying
standard of care such as in rare diseases.

Amended accordingly.

106

Novartis

Page 10, Line 16

The wording is unclear - what does ”English speaking” refer to? There are only
a few English-speaking countries in Europe. As worded it looks like the
examples are very important since hey come from very many countries. Specify
please the countries or mention the number.

Details of the countries included were
(and are) available in the appendix, but
have added here.

107

P10, L6-13

Is this text needed? Start paragraph with line 16.

Accepted. Text amended.

108

EFSPI/PSI
HTA Special
Interest Group
Novartis

Page 10, Line 32

What is the “same” indication? 100% the same or is similar enough? Even in
generics the indications may be different from the original drug for regulatory
modifications.

Wording amended to same or
equivalent therapeutic indication.

109

Pfizer

P10 Line 47

“question” not “questions”

Amended.

110

EFSPI/PSI
HTA Special
Interest Group
Novartis

P11, L3-4

Replace text with "….some countries specify that it should have similar
pharmacological properties as the pharmaceutical to be assessed."

Amended

Page 11, Line 8

It is not clear that the dose selected, always have to be within the label.

Pfizer
EFSPI/PSI
HTA Special
Interest Group
EFPIA

P 11 Line 8
P11, L8-10

Delete “active”
The sentence is not complete.

This is already covered towards the end
of 2.2.2
amended
The sentence has been completed.

p. 11, L. 12-13

As outline above (comment on recommendation 5), in general, manufacturers
are obliged to dose comparators in trials according to their approved labelling.
However, where there is uncertainty, discussion between the HTA assessor and

Comment noted. Some of the
suggested text has been included in
section 2.2.2

111
112
113

114
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SPECIFIC COMMENTS
applicant could take place to define how to best address it. In general, a relative
effectiveness assessment should account for different risk-benefit profiles rather
than recommending one particular dosage.
115

Novartis

Page 11, Line 24

A comparator that is not approved would not be acceptable as it is questionable
that the available data has an adequate standard which is seen in registration
studies. Data from such sources may also not publicly accessible (like an
EPAR) to use it for comparisons.

This is already covered towards the end
of 2.2.2. Also, it is recommended that
only com'parators supported by good
quality evidence should be chosen.

116

P11, L32-46

This is a nicely written section.

Comment noted.

117

EFSPI/PSI
HTA Special
Interest Group
AIFA

Pag 11, Line 41

the way of administration

amended

118

Novartis

Page 11, Line 44

It remains unclear what HTA bodies expect as “high quality observational
studies and registries”. This leaves it up to them to censor such data. There is a
discrepancy to ask for “wide applicability” but in the end only acceptance of
RCTs.

119

EFPIA

p. 12, L. 11

Suggest changing into “at the point of decision making, routine clinical care may
have changed”

The acceptability of observational data
varies across European agencies. The
guidelines will be further developed in
Joint Action 2 and this topic may be
considered then.
amended

120

Pfizer

P 12 Line 11

121

Pfizer

P12 Line 14

122

EFPIA

p. 12, L. 14

Delete “appropriate comparator” and substitute “theoretically preferred
comparator from a clinical point of view”
Delete “particularly for manufacturers (and other stakeholders) contributing to
any REA because they may not have access to effectiveness data for the
recently licensed pharmaceuticals”
Replace with “for those conducting or contributing to a REA because the data
may not exist to support either direct or indirect comparison of effectiveness
with the most recent/emerging comparator”.
Suggest changing “particularly for manufacturers (and other stakeholders)
contributing to any REA because they may not have access to effectiveness
data for the recently licensed pharmaceuticals” into “particularly for those
conducting or contributing to a REA because the data may not exist to support
either direct or indirect comparison of effectiveness with the most
recent/emerging comparator”.

Amended as suggested by comment
above.
Accepted. The text has been amended.

Accepted.
The text has been amended.
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SPECIFIC COMMENTS
The following concept needs more clarification: This situation happens regularly
in ‘fast moving‘ therapeutic areas, such as cancer treatments, and it can be
difficult to come to a unanimous decision about the comparator.

123

AIFA

Pag 12, Line 19/20

124

P12, 21-33

This section would be more useful if it provided some guidance.

125

EFSPI/PSI
HTA Special
Interest Group
EFPIA

p. 12, L. 38-39

As this has the potential to lead to multiple comparisons, it needs to be carefully
discussed with the manufacturer in order not to unnecessarily burden data
requests. For rapid assessments, if subpopulations are not agreed upfront at
the stage of trial design, data generated might not be sufficient enough to show
any statistically meaningful effect. Furthermore, approved or adequate
comparator therapies might not necessarily be available for all newly defined
sub populations.

126

Novartis

Page 12, 39-41

127

EFSPI/PSI
HTA Special
Interest Group

P12, L40

This results in may subgroups and slicing of the clinical trial data. In the end, the
sub-groups get to small to have enough statistical power to reach statistical
significance. Every study can become irrelevant from the view of the HTA
bodies if they manage to request enough sub-populations.
Suggest to change text to "In this case it may be necessary to define
comparator…"

128
129

OSTEBA
OSTEBA

Page 13, Line 7
Page 13, Line 7-8

130

131

EFSPI/PSI
HTA Special
Interest Group
OSTEBA

Misprint. In additions  In addition
The sentence sounds repetitive. Suggested rewording: In addition, other

Response by author
Reworded to: This situation happens
regularly in therapeutic areas with rapid
development of new treatments, such
as oncology, and it can be difficult to
come to a unanimous approach about
the comparator, and this is usually
resolved through a case-by-case basis.
Because of the variation between the
individual national processes it was not
felt that more guidance could be given.
Comment noted, and all other
recommendations apply here too.
Qualification (‘ depending on the
evidence available’) added.

Comment noted, and all other
recommendations apply here too.
Qualification (‘ depending on the
evidence available’) added.
Comment noted, and all other
recommendations apply here too.
Qualification (‘ depending on the
evidence available’) added
Accepted. The text has been amended
Accepted. The text has been amended

involved in the choice of comparator included experts and internal technical
teams in the assessment body as well as the decision maker itself.

P13, L8

It is not clear who is meant by the "decision maker" in this context.

Page 13, Line 9-10

The sentence is written as if we knew that there are exactly three countries in
which the sponsor is not involved but it has not been said before. If this is true,
it should be stated before and, if not, a small change is needed. Besides, the

Slight amendment. In many European
Countries the assessment is separate
from the appraisal.
Amended similar to option 1.
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SPECIFIC COMMENTS
word ‘involved’ is repeated several times in less than two lines making the
sentence sound repetitive. We suggest two possible rewordings:
1. However, in three countries the product sponsor is never involved; in

one of these only the HTA agency takes part while in the other two
experts are implicated and clinical guidelines…
2. However, in some countries the product sponsor is never involved; in
one of these only the HTA agency takes part, in another two countries
experts are implicated and clinical guidelines…
Number better written in with letters. Suggested rewording: Only in one
country…

132

OSTEBA

Page 13, Line 11

133

P13, L11-12

I find this sentence hard to read.

Amended HOW

134
135

EFSPI/PSI
HTA Special
Interest Group
AIFA
EMA

Pag 13, Line 12
Page 13 Line 43

Accepted. The text has been amended
Unclear what this refers to as there is
no line 43 on page 13.

136

EMA

Page 14 Line 14
Page 14 Line 34

137

EFPIA

p. 14, L.17

of comparator is limited
Suggested to add the following sentence after the full stop: Orphan Medicinal
Designation offers a framework for identifying subpopulations who could benefit
at the European level.
Suggested to add the following sentence after the paragraph ending in line 14:
“Orphan Medicinal Designation offers a framework for identifying sources used
to specify the comparator at the European level.”, and in line 34: “In the case of
rare diseases Orphan Medicinal Designation offers a framework for specifying
the choice of comparator at the European level.”
Work already carried out to define the best active comparator by the EMA
should also be taken into account

138

EFPIA

p. 14, L. 25

The reference to the establishment of reference price groups does not seem to
be appropriate in a scientific guideline concerned with the selection of the most
appropriate comparator from a clinical point of view.

The choice of the comparator is from a
healthcare system point of view. Some
countries have specific criteria
embedded in the legislation, for
example in AMNOG (Germany)

139

Pfizer

P14 Line 31

Insert wording: …require additional time and resources “and could duplicate
work already carried out to define the best active comparator by the EMA”

The following has been included:
However, it may be useful to also take
into account the best active comparator
identified by the EMA, although
ultimately this may not be an
appropriate comparator for all

Accepted. The text has been amended

This has been added earlier in the
document.

Comment noted. Text has been
amended.
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countries.
Comment noted. Because of the
variation between the individual
national processes it was not felt that
more guidance could be given.

140

Novartis

Page 14, Line 32

This allows every single HTA body to stick to their preference and the inability to
avoid multiple studies for the companies. This is not a sustainable or achievable
recommendation.

141

EFPIA

p. 14, L. 35

Any such consideration needs to take into account proportionality of
requirements

Comment noted.

142

Pfizer

P14 Line 35

Add wording after ….one large multi-comparator REA. [Add] “However, in both
cases it would need to be demonstrated that these approaches would genuinely
inform national decision making and generate efficiencies. Otherwise, they
clearly risk just adding more bureaucracy and generating unhelpful and complex
analyses.”

Accepted. The text has been amended

143

EMA

Page 15 Line 39

Suggested to add the following sentence after the full stop: An exception exists
with rare diseases where Orphan Medicinal Designation offers a framework for
identification and endorsement of a European position on standard of
care/comparator which can be used to assist in the establishment of REA.

Accepted. The text has been amended

144

OSTEBA

Page 17, Line 43

The word years could be included for better understanding. Suggested
rewording: The search was restricted to the years 2000 to 2010.

Accepted. The text has been amended
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GENERAL COMMENTS
1. EFPIA

General
comments on
all documents

We refer to the EFPIA general comments to the first batch of
draft guidelines on relative effectiveness assessment, which
remain accurate for the second batch of draft guidelines.
Overall, we note that the draft guidelines are a summary of
current good practices and are similar to those found in a
number of sources (e.g. ISPOR Good Research Practices,
Cochrane Handbook etc), but recommendations are less
clear.
We also underline the need to ensure alignment and
consistency with regulatory guidance, in order to avoid any
unnecessary duplication between regulatory and relative
effectiveness assessment, both at the time of launch and
over time. In this respect, we note that relative effectiveness
data is expected to develop and evolve during a product’s
life cycle. Not all of the guidelines cover this evolution of data
type and availability during a product’s life-cycle. It would be
helpful to address this systematically in each guideline and
consider how post-marketing inputs to REA could address
some of the uncertainties inevitable at initial assessment.

Across the guidelines it becomes clearer that the intention of
EUnetHTA is to work on REA to support decision-making

1) Comment acknowledged. It is correct that the
basis of the work was an overview of the “state of
the art” for each guideline topic in each EU country.
For many topics, there is convergent view on
evidence requirements for REA; in some areas
divergences exist. Statements will be introduced to
highlight situations where recommendations are
based on consensus and where consensus does
not exist. In these cases and more generally to
discuss evidence requirements during the
development of a health technology, EUnetHTA
has put in place early dialogues with technology
developers and multiple HTA bodies. Evidence
requirements for HTA in a specific condition will be
completed with elaboration of disease-specific
guidelines for technology development.
For REA draft guidelines including disease-specific
ones, existing clinical, regulatory and HTA
guidelines will always be checked and
requirements aligned when adequate. EMAEUnetHTA collaboration on this topic has been put
in place and will be pursued in the framework of
EUnetHTA JA2.
Post-marketing and observational studies are out
of scope in the JA1. Post-marketing inputs to REA
may be addressed in JA2 if decided so by
EunetHTA partners.

4
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GENERAL COMMENTS
and concretely product reimbursement decisions. This would
benefit from being clarified in the EUnetHTA mandate and
recommendations, as well as to discuss some of the
implications in term of impact of European guidelines on
national decision-making. Overall, it is important to ensure
that any requirements set out by EUnetHTA are feasible and
reasonable and take into account the difference in levels of
development of systems across Europe today.

2. EFPIA

General

2) Guidelines are primarily aimed to support HT
assessors to critically appraise manufacturers’
submissions; in addition, manufacturers may take
guidelines recommendations into account when
preparing submissions. Indeed, EUnetHTA
guidelines could contribute to alignment of
assessment process and methodology carried out
across Europe. There is no intention to align
national decision making.

The current draft guideline is very informative, and is in many
instances a summary of current good practices and are
similar to those found in a number of sources (e.g. ISPOR
Good Research Practices, Cochrane Handbook, NICE
Decision Support Unit guidance etc). The recommendations
however do not provide a clear guidance about the extent to
which direct and indirect comparisons are applicable and
acceptable in relative effectiveness assessment. It would be
helpful for EUnetHTA to clarify the interaction of the draft
guidelines with the core model and any template approach,
dossier format etc that may develop in association with these
documents.

The guidelines have a number of recommendations
on the use of direct and indirect comparisons (#6 #11). The appropriateness of either approach is
highly context specific and the extent to which
indirect comparisons are accepted is not uniform
across jurisdictions.
The interaction of guidelines with the core model is
in development and will be further pursued in
EUnetHTA JA2 WP5.

The Relative Effectiveness Assessment (REA) exercise
usually includes three main steps: the literature search, the
extraction of data and the analysis itself. The largest part of
the current draft guideline is exclusively dedicated to the
analysis part. Although the literature search is mentioned in
the “publication bias” section, the extraction of data is never

The purpose of the guideline was to address
methods of direct and indirect comparison, and not
necessarily the steps preceding an analysis. Some
discussion is included on topics such as publication
bias, but mainly because their assessment is
typically part and parcel of the meta-analysis.

5

Compilation of comments on the draft guideline on Direct and Indirect Comparisons

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
mentioned, while the quality of the work done at this specific
step will impact the quality of the whole results. Several
studies (see for instance Gøtzsche PC, Hróbjartsson A,
Maric K, Tendal B. Data extraction errors in meta-analyses
that use standardized mean differences. JAMA 2007 Jul 25;
298(4): 430-7) have been published that report the amount
of data extraction errors found in published meta-analyses.
Specific section should be added to the document to
emphasize the importance of this step in the REA exercise,
and to recommend conducting quality control evaluations (or
even double independent data extraction followed by a
reconciliation step). Some additional guidance on the
planning stages of a systematic review and the subsequent
direct or indirect comparison analysis of the results could be
useful, as this has a large influence on the quality and
reliability of the findings. At minimum, the guideline should
state that the researcher should write a protocol or analysis
plan in advance stating:
 The set of research questions being addressed
(preferably following the PICOS principles described in
the Cochrane handbook)
 The literature search strategy (including the
inclusion/exclusion criteria used to select studies, and
databases to be searched)
 Methods that will be used for assessing bias and
heterogeneity of selected studies
 Statistical methods that will be used for
direct/indirect/mixed treatment comparisons, including
sensitivity analyses
The use of Individual Patient Data is largely overlooked in
the current version of the draft guideline. Reason for this is

The suggestion of a protocol or analysis plan is
very useful, although this may be very difficult to
implement in practice, particularly for submissions
received.

The reference to IPD methods in section 2.2.1 has
been expanded and the remark on expensive and
time-consuming has been rephrased.

6
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provided on top of page 11 (“collection of individual patient
data is expensive and time-consuming and it may not be
possible to acquire data from all relevant studies”). While the
second part of this sentence, related to the difficulty of
access to data, makes perfect sense, the first one is counter
intuitive given the context (if data are available at study- or
treatment-level, it means they were originally generated from
individual patient data). Also, this lack of consideration for
individual patient data leads to the non-consideration for
“hybrid” methods that combine both aggregate data and
individual patient data (see for instance Signorovitch JE,
Sikirica V, Erder MH, Xie J, Lu M, Hodgkins PS, Betts KA,
Wu EQ. Matching-adjusted indirect comparisons: a new tool
for timely comparative effectiveness research. Value Health.
2012 Sep; 15(6): 940-7).
The wording related to the assumptions behind fixed and
random effect models should be revised throughout the
document to improve accuracy of the draft guideline. On
page 12, it is stated that “A Bayesian MTC assumes that the
true effect of a given treatment is the same in all trials”,
which is true only if fixed effect is assumed for the MTC (but
not in the case of random effects). On page 15, “In a random
effects meta-analysis the treatment effect in each study is
assumed to vary around an overall average treatment effect”
could be replaced with “In a random effects meta-analysis
the treatment effect in each study is assumed to be drawn
from one common distribution”. These are just selected
examples, but highlight the need for revising wording and
accuracy throughout the whole document. One angle that
could also be adopted to make this specific point on fixed
and random effects more understandable could be to explain

The sentence referring to Bayesian MTC has been
removed, as it applies only in the fixed effect
situation.

Heterogeneity is a contentious issue – both in

7
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it in terms of within-study and between-study variance.

terms of identifying the causes and deciding when
it is too high for the data to be trusted.

Moving forward, heterogeneity (assessment of, and dealing
with) is suggested as a potential topic for a future guideline.
It is not covered in detail in the current Direct and Indirect
Comparisons guideline.
3.
GlaxoSmithKline

General
(All
Guidelines)

We applaud the initiative of EUnetHTA to develop methods
guidelines to support the good conduct of relative
effectiveness assessments of pharmaceuticals. However we
have some general points to raise at this stage that are
applicable to the guideline development programme as a
whole:
 Some more clarity on the purpose and intended use of the
guidelines would be helpful, in the form of a standard
introduction to each guideline. This might include a brief
rationale for the choice of topics selected and future
topics to be covered, and the planned timing for
reviews/updates of each guideline. The status of these
guidelines vis-à-vis national guidelines on methods for
HTA assessment could be clarified.

 There guidelines should be complementary with minimal
overlap: the whole set should be reviewed together to
ensure cross-referencing, and avoidance of duplication.
 There are a number of authoritative guidelines developed
by national and international organisations (for example
ISPOR, SMDM, Cochrane) and it would be useful to

The primary objective of EUnetHTA JA1 WP5
guidelines is to focus on methodological challenges
that are encountered by HTA assessors while
performing REA of pharmaceuticals. See answer to
comment 1, point 2.
Each guideline already contains the scope and
problem statement that was the reason for
choosing a given topic. Timings for reviews and
updates of each guideline will be discussed and
established in JA2.

Accepted.

Partly accepted.
EUnetHTA guidelines give EUnetHTA
methodological recommendations for REA of

8
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check for overlap/consistency with these documents. In
particular it is important to check for consistency with
guidance covering the same methodological areas
developed for regulatory assessments.

 It would be useful to highlight more clearly within the
guidelines areas where there is less consensus across
HTAs in specific methodological aspects related to HTA
(and where therefore strong recommendations cannot be
made in a guideline). For example, GSK’s experience is
that there is a divergence of views across national
reimbursement agencies in particular in the choice of
relevant comparator, the strength of evidence from
indirect and network meta-analyses and the status of
evidence for intermediate endpoints.

 The focus of these guidelines appears to be on the
evidence (largely from clinical trials) likely to be available
at the time of launch of a new medicine and therefore
potentially included in submissions to reimbursement/HTA
agencies at this stage. Valuable relative effectiveness
data, especially from observational studies, may become
available at later stages and may be available for later
submissions or (planned) reviews that may be undertaken
by HTA organisations. Such data may indeed be collected
through managed access schemes that are agreed with
reimbursement authorities and may serve to clarify or

pharmaceuticals, so consistency will not always be
possible.
However, while elaborating new general and
disease-specific guidelines, existing clinical,
regulatory and HTA guidelines are checked and
requirements aligned when adequate.

Accepted.
See answer to comment 1, point 1. Statements will
be introduced to highlight situations where
recommendations are based on consensus and
where consensus does not exist.

Correct.
Observational studies and pragmatic trials are not
in scope of JA1, but may be covered in JA2 if
decided so by EUnetHTA partners.
Initiatives such as Innovative Medicines Initiative
“Incorporating real-life clinical data into drug
development” may be helpful in this field.

9
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reduce inherent uncertainties at the time of the first
appraisal. There is increasing interest in pragmatic trials
(which may make use of existing electronic data collection
systems) which if executed as Phase 3b studies may
deliver valuable information in time for reimbursement
submissions.
 Some key areas appear to be missing from this first set of
guidelines. For example: interpretation of data from
superiority vs non-inferiority studies, systematic reviews of
effectiveness and safety (which merit a separate guideline
to ‘direct and indirect comparisons’), utility assessment
(which should be separated out from health related quality
of life), prospective observational studies of effectiveness
(including registries – especially but not only focusing on
control of bias) and retrospective observational studies
(including database analysis). Pragmatic controlled trials
may also merit special attention, as might the role of
modelling in relative effectiveness assessments.

 Some of the draft guidelines are written more in the form
of a literature review or working document than a
guideline for HTA assessors. Generally the documents

Thank you for these proposals. Some are general
methodological issues, not specific for REA (such
as superiority vs non-inferiority studies), some are
already done by others (systematic reviews of
effectiveness and safety) and some are out of
scope in JA1 (prospective observational studies of
effectiveness including registries and retrospective
observational studies including database analysis).
The latter may be covered in the JA2 if decided so
by EunetHTA partners. Indeed, in the framework of
JA2WP7, areas where methodology guidelines
appear useful will be identified and stakeholders
will be asked for input. The process itself will be
discussed and elaborated at the beginning of JA2.

See answer to comment 1 point 1.
Comment acknowledged. Adaptations will be done
where possible.

10
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have a lengthy section 2 (Synthesis of literature) and a
relatively short Section 3 (Discussion). The Discussion
section could be expanded to focus more on the needs of
the primary customer (assessors for National HTA
organisations): what are the key issues to look for when
performing an assessment?, and provide a better link
back to the recommendations section. This might have to
be done at the expense of some of Section 2 (Synthesis
of literature), which could be shortened in some of the
guidelines (especially Health Related Quality of Life and
Utility measures).
This guideline provides a good top-line review of methods
used to synthesize evidence from RCTs (ie the ‘how to’), but
fails to address many of the important issues that need to be
addressed by HTA assessors when reviewing this type of
evidence. In particular the focus is on describing specific
analytical techniques rather than how to assess whether an
appropriate analysis has been undertaken (to a good
standard).

4.
GlaxoSmithKline

General

5.
GlaxoSmithKline

General

The title ‘direct and indirect comparisons’ may be misleading.
Single trials are direct comparisons – the focus of this
guideline is quantitative evidence synthesis (or metaanalysis), with the majority of the text of most relevance to
indirect or network indirect comparisons. It might be valuable
to explicitly exclude pooled analyses (of trial data) across
trials from this guideline (NB these are often referred to as
meta-analyses e.g. of safety data) and focus the guideline on
meta-analyses of published aggregate results.

The start of the summary clearly states: “To make
the best use of available evidence on the efficacy
of a treatment, it is common to combine results
from several randomised controlled trials (RCTs) in
a meta-analysis.”

6.
GlaxoSmithKline

General

The focus is on RCT evidence developed at the time of
launch of a new medicine. The synthesis of post-launch

Although primarily aimed at the synthesis of data
from RCTs, the guidelines do not preclude the use

The guideline makes clear recommendations on
where certain methods may not be appropriate. As
analyses are highly context specific, it is difficult to
give any sort of general guidance on what
constitutes an appropriate analysis.
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evidence (RCT and/or observational studies) is importance
to HTA and should be addressed in the guideline.

of other data, such as observational studies.

7.
GlaxoSmithKline

General

There is very limited discussion of systematic reviews that
should precede any meta-analysis. Developing the criteria
for inclusion and exclusion of constituent studies and
executing the search for studies has significant potential for
introducing bias or lack of alignment with HTA assessments.
We suggest that systematic reviews should be the subject of
a separate guideline, or reference made to existing
authoritative guidelines for good conduct of systematic
reviews, such as those from the Cochrane Collaboration or
NHS Centre for Reviews and Dissemination.

The guideline now states “The planning stages of a
systematic review are not covered here” at the
outset. We agree that the data collection phase is
very important and the use of the Cochrane
methodology is probably the most appropriate
guide.

8.
GlaxoSmithKline

General

More consideration should be given to differences between
synthesis of efficacy and effectiveness results: in the latter
case (of greater interest to HTA) there may be more
heterogeneity issues, such as differences in endpoint
measurement, population characteristics or use of
concomitant therapies. There could be a more detailed
consideration of how heterogeneity across studies leads to
selection of studies and the grouping of studies for metaanalysis.

The emphasis is on appropriate reporting of
heterogeneity and what steps were taken to deal
with (e.g. subgroup analysis). A previous point
suggested that heterogeneity could be the basis for
a separate guideline.

9.
GlaxoSmithKline

General

It is GSK’s experience that HTA organizations in different
countries differ in their interpretation of the strength of
evidence from indirect comparisons (compared with direct
comparisons). This does not come across in the guideline:
there should be a section on interpretation of results.

10. HTA SIG

General

Some additional guidance on the planning stages of a
systematic review and the subsequent direct or indirect

The guideline cannot dictate the strength of
evidence from indirect comparisons. As pointed
out, there is variation across jurisdictions and, in
any event, decisions are context specific. The
emphasis is on clearly supporting the analysis
decisions in a particular case.
As stated previously, the suggestion of a protocol
or analysis plan is very useful, although this may
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11. HTA SIG

12. LEEM

General

comparison analysis of the results could be useful, as this
has a large influence on the quality and reliability of the
findings. At minimum, the guideline should state that the
researcher should write a protocol or analysis plan in
advance stating:
The set of research questions being addressed (preferably
following the PICOS principles described in the Cochrane
handbook)
The literature search strategy (including the
inclusion/exclusion criteria used to select studies, and
databases to be searched)
Methods that will be used for assessing bias and
heterogeneity of selected studies
Statistical methods that will be used for direct/indirect/mixed
treatment comparisons, including sensitivity analyses

be very difficult to implement in practice,
particularly for submissions received. Also, good
guidelines already exist regarding the conduct of a
systematic review and data extraction (see
Cochrane).

The guide is focused on indirect comparisons of efficacy
data and there is no reference made to safety data. We
assume that safety comparisons are not within scope of the
guide given there are normally many more sources of safety
data for consideration other than clinical trial data. However,
we think for clarity it would be appropriate to include a note
indicating that indirect comparisons on safety data are not
(or is) recommended.

The guideline does not preclude the application of
direct or indirect comparison techniques when
analysing safety data. In many cases it may not be
appropriate but that will be dictated by the
circumstances – such as whether the trials were
measuring the same outcomes.

We have no major remarks on the methodology of the 5
guidelines.
But it would be helpful to consider how post marketing inputs
to REA could address some of the uncertainties inevitable at
initial assessment. Each document could comment on the
role of observational data sources.

This is a wider guideline issue. Observational data
sources are out of scope in JA1.
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13. LEEM

OVERALL

HAS guideline is not referenced

Accepted. This was corrected

14. NOVARTIS

Overall –
general

Very technical and difficult to grasp unless by our internal
statisticians. Is the language fully accessible by all
stakeholders?

We have attempted to strike a balance between
technical and readability.

Indirect comparison is a valuable and important method of
comparing two agents. We hope that EUnetHTA will take a
stronger stance to validate indirect comparisons, providing
sound methodology. One way this can happen is to accept
what EMA has deemed as an appropriate comparator. That
is to say that if EMA accepts an indirect comparison in a
registration file, HTA, including EUnetHTA should also
accept the same indirect comparison.

A EUnetHTA guideline cannot dictate the
acceptability or otherwise of indirect comparisons
in the member countries. Hence, an analysis that is
accepted by one organisation will not necessarily
be accepted by another.

15. RC CEE&Ph

General

Why “fixed effects”, not “fixed effect” all over the text? Is it
correct?

Text corrected.

16. RC CEE&Ph

General

May be it could be better not to use abbreviation MTC for
mixed TC, because multiple TC can be confused with it?

Previous review rounds did not have a problem
with this terminology.

17. RC CEE&Ph

General

List of software (as Annexe) for direct and indirect
comparisons will be very useful. CVZ already asked to
include software list but authors refused because they are
afraid that it can be taken as recommendation what to use.
Nevertheless such list may be presented as examples, not
recommendations, and appropriately commented.

While we appreciate that this may be useful, we do
not wish to make what may be seen as an
endorsement of particular programs. Furthermore,
as development is relatively rapid, such a list may
become obsolete rather quickly.

18. SPMSD

General
(for direct
& indirect,
HRQoL, &

The word “treatment” should be replaced with “intervention”
throughout the document as this essentially excludes
vaccination or any prevention measures (eg screening) in
this context.

Not accepted. The term “treatment” was previously
accepted by EUnetHTA partners and shall be kept.
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19. SBU

clinical
endpoints)

Guidelines apply to 'pharmaceuticals', including other class
than drugs only.

Whole
Document

“relative effectiveness” replace with “comparative
effectiveness” (established term, no risk of confusion of
relative in the sense of ratio, semantically more close to
“direct comparison” follow link
(http://effectivehealthcare.ahrq.gov/index.cfm/what-iscomparative-effectiveness-research1/)

Not accepted. Relative effectiveness is the core
topic of the WP 5.
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20. SBU

Recomme
ndation 2,
p.2
Recomme
ndation 2,
p.2
Recomme
ndation 7,
p.2
p. 5, l. 9

“comparable studies” replace with “sufficiently similar studies”
(everything is comparable)

Not accepted. “Comparable studies” is the common
terminology.

“differ significantly” replace with “differ substantially” (not to
confuse with statistical significance)

Accepted, change has been made.

Last sentence beginning with “There is no consensus…”
(erase, not a recommendation)

Reworded.

Definitions of these two approaches are needed. E.g. The
frequentist approach treats the observed data as random,
and the true population mean as a single fixed value. The
Bayesian approach treats the observed data as fixed, and the
true population mean as an abstract probability.

The frequentist and Bayesian approaches applied to
direct (comparisons?) are described at pag.9-10.
At pag.5 is reported a summary of the whole
document.

24. OSTEBA

Page 5,
line 11

Repetition of the word ‘technique’ very close in a sentence
makes it sound repetitive. Suggested rewording: Bayesian
methods offer more sophisticated techniques than frequentist
ones to incorporate data…

Accepted, the suggested change has been made;

25. EFPIA

p. 5, l. 1112

Bayesian methods offer some additional positive properties
like greater flexibility, and we therefore suggest replacing
“Bayesian methods offer more sophisticated techniques than
frequentist techniques to incorporate data from other sources
such as observational studies” with “In addition, Bayesian
methods offer techniques to incorporate data from other
sources such as observational studies”.

Not accepted. A previous critique was that frequentist
techniques do not preclude the use of observational
data, so such a wording is not advised.

26. EFPIA

p. 5, l. 12

It would be clearer to state explicitly that this data is
incorporated into the prior, to avoid confusion with combining
results of observational and randomized controlled trials

Not entirely clear what is meant by this.

21. SBU

22. SBU

23. EFPIA

16

Compilation of comments on the draft guideline on Direct and Indirect Comparisons

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
together in the data
27. HTA SIG

p. 5, l. 12

It would be clearer to state explicitly that this data is
incorporated into the prior, to avoid confusion with
combining results of observational and randomized controlled
trials together in the data

See answer to comment 26.

28. HTA SIG

Page 5,
line 12

It would be helpful to state that Bayesian methods can be
more complicated to implement, and choice of priors can be
non-transparent

Recommendation 12 deals with the choice and
impact of priors.

29. EFPIA

p. 5, l. 29

This is only true when using a fixed-effects model, not a
random-effects model.

Sentence rephrased.

30. EFPIA

p.5, l. 30

It is important to highlight the two types of heterogeneity –
statistical heterogeneity in results, and clinical heterogeneity
in trial design and patient characteristics. Either can make
meta-analysis inappropriate.

Heterogeneity is addressed in a specific paragraph
(2.6.1.Heterogeneity).

31. HTA SIG

Page 5,
line 30

It is important to highlight the two types of heterogeneity –
statistical heterogeneity in results, and clinical heterogeneity
in trial design and patient characteristics. Either can make
meta-analysis inappropriate.

Heterogeneity is addressed in a specific paragraph
(2.6.1.Heterogeneity).

32. NOVARTIS

Summary,
page 5,
lines: 3034

How reliable the heterogeneity parameter is in cases that we
have small number of trials?

In the absence of alternative measures, it is the best
we have available. However, in undertaking a metaanalysis, particularly with small numbers of studies,
careful inspection of the data is always
recommended.

Should always a random effect model be preferred compared
to a fixed one in meta-analyses that we have a large # of
trials?

A large number of trials do not necessitate the use of
random effects meta-analysis, but it certainly
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33. EFPIA

p. 5, l. 33

A random effects model may also be preferable, even without
substantial heterogeneity.

34. HTA SIG

Page 5,
line 34

Suggest to cross reference the EUNetHTA guideline on
Internal Validity here and in other places where bias is
discussed

becomes more difficult to support the assertion that
they are all measuring the same effect.
Indeed, there may be substantial clinical
heterogeneity with no statistical heterogeneity. This is
covered in section 2.6.1
In this guideline, bias is generally referring to a
narrower context than covered by the guidelines on
internal validity.

35. RC
CEE&Ph
36. EFPIA

5/34

such a / such as

Accepted.

p. 5, l. 34

Egger's plot or Begg's funnel plot can be used to determine
the probability of potential publication bias. It would be useful
to cross reference the EUnetHTA guideline on Internal
Validity here and in other places where bias is discussed.

See answer to comment 34.

37. HTA SIG

Page 5,
lines 4041

What does “in general” mean for the HTA authorities?
Further clarification would be useful.

38. EMA

Page 5
line 41

It would be important to clearly state in the summary that
indirect comparisons are potentially problematic (though may
be necessary of course) – or at least that there represent a
second class of evidence because of the methodological
weaknesses.

At registration level, none of the agencies has
declared its position on the choice/acceptability of
indirect comparisons. The standard approach is
direct comparison (HAS guideline).
Different recommendation deals with different
problematic aspects of indirect comparisons.

39. EMA

Page 5
line 45
Page 5
line 46

Also possible outside the Bayesian framework

40. EMA

Should not only refers to the data available, but also to the
research question of interest, the internal and external validity
of the data sources, and the homogeneity or otherwise.

Yes, but the Bayesian framework allows greater
flexibility.
These aspects are included in “context specific”.
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41. HTA SIG

Pages 6-7

42. SPMSD

Recomme
ndations
pages 6-7
+ general

43. NOVARTIS

Recomme
ndations,
page 6
line 2

The order of the recommendations is not straightforward.
Recommendations grouped by topic (e.g. general, method,..)
could improve the understanding of these recommendations.
For example, recommendations #9, #3 and #13 addresses
different points of the same topic: the choice of the model.
Heterogeneity is discussed in recommendation #3, 10 and 11
and recommendation 5 discussed outliers and inconsistency
is discussed in recommendation #7, 10 and 11. Could some
of these recommendations be reformulated to take into
account all aspects of a given topic (i.e. heterogeneity)?
1)

Bayesian methodologies can fit well when analysing
vaccination data. This is often more optimal than
standard frequentist techniques due to the
preventative nature of vaccination.
2) The choice of priors for vaccination can be
particularly sensitive and thus extensive sensitivity
testing is always needed.
3) Properly accounting for between dose efficacy is
important for vaccination and within the context of a
meta-analytic approach.
4) Knowing precisely what is being meta-analysed has
amplified importance for vaccination as often we
need to specifically analyse data from an
epidemiological point of view in terms of strains,
types and serotypes. Methodologies need to be
adapted to this need.
Is there any recommendation on the minimum # of trials used
and/or the minimum # of subjects/trial, etc.? In other words,
when such an indirect comparison can be performed?

Now recommendations are ordered in a logical way.
Fist pre-requisite, then choice of the appropriate
method, afterward interpretation of results. Last
recommendation focuses on “general issues” such as
transparent methods, homogeneity, and balance
among complexity and clarity/transparency.

The guideline should be applicable to all
pharmaceuticals, including preventive ones.
References to context and technology under study
are already present in the full guideline.

No, this a context specific decision influenced by the
treatment, disease, and quality and quantity of
studies available.
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44. EFPIA

p. 6,
recomme
ndation 2

In which cases should it be considered that studies differ
significantly and therefore should not be combined?
Please provide a reference for the statement that there is
reduced power to detect event differences with metaregression. Given the reduction in variability compared to
standard analysis without incorporation of covariates, this
seems counter-intuitive.

Recommendations 2 and 10 move from different
point of view. Recommendation 2 declares which
data are necessary to have to conduct direct/indirect
comparisons. While recommendation 10 is specific
for indirect comparisons and enlighten how data
available determine result’s reliability.

Furthermore recommendations 2 and 10 seem redundant.
45. EMA

46. HTA SIG

47. NOVARTIS

Page 6
recomme
ndation 2
Page 6,
Recomme
ndation 2

“although the power to detect effect differences is reduced.”
This sentence is unclear – suggested to revise.

It is a general statement. The extent to which power
is reduced by is context specific.

Please provide a reference for the statement that there is
reduced power to detect event differences with metaregression. Given the reduction in variability compared to
standard analysis without incorporation of covariates, this
seems counter-intuitive.

In Recommendations references are voluntary
excluded. At pag. 11 line 40-43 references are
present (10-11-12).

Page 6,
recomme
ndation 2

Any recommendation regarding studies with different study
designs (for example cross-over, dose-finding, sequential,
etc.?). Can be also combined and in which situations?

In the full guideline in the paragraph 2.6.1.
Heterogeneity a reference is provided for different
study design (22).
Study combination is discussed when it’s appropriate
to be performed.
Dropping studies has impact on comparison’s results.

Will there be recommendations on studies with different
rating scales, different times of assessment? Do we
compromise power by simply dropping them from the
analysis?
48. NOVARTIS

Page 6
Recomme
ndation 3

The choice between a fixed vs. random effect model should
be also based on the number of studies taking part in the
meta-analysis. If they are few then a fixed effect model might

Not accepted; one would not make the decision
solely on the quantity of evidence available.
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be more appropriate as long as the results of the trials are
reasonably consistent. If a larger number of studies is
involved then a random effect model is a better option
because A) results are considered more generalizable B)
allows the between-study variability in the treatment
differences estimates to influence the overall estimate
precision
49. HTA SIG

Page 6,
Recomme
ndation 3

We suggest changing “strongly differing sample sizes” with
“where sample sizes vary considerably”. Same change to
me made on page 15, line 33.

50. EFPIA

p. 6,
recomme
ndation 3

Fixed effects model are not always best when there are few
studies with different sample sizes.

Accepted, the change has been made.

We suggest changing “strongly differing sample sizes” with
“where sample sizes vary considerably” (change also on
page 15, line 33).

Accepted. See answer to comment 49.

51. EMA

Page 6
recomme
ndation 3

Suggested to introduce this modification:
Where a random effects model is preferred, results from a
fixed effects model can still be presented, in particular where
there are in special situations (e.g. in special situations (e.g.
few studies and strongly differing sample sizes ).

Not accepted; the existing wording is considered
appropriate.

52. EMA

Page 6
recomme
ndation 3
last line

There is a fine balance here on which no guidance is given in
the document. The balance is between accepting a random
effects analysis because of some heterogeneity and rejecting
any meta-analysis because of excessive heterogeneity (see
Rec 2, 5, 10, 11). What guidance for setting this balance?

The guideline cannot dictate what individual
organisations may accept as “too much
heterogeneity”.

53. HTA SIG

Page 6,

Typographic error; change “Potentially” to “Potential”

Accepted, change has been done.
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54. HTA SIG

55. EFPIA

Recomme
ndation 4
Page 6,
Recomme
ndation 5
p. 6
recomme
ndation 5

Outliers and influential observations should not be removed
from the primary analysis result, however, without good
justification.
Unclear wording, does outliers refer to individual patients or
whole studies that are outliers? Also un-clarity about the word
influential observations, are not all observations influential?
Regardless, these should only be removed with good
justification. Also, efforts need to be made to understand the
nature and rationale for outlying and not assuming that must
be deviation from the truth.

56. EMA

Page 6
recomme
ndation 7

This seems to be neither recommendation, nor guidance.
Suggested that this should be deleted and recommendation
7 merged with recommendation 6

57. EFPIA

p. 6
recomme
ndation 8

58. EMA

Page 6
recomme
ndation 8
p. 6
recomme
ndation 9

Only adjusted methods of indirect comparison that maintain
randomization should be used. Pleaser clarify what this refers
to, are there methods which do not maintain randomization?
The words “adjusted” and “unadjusted” usually refer to the
use of covariates.
Would benefit from some additional explanation

59. EFPIA

On what grounds should Butcher’s method be favoured
(whenever possible)? Such a statement would be in
contradiction with the summary (page 5) and with current
practice standards (see page 14).

To remove observations isn’t recommend. It is
suggested to conduct a sensitivity analysis to
evaluate the impact on result of outlier and influential
observations.
A specific paragraph is dedicated to 2.6.4. Outlier
analysis and influential studies.
Studies could be outliers as discussed in the full
document. Forest plot and/or metrics help to identify
them. See paragraph 2.6.4.

Not accepted. Recommendation 6 “guides” the
choice of comparison to conduct. Recommendation
7 “guides” the interpretation of already available
comparisons.
In the full report these terms are clarified. See
paragraph 2.3.1. Unadjusted indirect comparison
AND 2.3.2. Bucher’s method of adjusted indirect
comparison.
Explanation is provided in the guideline text.

Bucher’s method is preferred for its transparency.
Despite the increasing popularity of Bayesian MTC,
according to some studies results are similar.
Therefore, Bucher’s method given that is more
transparent and provides similar results is
recommended.
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60.
GlaxoSmithKlin
e

61. EFPIA

P6,
Recomme
ndation 9;
P7,
Recomme
ndation
13
p. 6
recomme
ndation
10

We do not support a sweeping statement. The choice of
method (ie between Bayesian and Bucher) is not only driven
by the need for transparency but more importantly on the
robustness of assumptions. Likewise: ‘.....whose assumptions
can be justified’ could be added to Recommendation 13 p7.

Recommendation 9 has been amended to read:
“available (i.e. one should favour Bucher’s method of
adjusted indirect comparison over MTC if the data
permit its usage and the appropriate assumptions are
satisfied).”

It is suggested that it is not just the data, but also the study
designs and patient characteristics that should be consistent
between studies. It is not always possible to compare data
across studies in an indirect or mixed treatment comparison,
as not all studies contain all treatments. Therefore other
aspects of trial homogeneity become very important.

The recommendation includes the phrase
“comparable studies” referring to similarity of setting,
population, etc.

Recommendations 2 and 10 move from different
point of view. Recommendation 2 declares which
data is necessary to have to conduct direct/indirect
comparisons. While recommendation 10 is specific
for indirect comparisons and enlighten how data
available determine result’s reliability.
See answer to comment 61.

62. EMA

Page 6
recomme
ndation
10

This recommendation looks like the same as
Recommendation 2

63. HTA SIG

Page 6,
Recomme
ndation
10

It is suggested that it is not just the data, but also the study
designs and patient characteristics that should be consistent
between studies. It is not always possible to compare data
across studies in an indirect or mixed treatment comparison,
as not all studies contain all treatments. Therefore other
aspects of trial homogeneity become very important.

64. SBU

Recomme
ndation
10, p.6
Recomme
ndation

“comparable studies” replace with “sufficiently similar studies”
(everything is comparable)

Not accepted. Comparable is the common
terminology in that case.

Care must be taken to avoid population characteristics
adjustment, (e.g. Hba1C at baseline, etc.) to allow for

The statement “avoid population characteristics
adjustment” is unclear. In recommendation 10 no

65. NOVARTIS
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10

comparison

elaboration is suggested.

66. HTA SIG

Page 7,
Recomme
ndation
11

It is the relative effectiveness of two treatments that is
assumed to be the same across all studies, regardless of
whether the studies included those two treatments directly or
not.

As stated, the assumption is on the relative
effectiveness of a treatment across all trials used in
the comparison. The topic is linked to 2.6.1.
Heterogeneity

67. EFPIA

p. 7,
recomme
ndation
11

It is the relative effectiveness of two treatments that is
assumed to be the same across all studies, regardless of
whether the studies included those two treatments directly or
not.

Recommendation 11 states: “A general assumption
of indirect comparisons is that the relative
effectiveness of a treatment is the same across all
studies included in a meta-analysis.”

68. EMA

Page 7
recomme
ndation
11

“It is assumed that…” May need re-wording. It may be
inferred that this will be the assumption of the reviewer – or
an assumption that the sponsor should make.
Moreover, to what extent does this differ to recommendations
2 and 10?

69. EFPIA

p. 7,
recomme
ndation
12

The length of burn in, length of run, and convergence should
also be documented for a Bayesian analysis. It is
recommended to check convergence using multiple sets of
starting values.

Reworded.
Recommendations 2- 10-11 move from different point
of view. Recommendation 2 declares which data is
necessary to have to conduct direct/indirect
comparisons. While recommendation 10 is specific
for indirect comparisons and enlighten how data
available determine result’s reliability.
Recommendation 11 supports the need to state the
assumption at the base of comparisons.
These are issues specific of Bayesian analysis and
models.

70. HTA SIG

Page 7,
Recomme
ndation
12

The length of burn in, length of run, and convergence should
also be documented for a Bayesian analysis. It is
recommended to check convergence using multiple sets of
starting values.

See answer to comment 69.

71. EMA

Page 7

Is the “Parsimonious” term in mainstream use?

It’s used in literature and seems to authors of
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72.
GlaxoSmithKlin
e

recomme
ndation
13
P8, LL3-4

immediate comprehension.

Direct and indirect comparisons are used for safety as well as
effectiveness. The use of ‘pooled’ generally refers to
individual level analyses (combining trial data).

Guideline’s focus is on relative effectiveness.
Here pooled refer to studies.

Not accepted. At least 3 treatments are required
given that comparison compares other treatments
apart the two on which analysis is conducted.
Otherwise we had already available direct
comparison studies.
The guideline was prepared within the predefined
scope.

73. EFPIA

p.8, l. 11

Mixed treatment comparisons can also only compare two
treatments; this may be necessary because several studies
used comparators not common to the other compound. MTC
therefore are not only for 3 or more products to be compared.

74. HTA SIG

Page 8,
Section
1.3
General
comment
Page 8,
line 20

It would be appreciated if this document was providing
guideline on how these recommendations apply to the HTA
appraisal context.

76. EFPIA

p. 8, l. 20

extrapolate meaning “estimate” the relative effectiveness

77. EFPIA

p. 8, l. 23

This problem statement is correct if the intention of the
guideline is to provide a summary of the methods currently
available. However, in the framework of providing guidance
to underpin European collaboration on HTA, the question
should rather concern which methods are acceptable for the
purpose of relative effectiveness assessment, and what has
to be considered.

The choice of methods depends on many issues
(study comparability, heterogeneity etc.). Discussed
methods are all acceptable except if otherwise
stated.

78. OSTEBA

Page 8,

The word ‘weakness’ should appear in plural. Suggested

Accepted.

75. HTA SIG

Change “extrapolate the relative effectiveness” to “estimate
the relative effectiveness”

Sentence rephrased to: “Where direct head-to-head
evidence is lacking, indirect evidence can be used to
supplement the relative effectiveness data from the
direct comparisons available”
See answer to comment 75.
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line 34

rewording: ... the main strengths and weaknesses of the
methodologies.

79. EMA

Page 8
line 39

Cross refer to the Internal validity document should be
considered

80. HA SIG

Pages 919

Well written text very similar than the HIQA guidelines for
Evaluating the Clinical Effectiveness of Health Technologies
in Ireland (Nov 2011)

81. EMA

Page 9
line 3

Suggested to refer to the ’efficacy’ of two treatments. This
because “relative effectiveness” usually refers to usual
circumstances of healthcare practice, efficacy – under ideal
circumstances

82. EFPIA

p. 9, l. 3

Relative effectiveness as per definition of the EU High Level
Pharmaceutical Forum, is measured “under the usual
circumstances of health care practice”, whereas RCTs are
generally considered as “ideal circumstances” corresponding
more with the definition of “relative efficacy”.

In this guideline, bias is generally referring to a
narrower context than covered by the guidelines on
internal validity.
Indeed, HIQA guideline was prepared by one of the
authors of this guideline.
Please note that this guideline reflects EUnetHTA
position on the topic.
This is a more general remark on whether the data
available constitute efficacy or effectiveness. In
essence we use efficacy data as a proxy for
effectiveness.
See answer to comment 81.

Therefore, and consistent with the text below “estimated”
seems more appropriate.
83. EMA
84. EFPIA

85.
GlaxoSmithKlin
e

Page 9
line 24
p. 10, l.
13

The legend should be provided here.
Is ease of application the only reason to utilise the frequentist
method?

Legend is already provided at the end of graphs
sequence.
Frequenstist method pros and cons are discussed in
more details in following paragraph.

P10,
LL18-35,
Section

There should be more guidance on which analytical method
is preferred in different situations. Many of the original
methods (e.g. Mantel-Haenszel, Peto) were approximations

This is meant to be a relatively brief guideline; a
detailed guidance on analytical methods is out of
scope. More detailed guidance can be found in a
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2.2.1

which are now not necessary as we have easy access to
algorithms that fit the underlying model (effectively the
DerSimonian-Laird mixed effects model with or without
random effect).

range of statistical textbooks.

Page 10,
line 19 &
Page 10,
line 22
Page 10,
line 20

Misprint: Mantel-Haenzel  Mantel-Haenszel

Accepted.

Even though it is easy to assume, in order to avoid
misunderstandings, we suggest indicating that the weights
are proportional to the inverse of the variance. Suggested
rewording: … and weights are inversely proportional to the
squared standard errors…

Accepted.

88. EFPIA

p. 10, l.
20

We suggest replacing “weights are proportional to the
squared standard errors of the studies” with “weights are
proportional to the inverse of the squared standard errors of
the studies”, which would be more accurate.

Accepted.

89. NOVARTIS

Page 10,
section
2.2.1,
lines 2123

With respect to statement that “The Mantel-Haenzel method
provides more robust weighting when data are sparse”
should be also mentioned that in the case of very small
number of events or no-events, the credibility of the method
is lower.

Accepted.

90. NOVARTIS

Page 10,
section
2.2.1,
lines 2935
p. 10, l.

One disadvantage of the DerSimonian and Laird method is
related to heterogeneity but another one is related to a very
small number of events (i.e. close to zero). Then, the
credibility of the method is lower.

See answer to comment 89.

Given the importance, it would be helpful to also highlight the

The text on IPD has been expanded in the main

86. OSTEBA

87. OSTEBA

91. EFPIA
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44-46 and
p. 11, l. 12
PP,LL1011,
Section
2.2

potential use of individual patient data in “Summary and
recommendations” on page 5.

section

It would make more sense to describe methods for direct
comparisons before introducing evidence networks. In the
case of direct methods the work of the Cochrane
collaboration should be referenced more strongly and more
attention should be given to how direct meta-analyses are
conducted and reported.

Direct comparisons are reported at page 9.

93. EFPIA

p. 11, l. 2

At the end of this paragraph, it would be useful to
acknowledge that there are newer methods being developed
which enable individual patient level data to be combined
with trial summary data. An example is “Matching-Adjusted
Indirect Comparisons: A New Tool for Timely Comparative
Effectiveness Research” by Signorovitch et al, Value in
Health 15 (2012) 940-947.

The text on IPD has been expanded.

94. HTA SIG

Page 11,
line 2

At the end of this paragraph, it would be useful to
acknowledge that there are newer methods being developed
which enable individual patient level data to be combined
with trial summary data. An example is “Matching-Adjusted
Indirect Comparisons: A New Tool for Timely Comparative
Effectiveness Research” by Signorovitch et al, Value in
Health 15 (2012) 940-947

See answer to comment 93.

95. EFPIA

p. 11, l. 8

It is suggested that, for a systematic review, there is an
additional type of bias, caused by including studies that are
addressing a slightly different question to the research
question of the review (e.g. if most studies exclude elderly
patients but the review question addresses all ages).

Not accepted; fully cover systematic review bias isn’t
in the scope of the guideline.

92.
GlaxoSmithKlin
e
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96. OSTEBA

Page 11,
line 10

97. EMA

Page 11
lines 1213
comments
to word: –
in some
instancesPage 11,
section
2.2.2,
page 1415

98. NOVARTIS

It seems that something is missing in the sentence.
Suggested rewording: The latter are based on some prior
knowledge and have a stronger influence on the posterior
distribution…
Will need to give some idea as to when.

Accepted

Sentence rephrased: “However, in some instances
(e.g. expert opinion available in absence of collected
data) it may be appropriate to form informative priors
by way of other data”

The statement that the use of informative priors is likely to
generate results that depend on the choice of prior
distribution and may differ to those from a frequentist
approach is definitely true for meta-analyses with a small
number of trials. Otherwise the amount of information
considered from the studies will overwhelm any prior
information.

No response required.

99. EMA

Page 11
lines 2021

Non-transparent implies that the source/derivation of the prior
is unclear. In fact, a greater problem will be that priors could
be constructed in a ’biased’ manner, favouring the outcome
of interest, e.g. through selective presentation of supporting
data.

Sentence amended to include “biased”.

100. EFPIA

p. 11, l.
22

A further weakness of Bayesian methods is that they can be
complex to implement.

To complexity of the model is given visibility even in
Recommendations.

101. HTA SIG

Page 11,
line 22

A further weakness of Bayesian methods is that they can be
complex to implement, and hence more time consuming and
prone to errors

See answer to comment 100.
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102.
GlaxoSmithKlin
e

P11,
LL24-28,
Section
2.3

The rationale given for performing indirect comparisons is
when direct comparisons are absent. However indirect
comparisons can be informative even in the presence of
direct comparisons (what does the totality of evidence say?),
and direct comparisons may be included in evidence
networks (mixed treatment comparisons).

The presence of direct and indirect comparison is
discussed and topic summarized in Recommendation
7.

103. EFPIA

p. 11, l.
35

It may be helpful to note that trials of more than two arms
require an adjustment to the calculation methods.

104.
NOVARTIS

Page 11,
section
2.3.1, line
42

This is not clear, is it possible that there is a typo here? I can
only understand the comment “resulted in a large number of
discrepancies in the significance and direction of relative
effectiveness” for unadjusted Indirect comparisons.

This is considered out of scope, we do not comment
generally on the specific details of model
construction.
Accepted – typo.

105.
NOVARTIS

Page 11,
section
2.3.2

Is it also true and should we state that ”Bucher’s method
rests on the assumption that the trials or subgroups within
trials are sufficiently similar with respect to potential clinical
and methodological modifiers of relative treatment effects,
such as patient characteristics, intervention characteristics,
follow-up time, outcome definitions and ascertainment
(clinical moderators), and randomization and blinding
(methodological moderators).”
Schneeweiss et al (2012).Circ Cardiovasc Qual Outcomes;
5:00-00.

The standard assumption of similarity of studies.

106. EMA

Page 11
line 43

Suggested to add “theoretically” as follow: “Although
theoretically unbiased, …”

Accepted.

107.
GlaxoSmithKlin
e

P12,
LL13-31

There is some confusion of terminology between ‘Network
Meta-analysis’ and ‘Mixed Treatment comparison’, which
might cause some confusion. The Bayesian method is often

Text added at the point of the method being
introduced: “In the subsequent text, ‘network metaanalysis’ refers specifically to the Lumley method..”
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referred to as network meta-analysis as it draws from an
evidence network such as that described in section 2.1,
however in this document ‘network meta-analysis’ appears to
refer specifically to the less used method of Lumley.
108.
GlaxoSmithKlin
e

P12,
LL32-49
Section
2.4.2

The section on Bayesian MTC fails to explain what this
approach actually consists of, and so may not be very clear
to non-specialist readers. The use of ‘Bayesian’ in this
context is not very helpful: many analyses are performed with
uninformative priors. However this might take more space
than is available in the guideline.

It is not within the scope of this guideline to give a
detailed description of how each of the methods
should be implemented.

109. HTA SIG

Page 12,
line 35

It may be helpful to note that trials of more than two arms
require an adjustment to the calculation methods

We do not give detailed descriptions of how any of
the models are constructed or computed.

110. HTA SIG

Page 12,
line 45

This assumption is the same for Bucher, Lumley, and
Bayesian MTCs. It would help to make this clearer.

Accepted and amended.

111. EFPIA

p. 12, l.
45

This assumption is the same for Bucher, Lumley, and
Bayesian MTCs. It would help to make this clearer.

See answer to comment 110.

112. EFPIA

p. 12, l.
47

This assumption holds for any type of data and treatment
effect measure on the appropriate scale, not just binary data
event rates on the logit scale.

Accepted, but no need to change text.

113. HTA SIG

Page 12,
line 47

This assumption holds for any type of data and treatment
effect measure on the appropriate scale, not just binary data
event rates on the logit scale

See answer to comment 112..

114. EFPIA

p. 12, l.
52

If a whole study is not reported (publication bias), this can
lead to bias in a systematic review, but it is not relevant to the
internal validity assessment of individual study results. It may

References to bias are generally restricted to the
narrow cases relating to data used in the
comparison.
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help to make this clear.
115. EFPIA

p. 13, l.
11

GLMMs do not require individual patient data. The Bayesian
MTC framework can be implemented using GLMs and
GLMMs of study level results in a frequentist approach. See
Byron et al 2011.
Jones B et al. Statistical approaches for conducting network
meta-analysis in drug development. Pharm Stat. 2011 NovDec;10(6):523-31.

Accepted; text amended.

116. HTA SIG

Page 13,
line 11

GLMMs do not require individual patient data. The Bayesian
MTC framework can be implemented using GLMs and
GLMMs of study level results in a frequentist approach. See
Byron et al 2011.

See Answer to comment 115.

Jones B et al. Statistical approaches for conducting network
meta-analysis in drug development. Pharm Stat. 2011 NovDec;10(6):523-31.
Individual patient level data is no longer “impossible” to
obtain. Each year, more and more patient-centric databases
are emerging.

117. EFPIA

p. 13, l.
13

118. EMA

Page 13
line 31

Need to define “mixed models”? Not previously mentioned in
the document

Accepted. The definition has been added.

119. EFPIA

p. 14, l.
10
14/12

A graph could be useful here.

Not clear what is being referred to.

[Why 2009 is the last year included?]

Guideline was started in 2010.

PP14-16,
Section
2.6

Consider adding a sub-section on handing differential timing
of endpoints. The Cochrane collaboration recommends
selecting a single time-point (Higgins JP, Steg PG. Cochrane

Thank you for having raised this point. We suggest
that this may be incorporated when the guideline is
decided to be reviewed/revised at the later stage.

120. RC
CEE&Ph
121.
GlaxoSmithKlin
e

Reworded in “The application of GLMMs requires
individual level patient data which can be difficult to
obtain”. Page 12, line 13.
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Handbook for Systematic reviews of Interventions Version
5.1.0. The Cochrane Collaboration 2011). There are other
techniques for combining data from more than one time point
such as fractional polynomials (Jansen JP. Network metaanalysis of survival data with fractional polynomials. BMC
Med Res Method. 2011;11;61) and at multiple time-points (Lu
G, et al. Meta-analysis of mixed treatment comparisons at
multiple follow-up times. Stat Med 2007 Sep 10;26(20):368199).
122. EMA

Page 14
line 34

A discussion seems to be missing in this section about the
possibilities for, and benefits of, pre-specification.

This does not appear necessary.

123. EMA

Page 14
line 36
comments
to word: key
issues Page 14
lines 4142
comment
to words:
- Three
broad
forms of
heterogen
eity …Page 14
lines 4648

Whether there is a need for specific comment/section on the
challenges posed with regards to small populations of
patients

This does not appear necessary.

These are not mutually exclusive.

Exclusivity is not supposed here.

Recognizing this is a methods paper, it would have been
beneficial to see a bit more discussion regarding these
important variables, particularly study design and inclusion-

Comment acknowledged; however, this is beyond the
scope of the guideline.

124. EMA

125. EMA
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exclusion criteria.
126.
GlaxoSmithKlin
e

P14,
LL54-55,
Section
2.6.1

Rather than saying that MTC ‘incorporates’ a measure of
consistency, it may be better to say that there are (various)
approaches to measuring consistency, and the approaches
could be outlined as a separate paragraph in this section (eg.
back-calculation and node-splitting: Dias S, Welton NJ,
Caldwell DM, Ades AE. Checking consistency in mixed
treatment comparison meta-analysis. Stat Med 2010 Mar
30;29:932-44).

Accepted rephrasing. Further detail on approaches
not warranted within this guideline.

127. EFPIA

p. 14, l.
54
onwards

It is agreed that it is helpful to assess inconsistency, where
possible. However, such evaluations are limited, as they can
be underpowered, and in some cases not possible as both
direct and indirect evidence for a comparison may not exist.
Hence it is not possible to definitively prove that there is no
inconsistency.

Perhaps, but these are still useful tools.

128. HTA SIG

Page 14,
line 54
onwards

It is agreed that it is helpful to assess inconsistency, where
possible. However, such evaluations are limited, as they can
be underpowered, and in some cases not possible as both
direct and indirect evidence for a comparison may not exist.
Hence it is not possible to definitively prove that there is no
inconsistency.

See answer to comment 127.

129. RC
CEE&Ph
130. OSTEBA

15/13

can difficult / can be difficult

Accepted.

Page 15,
lines 1314

The sentence is difficult to understand. Suggested rewording:
Understanding the cause or source of inconsistency in a
complex network can be difficult to determine, which raises
questions about how elaborate an evidence network should
be in order to be accepted for analysis.

Accepted.
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131. EFPIA

p. 15, l.
20-33

An acknowledgement of the limitations of statistical tests and
quantifications of heterogeneity is needed. Statistical tests
for heterogeneity based on Q are very often underpowered
(unable to detect heterogeneity that exists), so that a lack of
significance does not indicate a lack of heterogeneity. Less
commonly, they could be overpowered, so that heterogeneity
is detected but not at levels that are clinically important. Isquared values can be imprecise if the number of studies
included in the calculation is small. So these quantities
should not be interpreted in isolation to decide whether
statistical heterogeneity exists.

Investigate in details heterogeneity is beyond the
scope of the guideline.

132. HTA SIG

Page 15,
lines 2033

An acknowledgement of the limitations of statistical tests and
quantifications of heterogeneity is needed. Statistical tests
for heterogeneity based on Q are very often underpowered
(unable to detect heterogeneity that exists), so that a lack of
significance does not indicate a lack of heterogeneity. Less
commonly, they could be overpowered, so that heterogeneity
is detected but not at levels that are clinically important. Isquared values can be imprecise if the number of studies
included in the calculation is small. So these quantities
should not be interpreted in isolation to decide whether
statistical heterogeneity exists.

See answer to comment 131.

133. EFPIA

p. 15, l.
35-46

Clinical trial registers are mentioned as an alternative data
source to be examined in order to make the systematic
review as comprehensive as possible. Would additional data
sources (such as EPAR statements, for instance) be worth
mentioning in addition to registers?

The document is not intended to give a
comprehensive overview of data acquisition, rather it
draws attention to the fact that a failure to include all
studies is likely to introduce bias.

It would it be useful to refer to search for sources of
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unpublished data.
134. EFPIA

p. 15, l.
40

Asymmetry in a funnel plot may also reflect heterogeneity,
and not bias (e.g. if smaller studies were done further back in
time and treatment practice has changed, or smaller studies
recruited different patients or had other differences compared
to larger studies).

We do state “may indicate publication bias” and do
not rule out other causes of asymmetry.

135. HTA SIG

Page 15,
line 40

Asymmetry in a funnel plot may also reflect heterogeneity,
and not bias (e.g. if smaller studies were done further back in
time and treatment practice has changed, or smaller studies
recruited different patients or had other differences compared
to larger studies)

See answer to comment 134.

136. HTA SIG

Page 15,
line 46

At the end of section 2.6.3, it would it be useful to refer to
search for sources of unpublished data

See answer to comment 133.

137. SBU

p. 15, line
47

Duval & Tweedie’s (2000) Trim and Fill could be mentioned

138. EFPIA

p. 16

There seems to be some confusion between (un)certainty
(variability, lack of precision) and bias (deviation from the
truth) in this section. These are different issues with different
impacts. Perhaps “reliability” is a more accurate term than
“certainty”.

Suggested reference considers publication bias. We
suggest (24) instead in the paragraph 2.6.3.
Publication bias, which considered alternative
methods.
Cannot find “certainty” in the guideline – so reference
is not clear.

139. EMA

Page 16
line 5
comments
to words:
- use of

This is theoretically possible of course, but the concept of an
informative prior is not always easy to reconcile in the context
of a meta-analysis (which is more a quantitative summary of
all available trial data)

The use of informative priors is relatively limited, but
it should be highlighted.
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140. EMA

priors Page 16
line 17

As other aspects of the study design are not discussed in any
detail, this section is out of keeping with the rest of the paper
and could be deleted – see comment for page 14 lines 46-48
It is a little confusing to the reader because there is a
recommendation to not use quality scales here, but on page
15 the use of quality indexes for reviews is supported.
Reliance on single aggregated scores to assess the quality of
studies and reviews can be very misleading. Often, the
individual elements of the tools are informative, and some
elements may be more important than others in different
disease settings. Therefore these tools can be useful, but a
single score should not be used as the sole method of
assessing quality, and that looking at individual elements or
indexes or checklists can be more informative than aggregate
scores.

Not clear what is being referred to.

It is not proposed to decide on whether or not to
conduct a comparison on the basis of quality scores.
The use of a quality score gives context at the point
of interpreting the results of data synthesis.

141. EFPIA

p. 16, l.
17

142. EFPIA

p. 16, l.
20

Clarification of what is meant by “In sponsored trials” is
needed. Trials sponsored by pharmaceutical companies
follow strict rules and are authorized by relevant bodies and a
general statement concerning potential bias is inappropriate.

It is only stated that there is a risk of bias, on there is
plenty of documentation supporting this concern.

143. HTA SIG

Page 16,
line 20

Clarification of what is meant by “In sponsored trials” is
needed. For example, was this intended to refer to Industrysponsored trials?

See answer to comment 142.

144. HTA SIG

Page 16,
line 23

We suggest rephrasing “the equivalence of treatment
regimens” to the more appropriate “the comparability of
treatment regimens” since treatment regimens are unlikely to
ever be absolutely equivalent.

Accepted.

145. EFPIA

p. 16, l.

We suggest rephrasing “the equivalence of treatment

See answer to comment 144.
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23

146. EFPIA

p. 17, l. 1

147. EFPIA

p. 17, l. 917

regimens” to the more appropriate “the comparability of
treatment regimens” since treatment regimens are unlikely to
ever be absolutely equivalent.
It is important not to confuse poor quality reporting with high
risk of bias. It simply makes the assessment of risk of bias
difficult.
The ‘Summary and Recommendations’ and section 2.6.3
both refer to unpublished studies which may be worth
repeating in the ‘Discussion’ paragraph.

Reference not clear.

Accepted.

Sentence to read: “The use of indirect and mixed treatment
comparisons highlights the importance of a thorough
literature search and identification of all relevant studies,
including observational studies and unpublished data.”
148. HTA SIG

Page 17,
lines 9-17

The ‘Summary and Recommendations’ and section 2.6.3
both refer to unpublished studies which may be worth
repeating in the ‘Discussion’ paragraph.

See answer to comment 147.

Sentence to read: “The use of indirect and mixed treatment
comparisons highlights the importance of a thorough
literature search and identification of all relevant studies,
including observational studies and unpublished data.”
149. EMA

Page 17
lines 1012

This statement is not fully reflected in the conclusion – see
lines 17-18 on page 19

Here ( “However, more recent developments suggest
that the combination of direct and indirect evidence
may achieve a more accurate and comprehensive
analysis.(28)” ) are reported recent developments or
alternative point of view. That doesn’t mean that
“There is no consensus on the best approach to
comparisons, particularly when both direct and
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indirect evidence are available”.
Previous rounds of consultation did not raise any
difficulty with this phrasing.

150. EFPIA

p. 17, l.
58-59

We suggest replacing “The mixed treatment comparison
incorporating direct evidence could be considered the ‘gold
standard’ approach of carrying out indirect comparisons” with
“The mixed treatment comparison incorporating direct
evidence is considered by some as the best approach of
carrying out indirect comparisons”.

151. EFPIA

p. 18, l. 46

It should be clarified whether this is a EUnetHTA
position/recommendation that would, nevertheless, contradict
current practice standards (see page 14)

152. EFPIA

p. 19, l. 6

Suggest change “transparent systematic review” to
“transparent systematic literature review”

153. HTA SIG

Page 19,
line 6

Suggest to change “transparent systematic review” to
“transparent systematic literature review”

Accepted.

154. EFPIA

p. 19, l.
12-14

It should be clarified whether the statement constitutes the
EUnetHTA position or, on the other hand, it is only a
suggestion provided by a number of commentators (as
shown in the text).

EUnetHTA position is summarized in
Recommendation 13.

155. EFPIA

p. 19, l.
19-22

The third paragraph from the conclusion section should be
rephrased as it seems to include redundant material. A third
limitation could be added at the end of the fifth paragraph in
the conclusion section, which is that Bayesian methods are
not always accepted.

Not clear what the redundant material is. Do not have
evidence to say that Bayesian methods may not be
accepted.

156. OSTEBA

Page 19,
line 33
p. 20

Missing full stop at the end of the paragraph.

Accepted.

Some additional potential sources of bias that could be

Full considerations of sources of bias are covered in

157. EFPIA

EUnetHTA recommendations are in line with current
practice. Guideline discusses also other positions in
order to provide a broader view on the scenario of
direct/indirect comparisons.
Accepted.
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added include whether the outcome was assessed in the
same way for the two arms (e.g. assessment schedule),
whether important patient characteristics were balanced
between the two arms, and whether analysis methods (such
as how missing data was dealt with) may have favoured one
arm over the other.

the guideline on internal validity.

158. EFPIA

p. 20, l.
44

The authors may wish to look at ” Clinical Epidemiology and
Biostatistics: A Primer for Clinical Investigators and DecisionMakers by Michael Kramer (published July 2012).

Not deemed necessary in this context.

159. EFPIA

p. 21,
l.10-12

The literature search algorithm provided on page 21 does not
include the specific term “meta-regression”. This might have
led to omission of relevant publications to an extent that is
not evaluable. For example, the following article – although
relevant for the topic of interest – was not identified: Eckert L,
Falissard B. Using meta-regression in performing indirectcomparisons: comparing escitalopram with venlafaxine XR.
Curr Med Res Opin. 2006 Nov; 22(11):2313-21.

Literature search was able to detect meta-regression.
Studies were selected in relation to guideline’s
scope.

160. EFPIA

p. 22, l. 1

It would be useful to use these references more frequently as
in-text citations to support various methodological
recommendations.

161. OSTEBA

Page 22,
lines 3335
Page 23,
lines 1-3

Repeated reference. Reference (15) is the same as
reference (4).

In Recommendations section references are
voluntary excluded. Annex 2 references are all
mentioned in the guideline. Annex 3 references are
reported to provide all materials authors considered
and selected.
Fixed.

Repeated reference. Reference (18) is the same as
reference (6).

Fixed.

PP25-36,

The role of this extensive bibliography within the guideline is

Annex 2 reports References. Anne x reports

162. OSTEBA

163.
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GlaxoSmithKlin
e
164. OSTEBA

Annexe 3

unclear.

Literature search results.

Page 26,
line 17

Letters ö and ü not recognized. It can be due to differences
on software versions but in some other parts on the same
document these letters appear correctly. Revision suggested.

We believe this has been fixed, although there may
be instances that we did not identify.

165. OSTEBA

Page 27,
line 55

Misprint. Author’s name is Abou-Setta instead of bou-Setta.
Letter A is missing.

Accepted.

166. OSTEBA

Page 33,
line 26

Letter ü not recognized. It can be due to differences on
software versions but in some other parts on the same
document this letter appears correctly. Revision suggested.

We believe this has been fixed, although there may
be instances that we did not identify.

s167. OSTEBA

Page 35,
line 42

Letter ö not recognized. It can be due to differences on
software versions but in some other parts on the same
document this letter appears correctly. Revision suggested.

We believe this has been fixed, although there may
be instances that we did not identify.

168. OSTEBA

Page 35,
line 44
Page 36,
line 24

Misprint. Schomig  Schömig

Accepted.

Misprint. van PB  van Pinxteren

Accepted.

169. OSTEBA
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EMA

Andrea Buzzi
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Aleksandra
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of rewording

Response by author

GENERAL COMMENTS
1

EFPIA

General
comments
on all
documents

We refer to the EFPIA
general comments to the
first batch of draft
guidelines on relative
effectiveness assessment,
which remain accurate for
the second batch of draft
guidelines.
Overall, we note that the
draft guidelines are a
summary of current good
practices and are similar
to those found in a
number of sources (e.g.
ISPOR Good Research
Practices, Cochrane
Handbook etc), but
recommendations are less
clear.
We also underline the
need to ensure alignment
and consistency with
regulatory guidance, in
order to avoid any
unnecessary duplication
between regulatory and
relative effectiveness
assessment, both at the
time of launch and over
time. In this respect, we
note that relative
effectiveness data is
expected to develop and
evolve during a product’s

General comment, not specific to internal validity guideline

Comment acknowledged. It is correct that the basis of the work was an overview of the “state of
the art” for each guideline topic in each EU country. For many topics, there is convergent view on
evidence requirements for REA; in some areas (such as choice of comparator with no adequate
comparator available), divergences exist. Statements will be introduced to highlight situations
where recommendations are based on consensus and where consensus does not exist. In these
cases and more generally to discuss evidence requirements during the development of a health
technology, EUnetHTA has put in place early dialogues with technology developers and multiple
HTA bodies. Evidence requirements for HTA in a specific condition will be completed with
elaboration of disease-specific guidelines for technology development.
For REA draft guidelines including disease-specific ones, existing clinical, regulatory and HTA
guidelines will always be checked and requirements aligned when adequate. EMA-EUnetHTA
collaboration on this topic has been put in place and will be pursued in the framework of
EUnetHTA JA2.
Post-marketing and observational studies are out of scope in the JA1. Post-marketing inputs to
REA may be addressed in JA2 if decided so by EunetHTA partners.

Guidelines are primarily aimed to support HT assessors to critically appraise manufacturers’
submissions; in addition, manufacturers may take guidelines recommendations into account
when preparing submissions. Indeed, EUnetHTA guidelines could contribute to alignment of
assessment process and methodology carried out across Europe. There is no intention to align
national decision making.

4
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of rewording

Response by author

GENERAL COMMENTS
life cycle. Not all of the
guidelines cover this
evolution of data type and
availability during a
product’s life-cycle. It
would be helpful to
address this
systematically in each
guideline and consider
how post-marketing inputs
to REA could address
some of the uncertainties
inevitable at initial
assessment.
Across the guidelines it
becomes clearer that the
intention of EUnetHTA is
to work on REA to support
decision-making and
concretely product
reimbursement decisions.
This would benefit from
being clarified in the
EUnetHTA mandate and
recommendations, as well
as to discuss some of the
implications in term of
impact of European
guidelines on national
decision-making. Overall,
it is important to ensure
that any requirements set
out by EUnetHTA are
feasible and reasonable
and take into account the

5
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GENERAL COMMENTS
difference in levels of
development of systems
across Europe today.
2

EFPIA

General

This EUnetHTA guidance
document is put up to give
recommendations on how
to assess the internal
validity of RCT and
systematic review. We
encourage however the
EUnetHTA to consider
giving recommendations
on the related
conclusions, namely on
the level/threshold to
consider that the evidence
is actually the reality.
The focus of this paper on
eliciting “bias” in RCTs
fails to consider that
internal validity exists
along a continuum and is
balanced against external
validity. Further the
Guidance relies heavily on
the Cochrane
Collaboration approach
and should broaden
perspectives to include
fundamentals of research
design.

3

EMA

General

This GL is a generally
well-written and

The statement ‘that internal validity exists along a continuum and is balanced against external
validity’ is not accepted as:
There is a clear qualitative difference between RCTs and non-RCTs: non-RCTs
inevitably carry a high risk of selection bias.
Internal and external validity are no antipodes and are not to be balanced against each
other. A study may have both high internal and high external validity. External validity is
not a matter of (random) allocation of treatments, but rather a matter of in- and exclusion
criteria.
EFPIA refers later within its comments to an IMI project (‘Incorporating real-life clinical data into
drug development’) and suggests acknowledging it. We are grateful for this information because,
in the corresponding document
(http://www.imi.europa.eu/sites/default/files/uploads/documents/7th_Call/Call7_FinalCallText.pdf),
excellent roles are defined for observational research and so-called pragmatic (randomized)
controlled trials (PCTs):
‘Observational research: retrospective (database) studies and prospective non-interventional
studies, providing information on the existing standards of care and practice patterns.
Pragmatic controlled trials (PCTs): designed to minimise the effect of study protocol on patient
care and treatment outcomes, generally characterised by diverse study populations (approaching
those encountered in routine clinical practice), limited exclusion criteria, no blinding of treatment,
and an observational style follow-up. They therefore provide a higher degree of external
validity, yet maintain internal validity through the benefits of randomization.’
We believe that these definitions correspond well to our approach in the guideline.

Thank you, no response needed.

6
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GENERAL COMMENTS
uncontroversial document.
4

GlaxoSmithKline

General
(All
Guidelines)

We applaud the initiative
of EUnetHTA to develop
methods guidelines to
support the good conduct
of relative effectiveness
assessments of
pharmaceuticals.
However we have some
general points to raise at
this stage that are
applicable to the guideline
development programme
as a whole:

General comments, not specific to internal validity guideline

 Some more clarity on
the purpose and
intended use of the
guidelines would be
helpful, in the form of a
standard introduction
to each guideline. This
might include a brief
rationale for the choice
of topics selected and
future topics to be
covered, and the
planned timing for
reviews/updates of
each guideline. The
status of these
guidelines vis-à-vis
national guidelines on
methods for HTA
assessment could be

Accepted.

The primary objective of EUnetHTA JA1 WP5 guidelines is to focus on methodological
challenges that are encountered by HTA assessors while performing REA of pharmaceuticals.
See answer to comment 1.
Each guideline already contains the scope and problem statement that was the reason for
choosing a given topic. Timings for reviews and updates of each guideline will be discussed and
established in JA2.

Partly accepted. EUnetHTA guidelines give EUnetHTA methodological recommendations for
REA of pharmaceuticals, so consistency will not always be possible.
However, while elaborating new general and disease-specific guidelines, existing clinical,
regulatory and HTA guidelines will be checked and requirements aligned when adequate.
Accepted. See answer to comment 1. Statements will be introduced to highlight situations
where recommendations are based on consensus and where consensus does not exist.

Correct.
Observational studies and pragmatic trials are not in scope of JA1, but may be covered in JA2 if
decided so by EUnetHTA partners. Initiatives such as Innovative Medicines Initiative
“Incorporating real-life clinical data into drug development” may be helpful in this field.
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Response by author

GENERAL COMMENTS
clarified.

 There guidelines
should be
complementary with
minimal overlap: the
whole set should be
reviewed together to
ensure crossreferencing, and
avoidance of
duplication.

Thank you for these proposals. Some are general methodological issues, not specific for REA
(such as superiority vs non-inferiority studies), some are already done by others (systematic
reviews of effectiveness and safety) and some are out of scope in JA1 (prospective observational
studies of effectiveness including registries and retrospective observational studies including
database analysis). The latter may be covered in the JA2 if decided so by EunetHTA partners.
Indeed, in the framework of JA2WP7, areas where methodology guidelines appear useful will be
identified and stakeholders will be asked for input. The process itself will be discussed and
elaborated at the beginning of JA2.

See answer to comment 1.
Comment acknowledged. Adaptations will be done where possible.

 There are a number of
authoritative guidelines
developed by national
and international
organisations (for
example ISPOR,
SMDM, Cochrane) and
it would be useful to
check for
overlap/consistency
with these documents.
In particular it is
important to check for
consistency with
guidance covering the
same methodological
areas developed for

8
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GENERAL COMMENTS
regulatory
assessments.

 It would be useful to
highlight more clearly
within the guidelines
areas where there is
less consensus across
HTAs in specific
methodological
aspects related to HTA
(and where therefore
strong
recommendations
cannot be made in a
guideline). For
example, GSK’s
experience is that
there is a divergence
of views across
national
reimbursement
agencies in particular
in the choice of
relevant comparator,
the strength of
evidence from indirect
and network metaanalyses and the
status of evidence for
intermediate
endpoints.

9
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GENERAL COMMENTS
 The focus of these
guidelines appears to
be on the evidence
(largely from clinical
trials) likely to be
available at the time of
launch of a new
medicine and therefore
potentially included in
submissions to
reimbursement/HTA
agencies at this stage.
Valuable relative
effectiveness data,
especially from
observational studies,
may become available
at later stages and
may be available for
later submissions or
(planned) reviews that
may be undertaken by
HTA organisations.
Such data may indeed
be collected through
managed access
schemes that are
agreed with
reimbursement
authorities and may
serve to clarify or
reduce inherent
uncertainties at the
time of the first
appraisal. There is
increasing interest in

10
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GENERAL COMMENTS
pragmatic trials (which
may make use of
existing electronic data
collection systems)
which if executed as
Phase 3b studies may
deliver valuable
information in time for
reimbursement
submissions.
 Some key areas
appear to be missing
from this first set of
guidelines. For
example: interpretation
of data from superiority
vs non-inferiority
studies, systematic
reviews of
effectiveness and
safety (which merit a
separate guideline to
‘direct and indirect
comparisons’), utility
assessment (which
should be separated
out from health related
quality of life),
prospective
observational studies
of effectiveness
(including registries –
especially but not only
focusing on control of
bias) and retrospective
observational studies

11
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GENERAL COMMENTS
(including database
analysis). Pragmatic
controlled trials may
also merit special
attention, as might the
role of modelling in
relative effectiveness
assessments.

 Some of the draft
guidelines are written
more in the form of a
literature review or
working document than
a guideline for HTA
assessors. Generally
the documents have a
lengthy section 2
(Synthesis of literature)
and a relatively short
Section 3 (Discussion).
The Discussion section
could be expanded to
focus more on the
needs of the primary
customer (assessors

12
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Response by author

GENERAL COMMENTS
for National HTA
organisations): what
are the key issues to
look for when
performing an
assessment?, and
provide a better link
back to the
recommendations
section. This might
have to be done at the
expense of some of
Section 2 (Synthesis of
literature), which could
be shortened in some
of the guidelines
(especially Health
Related Quality of Life
and Utility measures).
5

GlaxoSmithKline

General

This guideline is focused
on RCTs, and should be
read in conjunction with
the guideline
‘Applicability’, which deals
with external validity and
transferability of results. If
used on its own then it is
questionable how much
the assessment it refers to
adds to the EMA review
and EPAR development
on which licensing
decisions are based, and
it will tend to direct the
attention of HTA

We disagree that ‘there is an important trade-off to be made between internal (i.e. elimination of
bias) and external validity (i.e. value of information for decision making)’.
-> see answer to comment 2.
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GENERAL COMMENTS
assessors towards more
traditional conservative
RCT designs with high
internal validity. A more
balanced approach should
be encouraged: HTA
assessors need to
recognise that there is an
important trade-off to be
made between internal
(i.e. elimination of bias)
and external validity (i.e.
value of information for
decision making), which is
not addressed in the
document.
6

GlaxoSmithKline

General

We understand that a
separate guideline will be
developed for nonrandomized studies.
However it is of particular
importance that HTA
assessors are able to
consider the relative
strengths of RCT and non
RCT evidence, and where
appropriate combine
and/or explicitly weight
results across different
study types in order to
inform reimbursement
decision-making. There
does not appear to be any
guidance in development
to cover this.

Because non-RCTs inevitably carry a high risk of selection bias a strong preference exists for the
consideration of RCTs within REA, which is implicitly given in the guideline.
Nevertheless, we appreciate the suggestion to give guidance on when evidence from non-RCTs
may be considered within REA. However, such guidance might be better located within the
guideline for non-RCTs.
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GENERAL COMMENTS
7

HTA SIG

General

We suggest a clear
articulation of the question
of interest should be
described as the first step,
and to define the true
effect upon which bias in
estimation may be acting.

We agree with the statement that ‘a clear articulation of the question of interest’ is the first step to
be undertaken in an REA. However, this is clearly formulated in the EUnetHTA Core Model
Handbook (https://fio.stakes.fi/htacore/HTACoreModel_Handbook_2012-09-17.pdf), section 2.2.1
project scoping.

8

HTA SIG

General

It is good practice to
document the research
question(s) and approach
that will be applied to
evaluating and minimising
bias prior to undergoing
any assessment of
internal validity, using a
protocol or analysis plan.

We agree with the statement that ‘it is good practice … using a protocol or analysis plan’.
However, this is clearly formulated in the EUnetHTA Core Model Handbook (see above).

9

HTA SIG

General

It is difficult to address
issues of bias without also
addressing heterogeneity.
Will heterogeneity be
covered in a future
guideline?

We do not understand this comment from HTA SIG because another comment from HTA SIG
(referring to page 14, lines 25-34) suggests the opposite (‘This is a discussion of heterogeneity,
not bias, and hence out of scope’).

10

LEEM

We have no major
remarks on the
methodology of the 5
guidelines.
But it would be helpful to
consider how post
marketing inputs to REA
could address some of the
uncertainties inevitable at
initial assessment. Each

Observational studies and pragmatic trials are not in scope of JA1, but may be covered in JA2 if
decided so by EUnetHTA partners. Initiatives such as Innovative Medicines Initiative
“Incorporating real-life clinical data into drug development” may be helpful in this field.
See answer to comment 4.
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GENERAL COMMENTS
document could comment
on the role of
observational data
sources.
11

LEEM

OVERALL

Assertion that RCTs are
the most relevant trials for
REA is misplaced, it is
inappropriate to limit REA
to randomized studies.

The present guideline on internal validity does not limit REA to RCTs. Nevertheless, we are
convinced that RCTs are in fact the most relevant trials for REA. This belief is in accordance with
international standards of drug approval, evidence-based medicine, clinical epidemiology, etc..

12

RC CEE&Ph

General

Internal validity depends
also on correctness of
statistical analysis.
Incorrect statistical
analysis (descriptive and
inference statistics) can
be the cause of biased
conclusions. In guidelines
it is not mentioned, and
there is no suggestions
how to manage with RCT
with bad statistical
analysis.

Thank you for the suggestion. Incorrect statistical analysis was added as an example of ‘other
sources of bias’ (chapter 2.2.2).
The best way to deal with incorrect statistical analysis is to perform correct analyses as far as the
data are available.

16

Compilation of comments on the draft guideline on Internal Validity

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
13

EuropaBio

Page 5

The summary states that RCTs are the most relevant trials for
relative effectiveness assessment.
This should be further qualified as being most true for relative
efficacy assessment and that some transformation is required to
obtain assessment of relative effectiveness (usually modelling to
extend applicability). This statement can then link with lines 8-9 re
future guideline non-randomized and diagnostic accuracy studies.
Likewise, while there is rightly lengthy discussion on dealing with
bias, it would be useful to at least acknowledge the trade off
between internal validity (very rigid control or elimination of bias)
versus external validity.

Efficacy and effectiveness are not different with
regard to the need for minimizing the risk of bias.
In this respect, RCTs are the most relevant trials
for both relative efficacy assessment and relative
effectiveness assessment.
We disagree that there is ‘a trade off between
internal validity (very rigid control or elimination
of bias) versus external validity’. -> see above
(response to EFPIA – General comment)

14

EFPIA

p. 5, l. 4

Internal validity could also be described as the degree to which the
intervention under investigation was truly the cause of the effects
assessed in the study.

15

EMA

Page 5 lines
4-5

Comment 1: Internal validity is not a concern per se, unless of
course there are issues - statement should be revised in line with
the definition on page 7
Comment 2: By definition, the scope of this document only refers to
internal validity; the concept of external validity (suitability of the
study for extrapolation to the population to be treated) is not
covered. Perhaps this should be stated explicitly – indeed some
sections below seem to risk confusing these concepts.

This definition does not fully cover the problem:
a bias can also diminish an in fact existing effect
of an intervention.
Nevertheless, the definition was changed
according to the suggestion below.
Comment 1: Thank you for the suggestion. The
statement was revised.

16

EFPIA

p.5, l. 7
p. 8, l. 27

We consider it is inappropriate to limit REA to RCTs, which will
mainly produce information on the efficacy of products. As
acknowledged in other draft EUnetHTA guidelines, e.g. Applicability,
Surrogate Endpoints, effectiveness information can to some extent
be modeled from efficacy data produced by RCTs, and efficacy data
is a necessary input to an REA (“effectiveness” assessment ).
However other sources of data are needed. Likewise, the Core
Model for Rapid Assessment of Relative Effectiveness
acknowledges the limitations of RCTs, but suggests that little else
may be available at the time of rapid assessment. There is a

Comment 2: Thank you for the suggestion. It
was made clear in several places that the
concept of external validity or applicability is not
covered by the present guideline.

The present guideline on internal validity does
not limit REA to RCTs.
We are grateful for the information on the IMI
project because in the corresponding document
(http://www.imi.europa.eu/sites/default/files/uplo
ads/documents/7th_Call/Call7_FinalCallText.pdf
) excellent roles are defined for observational
research and so-called pragmatic (randomized)
controlled trials (PCTs). However, because
neither non-RCTs nor applicability are topics of
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SPECIFIC COMMENTS
commitment from industry and other stakeholders to improving the
availability of the right information at the time of launch (such as
through the IMI project on ‘Incorporating real-life clinical data into
drug development’, see topic text available online at
http://www.imi.europa.eu/sites/default/files/uploads/documents/7th_
Call/Call7_FinalCallText.pdf) and this could be referred to and
acknowledged in the documents.

the present guidance, we do not refer to this
document.

Because the acknowledgement of the GRADE
approach is a minor topic of the present
guidance we do not think that it is appropriate to
mention it within the summary.
We agree with the statement that ‘the datadriven selection of outcome variables and
analysis methods also represents a risk of bias’.
However, this is mentioned within the body of
the present guideline (section 2.2.2, other
sources of bias).
This is a general question on how to perform
quality assurance within an REA, e.g. by
undertaking important review steps (for example
study selection, data extraction, risk of bias
assessment) by two independent reviewers.
Therefore, it is not mentioned in the present
guideline.
Thank you for the suggestion. The 2
recommendations were combined.

17

EuropaBio

Page 5, line
16-17

The body of the document acknowledges the usefulness of the
GRADE approach – perhaps it should be mentioned here also as a
valid alternative to the Cochrane Collaboration tools.

18

EMA

Page 5 lines
20-23

Another consideration is that of pre-specification. Arguably, the
data-driven selection of outcome variables and analysis methods
also represents a risk of bias (= a systematic deviation from the
truth).

19

EFPIA

p.5, L27-8

The assessment of risk of bias should be performed by two
independent reviewers.

20

HTA SIG

Would it be worth combining these 2 recommendations into one?

21

EFPIA

Page 6
Recommend
ations 1 and
2
p. 6,
recommenda
tion 2

22

EMA

Page 6
recommenda
tion 4

It is important that the “Cochrane handbook” is correctly referenced
in order to be easily located.
The qualification “if you feel unfamiliar with the risk of bias concept”
does not seem appropriate here.

Thank you for the suggestions. The ‘Cochrane
handbook’ is now correctly referenced (Higgins
& Green 2011). The qualification was deleted.

Both (ii) and (iii) could be used for the same REA

Thank you for the suggestion. A combination of
option (ii) and (iii) was added as a fourth option.
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SPECIFIC COMMENTS
23

EMA

Page 7 line 5
word “the
truth”

What is the ’truth’ – the true effect within the trial, or the true effect in
the population – which also requires consideration of external
validity?

Thank you for the suggestion. It was clarified
that ‘the true effect within the trial’ (or in the trial
population) is meant here.

24

EMA

This seems not to be a definition.

25

EFPIA

Page 7 line
8-9
p.7, l. 5
p.8, l. 4, 9-10

Thank you for the suggestion. The sentence was
added to the definition of ‘bias’.
Thank you for the suggestion. It was clarified
that ‘the true effect within the trial’ (or in the trial
population) is meant here.
However, we cannot detect the logical
contradiction.

26

EFPIA

p. 7, l. 16-21

Why do you not refer to the EUnetHTA definition here?
http://www.eunethta.eu/Public/About_EUnetHTA/HTA/

Thank you for the suggestion. The definition
from the EUnetHTA (FAQ) website is now used.

27

EFPIA

p.8, l. 3-6

The problem statement does not limit the guidelines to RCTs,
although this is stated later (line 27). Suggest rephrasing to limit the
scope to RCTs only, meaning that non-RCT will be dealt with in
other guidelines.

28

EMA

Page 8 lines
5-6

As reported in previous comments - this would also seem to need
consideration of external validity - it is possible to have an unbiased
answer to a question that is not externally valid.
It is presumed this is the point of the reference in 1.4 – but it could
be stated explicitly.

29

EuropaBio

Page 8, line
19-27

Good that the GRADE approach is referenced here – “virtually no
difference in assessing internal validity between the approaches.

Because section 1.2.1 reflects the first
introduction of the problem we do not believe
that it is necessary to limit the scope here. In
various places in the present guideline it is
stated that the guideline focuses on RCTs.
Thank you for the suggestion. The fact that the
present guideline does not deal with the
assessment of external validity – or better –
applicability has now been explicitly stated, but
in other places in the document (e.g. the
following paragraph).
Thank you, no response needed.

30

EFPIA

p.8, l. 27-42

As the document’s scope is RCTs, this paragraph could be deleted.
If it is kept, suggest revising it to be more accurate in its analysis of
observational studies’ biases and the approaches to offset them.

Many epidemiologists and HEOR modelers would feel
uncomfortable with references to the “truth”. Truth is conditional on
the context of the study, e.g. the “truth” in a perfect RCT in one
population may be different from the “truth” in a perfect RCT in
another population. Suggest referring only to internal validity, which
is a well defined concept.
It is also logically contradictory to state that the truth can never be
assessed, and so recommend talking about potential for bias
(understood as deviation from the truth…which can never be
assessed).

The suggestion to delete this paragraph is in
contrast to EFPIA’s suggestions above. The
following suggestion for revision is in our opinion
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31

EuropaBio

Page 8, line
28-43

Good discussion of role of forms of study other than RCTs in
determining relative effectiveness. Some of this could be brought
into the summary.

32

SPMSD

Pages 8 and
12

While the Intention To Treat (ITT) principle is the most important
instrument to deal with possible attrition bias, this method is not
appropriate in the context of preventive pharmaceuticals, esp.
vaccines.
Indeed, the aim of vaccines is to prevent clinical serious outcomes
of infections (i.e. morbidity and mortality). Vaccines do not treat an
already established infection.
Efficacy data from phase 3 placebo controlled randomized clinical
trials are obtained by comparing the number of cases of a given
clinical event (infection or disease) occurring during the same period
of time in a group of subjects who received the vaccine versus the
number of the clinical events occurring in a group who do not
receive the vaccine (placebo).
To establish prophylactic vaccine efficacy and because vaccines
work by preventing infection, the 2 groups should receive the
candidate vaccine or the placebo before being infected or being
sick. Analyses done in subjects not infected at their entry in the trial
are called per protocol (PP) analyses. For instance, let's consider 2
groups of each 100 healthy subjects at the beginning of a trial. If the
number of subject infected / sick observed at the end of the trial is 1
in the vaccine group and 10 in the placebo group, vaccine efficacy
(VE) is 90%. This PP analysis of vaccine efficacy (in our example
VE = 90%) needs to be understood as the true intrinsic vaccine
efficacy (= capability of the vaccine to prevent infection and its
consequences).

not specific enough. It is not the goal of the
present guideline to elaborate in detail the
‘analysis of observational studies’ biases and the
approaches to offset them’.
In addition, see next comment, which
appreciates this paragraph.
Thank you. Because it is not the goal of the
present guideline to elaborate the assessment of
the internal validity of non-RCTs, we do not think
that it is appropriate to place too much weight on
this issue in the summary.
We appreciate the acknowledgement that ‘the
Intention To Treat (ITT) principle is the most
important instrument to deal with possible
attrition bias’, which is our statement on page 12
(line 25/26).
However, we disagree with the statement that
‘this method is not appropriate in the context of
preventive pharmaceuticals, esp. vaccines’.
The ITT principle is a pragmatic approach to
reflect the situation of clinical decision making. In
this situation it is often unknown whether the
treatment is appropriate or inappropriate for the
patient because, for example, the initial
diagnosis was incorrect. Hence, there is no
difference between therapeutic and preventive
(vaccine) trials, where – at the time of
vaccination – it is unknown whether the patient
is infected or not. An effect derived from an ITT
analysis provides a good (conservative) estimate
of the real benefit (and harm!!) of an intervention
for patients.
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Since a decade now, in addition to PP analysis, ITT analyses are
also performed for assessing vaccine efficacy. Some ITT analyses
are performed on already infected / sick subjects. If we go back to
the above example, with the same vaccine but we include 10
subjects already infected / sick at the beginning of the trial, then the
calculated vaccine "efficacy" is ~ 50%. (Number of subjects at the
end of the trial in the vaccine group = 11 (10+1) and = 20 (10+10) in
the non vaccinated group, no vaccine effect on infected/sick
subjects).
Clearly the calculated 50% VE in an ITT analysis does not reflect
the true prophylactic capability of the vaccine to prevent the targeted
infection and its consequences in a healthy population, which is
actually 90% as demonstrated by the PP analysis. ITT analyses for
prophylactic vaccines should rather be considered as analysis of
reduction of disease burden in a mixed healthy and infected
population.
Therefore ITT analyses are driven by the existing burden in a
population, while PP analyses give the true efficacy of a vaccine in a
targeted non infected population.
Vaccine efficacy data from both PP and ITT analyses (as including
in an SPC as today) may be confusing when assessing benefits of
vaccine:

At population level: one may falsely consider that ITT data
reflect the expected impact of the immunization program, which
is wrong, e.g. if the prevalence of a disease is 10% and the PP
VE = 90% then the expected impact of the program is ~ 80%
(90%x90%)

At individual level, one may falsely consider that the true
vaccine efficacy is 50% instead of 90% for their patients. In fact,
the vaccine efficacy is 0 in already infected / sick people and
90% in healthy people.
Revisiting the relevance of data from ITT analyses for vaccine
efficacy assessment and their inclusion in vaccine HTAs in addition
to data from PP analyses should be considered.
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33

EFPIA

p.11, l. 18

Suggest rephrasing to state “In addition, observed treatment effects
may be diminished by confounding”. Actual treatment effects should
stay the same regardless of confounding in a given study; the
measurement of the effects is biased.

Thank you for the suggestion. The sentence was
rephrased: ‘In addition, observed treatment
differences may be diminished by confounding’.

34

EFPIA

p.11, l. 19

Suggest rephrasing to state “selection bias can be minimized if the
allocation of the patients”, as randomization does not ensure that
selection bias will be avoided.

Thank you for the suggestion. The sentence was
rephrased accordingly.

35

EFPIA

p.11, L 34-9

It is suggested that the term “triple blind” be added here

Triple blind is blinding of subjects (patients), investigators
(treating physicians, including those who administer treatment),
outcome assessors, and those involved in data
management(i.e., data managers and biostatisticians) (Miller
et.al, 2010)

“Single blind” is defined only for studies where subjects, but not
investigators or outcome assessors, are blinded.

“Double blind” is defined for studies where subjects, the
investigators (including those who administer treatment) and
outcome assessors, are blinded.

Thank you for the suggestion. The terms tripleblind and single-blind were added.

36

EFPIA

p. 11, l. 3940

It is mentioned that "A trial without any blinding is usually designated
as an open (label) trial". This is a strict definition since an open label
trial can also include blinded raters.

Nevertheless, we think that this is an appropriate
definition.

37

EMA

Page 11
lines 35-42

Not sure this statement is necessary for the intended readership of
this document

38

EMA

Page 12 line
3 word
“Blinding”

Also be defining and adhering to clear schedules and standards for
assessment (e.g. in a protocol)

Because there is sometimes confusion with all of
these terms, we think that the explanations are
relevant for the intended readership.
This is already considered in the last sentence of
the corresponding paragraph (‘If some specific
investigations at follow-up(s) are necessary to
assess this event in such a situation (e.g.
assessment of progression-free survival in
oncology), it is essential to guarantee some
standardization and ensure that the timing of
follow-up(s) is equal between the treatment
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groups in open trials [EMA 2011])’.
Thank you for the suggestion. Independent
adjudication committees were added.

39

EFPIA

p. 12, l. 10

Independent adjudication committees should be mentioned here as
a remedy to detection bias that need investigator interpretation (e.g.
central independent adjudication committee review of radiographic
images to determine whether the pre-defined definition of an
outcome/adverse event was fulfilled).

40

EMA

Page 12
lines 21-23

This is contentious and represents a difficulty with many ‘guidance’
documents. It is attractive to present a number as a guide to
translating the written guidance into a practical solution – but the risk
is that the number is inappropriate for a particular situation –
perhaps an outcome may be ‘not valid’ with only 20% not included –
or could still be valid with 40% not included. The validity depends on
the therapeutic area and on the precise question being addressed in
the trial – also the robustness of the methods used for
imputation/modeling of missing information.

We appreciate this comment. However, we feel
that some orientation should be provided.
Nevertheless, we added 2 sentences to highlight
the necessary acknowledgment of some
individual cases.
We interpret imputation/modelling of missing
information as part of an ITT strategy, which is
addressed below in the paragraph.

41

EFPIA

p.12, l.25

Suggestion to add:
The importance of particular rates of loss to follow-up is dependent
on the relation between loss to follow-up and number of events in
intervention and control groups. The threat of bias is great, when the
proportion loss to follow-up in relation to intervention and control
event rates, and the differences between two groups is high. (Guyatt
et.al 2011)

Thank you for the suggestion. We added the first
sentence.

42

EFPIA

p.12, l. 25-26

The assertion that “the most important instrument to deal
with…attrition bias is the ITT principle” is surprising as it cannot
handle loss to follow-up leading to missing outcome data. Suggest
revising to include other validated and widely-used analytical
techniques for handling loss to follow-up, e.g. inverse-probability
weighting, multiple imputation, etc. May also be useful to add that
ITT analysis is a conservative analysis in case of treatment
switching between arms.

This is already considered in the following
sentence of the corresponding paragraph.
It would exceed the scope of the present
guideline if specific approaches for replacement
strategies and sensitivity analyses were
mentioned and discussed.

43

EFPIA

p.12, l. 30-32

Document recommends that techniques to address missing data
should be chosen so that they bias towards the null. This is very
conservative and does not sit well with modern approaches in

Thank you for the suggestion. The sentence was
re-phrased in the sense that anti-conservative
estimates should be avoided.
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modeling. Suggest reviewing this, particularly to address alternative
approaches which are statistically valid and less biased (e.g. MICE,
IPW). The conservative analysis could be moved to the section on
sensitivity analyses which follow.

It would exceed the scope of the present
guideline if specific approaches for replacement
strategies and sensitivity analyses were
mentioned and discussed.
Thank you for the suggestion. A corresponding
sentence was added. However, it was also
noted that such a pre-specification may not
always be possible or useful.
Thank you for the suggestion. A corresponding
explanation was added.

44

EFPIA

p. 12, l. 40ff

It should be mentioned that the different sensitivity analyses should
be pre-specified (i.e. planned handling of missing data)

45

EFPIA

p. 13, l. 14

In “2.2.2. Assessment”, it is important that EUnetHTA provides
guidance on how to proceed when the stated domains are not
properly reported in the publication. As an example, sometimes
there is a lack of description of treatment allocation in the literature
and it is important to understand how to deal with the missing
information.

46

EMA

Page 13 line
17 word
“bias”

Pre-specification is also an important tool to avoid bias in selection
of outcome variables and analysis methods. There is increased
potential for ‘bias’ (admittedly a different type of bias) if selection of
methods is data-driven.

This problem is addressed in the paragraph
before section 2.2.2 and with regard to ‘other
sources of bias’.

47

EFPIA

p.13, l. 31-33

Assessing the level of bias is very subjective. Although it is not
possible to set hard criteria, additional guidance on how REA
reviewers should assess the importance of bias would be useful.

48

EFPIA

p. 14, l. 2-3

It is indeed true that no simple rule exists. Thus it would be very
useful and expected that EUnetHTA gives its analysis and guidance
on how to draw an overall conclusion reflecting a general consensus
between the different HTAs.

At the end of section 2.2.2 a reference is made
to the Cochrane Handbook, in particular to
chapter 8.5 and table 8.5.d, which provide very
helpful support for judgment.
In addition, Annexe 2 provides a proposal for a
standardized extraction sheet with instructions
for completion. Furthermore, Annexe 3 provides
an example of a risk of bias assessment from an
IQWiG report.
As no simple or general rule exists no definitive
guidance can be provided.
However, at the end of section 2.2.2 a reference
is made to the Cochrane Handbook, in particular
to chapter 8.5 and table 8.5.d, which provide
very helpful support for judgment.
In addition, Annexe 2 provides a proposal for a
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49

HTA SIG

Page 14,
Lines 25-34

This is a discussion of heterogeneity, not bias, and hence out of
scope.

50

EMA

Page 14
lines 32-34

Given the title of the document this will be interpreted as ‘guidance’
– but it seems that the P>0.2 may result in a dangerous oversimplification.

51

EFPIA

p.14, l. 42-47

The underlying classical scenario for the 2-trials rule is the first
submission of a new compound based upon placebo-controlled
trials with clinically relevant, but not clinically hard endpoints. The
underlying concept applied by regulatory agents is the requirement
for “substantial evidence”/“confirmatory evidence”.
However, please note the following:

In the context of clinical hard endpoints, the 2-trials rule typically
does not apply (see FDA Guidance” Providing Clinical Evidence
of Effectiveness for Human Drugs and Biological Products”
1998. See also EMA PtC on Applications with 1. MetaAnalyses; 2. One Pivotal Trial” from 2001 )

In general, both cited guidance lay out various scenarios, which
allow for “confirmatory evidence / substantial evidence” to be
based on one pivotal trial.

The overall pre-requisite, which allows manufacturers to
address those requirements during clinical development, are
common harmonized regulatory standards and the ability to
pre-discuss the submission programs with the key regulatory
agents.
For HTA evaluations we are in the context of comparative
effectiveness and re-imbursement, which is based on a successful
regulatory approval; i.e. “confirmatory evidence / substantial

standardized extraction sheet with instructions
for completion. Furthermore, Annexe 3 provides
an example of a risk of bias assessment from an
IQWiG report.
We do not understand this comment from HTA
SIG because another comment from HTA SIG
(general comment) suggests the opposite (‘It is
difficult to address issues of bias without also
addressing heterogeneity’, see above).
We disagree that this p>0.2 could be interpreted
as (definite) ‘guidance’, as it is clearly stated as
an example and suggestion from one HTA
agency.
This comment addresses the so-called 2-trials
rule. It is interesting to note that the reviewers
concurrently refer to the regulatory process of
drug approval and to the specifics of HTA
evaluations within one comment.
It is also of interest to note that the reviewers
refer to the EMA PtC on ‘Applications with 1.
Meta-Analyses; 2. One Pivotal Trial’ from 2001.
In this document it is clearly stated that ‘there is
a general demand for replication of scientific
results’ and ‘there are many reasons why it is
usually prudent to plan for more than one study
in the phase III program’ (section III.1, need for
replication). No exception to this ‘rule’ is
mentioned for the case of ‘clinical hard
endpoints’.
Altogether, we believe that our statement ‘For
derivation of “proof”, in general results from at
least 2 independent trials are required’ holds
true as a general scientific rule. The formulation
‘in general’ implies that there are possible
exceptions.
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evidence of efficacy” has been granted.
In the HTA context, the review focus typically is not identical to
those of regulatory agents. I.e., the HTA focus is on new
comparators, different outcomes and even potentially different
patients. Therefore, the statistical standards to assess the degree
of evidence should reflect the specific HTA objectives and the
specific post-hoc evaluation situation, rather than to just mimic the
regulatory viewpoint. The corresponding statistical principles are
“synthesis of evidence” and “borrowing strength of evident from
other trials”, which is already reflected in some HTA guideline by the
emphasis on meta-analyses, network-meta analysis and Bayesian
methods. I.e. the 2-trials rule would be a clear methodological step
back and would not address the specific HTA evaluation framework.
52

HTA SIG

Page 14
lines 45-47

EMA allows 1 pivotal randomized controlled trial to be considered
for a regulatory approval, should there be reference to the CHMP
points to consider document on this topic?

See answer to comment 51.

53

SBU

14:45-47

The requirement regarding “2 independent trials” can certainly be
challenged (see EMA guideline regarding single pivotal trials).

See answer to comment 51.

54

SBU

15:19ff

Shouldn´t the instrument AMSTAR version 2 be recommended?

55

HTA SIG

Page 16

Uncertainty usually means variability/imprecision, but this section
seems to be addressing accuracy and reliability rather than
precision, so it is a little confusing.

56

EMA

Page 16 line
21 word
“Judgment”

Full agreement – suggested to stress this point elsewhere in the
document (i.e. summary and conclusions).
Suggested to add Informed before the word judgment.

Unfortunately we have not been able to identify
an AMSTAR version 2 up to now (28/12/12).
Please provide specific reference.
We intended to express ‘uncertainty’ by using
the term ‘uncertainty’. Uncertainty may result
from both low accuracy and low precision,
whereby accuracy represents a qualitative
component, and precision a quantitative
component.
If our explanation is confusing, could you please
provide concrete suggestions for improvement?
We made a reference to a publication; hence,
we prefer not to change the (original) wording.
Please look at the publication for discussion of
this point.
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57

EFPIA

Annexes 3
and 4

Rather than selecting 2 examples on an unclear basis, a broader
synthesis of the Authors’ experience would be appreciated.

58

SBU

20ff

The structure of Annex 2 needs some revision. I suggest that the
structure on page 11:9-13 is followed

Examples have an illustrative purpose. The
present guideline refers mainly to the Cochrane
Handbook. The Cochrane Handbook represents
a (broad) synthesis of the experiences of
numerous reviewers across the world.
Please give a concrete rationale why the
structure of Annexe 2 needs some revision. The
structure is oriented on the risk of bias domains
as explained in section 2.2.2. Furthermore, it is
explicitly stated that Annexe 2 represents a
proposal, which can be modified according to
one’s own needs.
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1

AIFA

n/a

General comment: RCTs and Meta-analysis are usually the
most available sources of information in the context of the
Rapid Assessment of Relative Effectiveness, but this
guideline seems to rule out any other sources of information
which could be used to obtain an estimate of treatment effect
of the intervention. Initially, reliable comparative evidences
on clinical effectiveness on a new medicine are not
available. Instead, HTA assessors frequently must decide on
preliminar evidences emerging from pharmacoeconomics
modellization based on registrative RCTs. Although a
pragmatic approach may be the best standard to evaluate
relative effectiveness, it could not be applicable to every
therapeutic area. Furthermore, the guideline seems to
completely exclude the role of observational study that may
be a useful source of information on relative effectiveness
(especially the prospective cohort study).
Therefore, this guideline doesn't provide tools and
recommendations for HTA assessors which have to evaluate
also these sources of information, if available.
Although the exclusion of both pharmacoeconomics
modeling and prospective cohort study appear serious, the
explanation of reasons of the exclusion could be useful.

The following explanation has
been included in section 1.3
regarding the exclusion of
observational studies and
pharmacoeconomic modelling.
(scope/objectives):
Exclusions from the scope:
The current guideline focuses on
evidence from controlled trials as
this type of evidence is most
commonly available soon after
market authorisation. Hence, this
guideline does not address
evidence from observational
studies.
Whereas the use of modelling
techniques is common for
pharmacoeconomic analysis, it is
not common to use them for
relative effectiveness
assessments (this resulted from
the literature review for this
guidelines as well as the WP5
background review). Therefore
modelling techniques to
address applicability are not
discussed in this version of the
guideline. Interpretation of
statistical methods to address
effect modification is discussed in
Annexe 2.
The role of observational studies
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2

B+L

3

EFPIA

All four
EUnetHTA draft
guidelines
(comparators,
evidence,
endpoints,
composite
endpoints).

Please clarify if EUnetHTA is planning to offer scientific
advice meetings similar to the EMA to support development
of new drugs. An opportunity to meet with EUnetHTA would
provide important value to those conducting a REA.



1) The draft guidelines provide a good overview of some
of the differences between national REA methodologies
and therefore complement well the background review
that was conducted by EUnetHTA in 2011. At this stage
however, we consider they do not provide clear
guidance on how to align evidence requirements in
areas of divergence.

in the applicability assessment
may be addressed in JA2 (WP7)
Yes. Scientific advice/early
dialogue meetings with
technology developers and
multiple HTA bodies are the part
of EUnetHTA JA2WP7 (started
October 2012)

1) Comment acknowledged.
Drafting these guidelines is work
in progress. A first step has been
taken, but we agree that there are
many areas that can be explored
or become more detailed in the
future.It is correct that the basis of
the work was an overview of the
“state of the art” for each
guideline topic in each EU
country. For many topics, there is
convergent view on evidence
requirements for REA; in some
areas divergences exist. In these
cases and more generally to
discuss evidence requirements
during the development of a
health technology, EUnetHTA has
put in place early dialogues with
technology developers and
multiple HTA bodies. Evidence
requirements for HTA in a specific
condition will be completed with
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2) The draft guidelines acknowledge the difficulty of
alignment especially in the context of varying aims of
REA (e.g. reimbursement or not). This legitimate
concern makes it sometimes unclear what the objective
and what the target audience of the guidelines are. In
particular, it is unclear whether recommendations are
issued for the purpose of European REA, or whether
they guide national REA. Similarly, it is sometimes
unclear whether they should support HTA assessors to
critically appraise manufacturers’ submissions, whether
they will impact on future modifications of national REA
guidelines, and whether manufacturers are expected to
take them into account when preparing their
submissions. The draft guidelines reviewed could
contribute to alignment of assessment processes carried
out across Europe. For this to materialize however,
these draft guidelines need to be endorsed and
implemented not only at European, but also at national
level.

3)The draft guidelines show the important role of REA
assessors to feed back into drug development.
Guidance on comparators, level of evidence and
acceptability of endpoints, will affect development

elaboration of disease-specific
guidelines for technology
development.
In current guidelines statements
will be introduced to highlight
situations where
recommendations are based on
consensus and where consensus
does not exist.

2) The objective of the
guidelines is to guide
assessors in doing REA
assessments, whether it is a
cross-boarder or national
REA. However, the status of
the guidelines is non-binding
and it is therefore up to the
members states to decide
whether they want to use
them. In addition,
manufacturers may take
guidelines recommendations
into account when preparing
submissions. Indeed,
EUnetHTA guidelines could
contribute to harmonisation of
the assessment process
carried out across Europe,
but this is still too early to
know.
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decisions taken prior to phase III development
programmes. There is therefore a strong need to align
REA draft guidelines with already existing clinical and
regulatory ones. Throughout the guidelines, references
to the regulatory assessment and decision process, as
well as decisions taking place along the clinical
development plan, could be further enhanced.



4) In light of the above, we consider that EUnetHTA
could set up a further reflection process involving
relevant stakeholders to support streamlining of REA
evidence requirements by:
o Discussing areas identified in the draft
guidelines in the form of e.g. a roundtable during
which the draft guidelines are reviewed one by
one by a panel of experts from various
stakeholders. As a second step, the general
reflection process could be complemented by
disease-specific discussions/guidelines (aligned
with existing regulatory ones on e.g. clinical
investigation of medicinal products used in
specific disease areas), and should also
consider the role of early dialogue in drug
development.
o Discussing the role and implementation of the

3) Comment acknowledged.
Existing clinical, regulatory
and HTA guidelines have
been included in the basic
searched for drafting these
guidelines. We agree that
there is room for
improvement regarding
referencing. This may be
improved in the future.
EMA-EUnetHTA
collaboration on this topic
has been put in place and
will be pursued in the
framework of EUnetHTA
JA2.
However, different
requirements may exist as
the regulatory and HTA
assessments answer
different questions.

4) Comment acknowledged. A
first step in such a direction will be
taken on February 12, 2013 when
the guidelines authors will discuss
some guidelines with
representatives from EFPIA and
other stakeholders. Stakeholders
involvement in guidelines
elaboration will be further
strengthened and process itself
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guidelines at European/national level.

reviewed and amended in the
framework of EUnetHTA JA2.
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4

EFPIA



1) We understand that the draft guideline is concerned
with providing the tools for HTA assessors to identify
whether the evidence provided by the manufacturer as
part of its HTA submission file (which, for a rapid
assessment, is mainly based on phase III trials
concerned with proof of efficacy) is appropriate to enable
decisions about the place of a new pharmaceutical in
clinical practice or about reimbursement (which ideally
would rely on proof of effectiveness). We therefore
understand that one of the main concerns of the draft
guideline is to reflect on the efficacy-effectiveness gap,
as addressed e.g. in the paper by Eichler et al (2011).



2) It is important to acknowledge the uncertainty linked to
the efficacy-effectiveness. It is also important to ensure
that this uncertainty is appropriately addressed, and that
absence of evidence is not interpreted as evidence of
absence of effect.



3) Industry underlines the importance of maintaining
realistic evidence requirements in drug development.
The draft guidance rightly points to the need to establish
causality between treatment and outcome (internal
validity, which is established at the stage of regulatory
approval). As outlined in the draft guidance however,
explanatory trials conducted for this purpose might not
be appropriately designed to generate effectiveness
information (conflict between internal and external
validity). Furthermore, external validity might differ from
one setting to another, because of different practice
patterns, for example. There is also an inherent tension
between the pharmaceutical being assessed and its



1) Comment acknowledged



2) Comment acknowledged.
We agree that absence of
evidence should not be
interpreted as evidence of
absence of effect.

 3) Comment acknowledged.
We agree that evidence
requirements should be
streamlined where ever
possible. However this does
not mean that sometimes
this is not possible and other
goals require different types
of evidence.
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comparator, as the comparator might have established
external validity but not the pharmaceutical being
assessed, which will impact on the results of the REA.
Industry calls for further guidance to ensure that
evidence requests do not add but are streamlined where
relevant.


4) A number of other factors impact the applicability of
evidence, and would warrant particular discussion:
o How to consistently arrive at an assessment of RE
based on factoring in overall benefit-risk as the
stated RE definition involves having a benefit which
is greater than harm.

o

o

o

The design and primary objective needs to be
considered and further discussed (ie: a noninferiority or superiority versus an active comparator,
is a placebo arm needed if non-inferiority is used,
etc).
Patients consenting to participate in a clinical trial are
not a random sample of the total patient population
that would warrant to obtain treatment. Therefore
compliance may be different in the study as
compared to outside a study. It would therefore be
advisable to try to design studies in such a way that
the ”absolute” (maximal) effectiveness under full
compliance can be determined and be related (and
extrapolated) to the effectiveness in less compliant
patients. This would help to extrapolate from the
studie(s) to the ”real world”.
The ‘real’ patient population might be impacted by

4) Comment unclear. The
guideline emphasises that
applicability can be different for
benefit and harms and should be
addressed per outcome

Comment acknowledged. These
aspects are indeed relevant for
assessing the individual trials
Accepted. Compliance is
addressed in the table in Annexe
1 in ‘monitoring practices or visit
frequency…..’

Accepted. The relevance to
address the local context is
emphasised in the last sentence
of the summary as well as

10
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local practices which might explain divergences in
the selection of patients with an impact on
effectiveness.

o

o

o

Reference is made to performing meta-analyses but
standards for this approach should be elaborated

The pros and cons of pursuing RCT’s versus
pragmatic trials could be expanded somewhat
relative to the discussion of applicability

The draft guidance focuses on the approach to an
individual trials RE but the real need may be how to
weight the various different assessments (ie: RCTs,
pragmatic trials, non-interventional trials, electronic
health record analyses, real world clinical experience
in the RE assessment).

recommendation 5

It is emphasised in the guideline
that the section included (Annexe
2) only focuses on assessors can
interpret analysis/models that are
already available. As assessors
in general do not perform a
meta-analysis themselves as
part of a rapid assessment,
standards of doing meta-analysis
is considered out of scope for
this guideline
This is considered out of the
scope of the guideline. In
addition it is emphasised that
there are no pragmatic trials.
There are trials that have a
pragmatic nature (can be RCTs)
Indeed the guidance focuses on
the approach to individual RCTs
as for a rapid assessment short
after market authorisation this
mostly is the evidence base
available. We agree that it
would be interesting to discuss
how to weight different types of
evidence but for this guideline it
is considered out of scope.
Hopefully subject will be taken
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forward in JA2.
However, it should also be
noted that evaluating the
applicability of the evidence is
not a cook-book exercise.
Depending on the topic
interpretation of the applicability
may vary. Regardless of the
topic it is very relevant that the
considerations are transparently
reported




5) To address the concerns on levels of evidence,
industry believes that the evidence included in a REA
should come from a broad range of sources, including
RCTs, pragmatic trials, and observational studies. The
draft guideline only seems to be referring to explanatory
and pragmatic trials. As the draft guideline rightly points
out, there are no pure pragmatic or explanatory trials, as
any trial includes elements of both kinds and can be
located between both extremes.

6) There are ways to ensure that the right evidence is
generated at the time of launch, by e.g.:
o Using modelling techniques to estimate
effectiveness from efficacy data at the time of
launch. This type of modelling can usefully

5) Indeed the guideline does not
categorise into RCTs, pragmatic
trials etc as we believe that trials
include elements of both
extremes (pragmatic or
explanatory). The role of
observational studies was
excluded from the scope. We
agree that it would be useful to
further develop the guideline in
the JA2 to include observational
studies

6) Whereas the use of these
modelling techniques is common
for pharmacoeconomic analysis,
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o

o

o



inform all components of applicability:
Population (e.g. baseline risk), Intervention &
Comparator (e.g. indirect comparisons),
Outcome (e.g. surrogate vs. final), and Setting
(e.g. patients management schemes across
countries). Given the importance and wide use of
these modelling techniques, we suggest to i)
include a presentation and discussion of these
techniques in this guideline, and to ii) crossreference to other guidelines where such models
are addressed (Indirect comparisons, surrogate
endpoints, etc.).
Generating effectiveness data prior to launch: An
IMI project is currently launching a reflection
process in this area (see ‘Incorporating real-life
clinical data into drug development’).
Ensuring an iterative dialogue between
authorities and manufacturers by e.g. conducting
scientific advice at various points during the drug
development based on specific questions related
to the development plan of a product, can help to
agree on realistic requests for evidence
generation. Where relevant, this could also be
coordinated with regulatory advice, to avoid any
unnecessary duplication.
Involving clinical experts in the review of
applicability of evidence.

7) This guideline is focused on the applicability of
evidence in the context of REA of pharmaceuticals and
therefore does not take into consideration the

it is not common to use them for
relative effectiveness
assessments (this resulted from
the literature review for this
guidelines as well as the WP5
background review). Therefore
these techniques are not
addressed in this guideline.

Thank you for bringing this
information forward, we are
aware of this project. EUnetHTA
members will be participating in
the project.
WP7 of Joint Action 2 is doing
pilots on early advice for all
health technologies,
collaboration with European
Medicines Agency is put in place
for pharmaceuticals.

Accepted; it is relevant to involve
clinical expertise in assessing
the applicability.
7) Comment acknowledged.
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specificities of vaccines. For instance for vaccines:
o For new antigens evidence of additional benefits are
often not seen until after large scale implementation.
For this reason definitive evidence could at times be
limited.
o For the rapid/early assessment access to population
data bases is needed and agreement on different
methodologies/models to evaluate vaccine benefits
(such as the WHO guide for standardization of
economic evaluations of immunization programmes),
especially as most of these benefits are delayed, so
not accessible to observation in the first years after
vaccine implementation.
o The relevance of the table on applicability of
evidence for vaccines is questioned. In general the
target usage of vaccines is at population level within
relevant age groups. The inherent variability within
the population is potentially considerable. However,
this variability impacts on the total benefit for the
population (in a universal vaccination programme)
which is unlikely to be of a similar magnitude.

Indeed the guideline does not
consider the specificities of
vaccines, nor was this the
intention to do so.

8) We would suggest that the draft guideline proposes
concrete actions to be taken forward in the framework of
EUnetHTA in order to address the problems outlined
above. For instance, the draft guideline notes in several
instances that currently, generalisability of trial data is
only sometimes considered, and that only relatively few
clinical trials are designed with applicability in mind.
There should be a joint discussion with regulators, HTA,
and industry on how to act on this point. As with any
area where judgements are required, it is advisable for
decisions on applicability of evidence to be open to

8) It is agreed that such a
discussion would be worthwhile.
It will be explored if such an
initiative could be put in place
during EUnetHTA JA2.
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consultation and wider input, including from those
organizations and companies who may have generated
the data in question.


9) A glossary of terms would be beneficial for the clarity
in the document.

9) A list with definitions is
presented in section 1.1

5

EFSPI/PSA HTA
Special Interest
Group

It is important to highlight that effect modification is only
relevant for the outcome of interest, which is usually the
relative comparison between the intervention and
comparator. For example, males may have a score that is
10 units higher than females, but if this is true for both
intervention and comparator then the comparative difference
between intervention and comparator is the same for males
and females (effect modification on the individual arm
outcome but not the comparative outcome).

Comment acknowledged. We
agree. The following section has
been added to the discussion:
The summary report should
mainly focus on the relative
comparison between the
intervention and comparator. For
example, males may have a
score that is 10 units higher than
females, but if this is true for both
interventions, then the
comparative difference between
intervention and comparator is
the same for males and females.

6

EFSPI/PSA HTA
Special Interest
Group

It would be helpful to include some guidance on whether and
how to adjust the observed treatment effect to reflect the
population of interest if effect modification is expected.

This is considered out of scope
for this guideline. We agree that
this would be helpful, however
the focus should in that case be
how assessors can assess
whether appropriate techniques
have been used for adjusting the
observed treatment effect.

7

EFSPI/PSA HTA
Special Interest

Consideration of applicability is clearly important, but the
element that seems to be missing it the fact that any potential

Not accepted. The
recommendation 2 and section
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Group

biases or methodological issues with a ‘pragmatic’ trial must
also be considered - if these elements are introduced such
trials could be less informative than an RCT with some
questions regarding applicability

2.1. clearly emphasise that
‘internal validity is a pre-requisite
of applicability

8

EMA

Cross link with references should be checked throughout the
text

Comment acknowledged. The
references have been checked.

9

EMA

It is stated that a useful instrument to test applicability is
meta-analysis. The justification for this statement should be
clarified. A meta-analysis of (non-pragmatic) would still be a
non-pragmatic meta-analysis. Equally, a meta-analysis of
pragmatic and non-pragmatic trials may estimate
heterogeneity but the more interesting trial would still be the
pragmatic ones. Why would one be interested in
heterogeneity if one has the pragmatic trial already? It is only
in the unlikely event of many pragmatic trials that one could
use a meta-analysis to better estimate the “applicable”
treatment effect.

The aim of exploring
heterogeneity through a metaanalysis is to seek for clues on 1)
factors influencing the size or,
more rarely, the direction of the
effect of interest; 2) the shape of
the effect model.
It is not within the scope of this
guideline to elaborate on the
quality standard of published
meta-analysis.

10

ISBD & MiEF

General

This response has been prepared jointly by the
International Society of Drug Bulletins (ISDB) and the
Medicines in Europe Forum (MiEF).
The ISDB and the MiEF welcome the opportunity to
respond to this public consultation and would like to highlight
particularly laudable elements of the several drafts.

1

- Prescrire Editorial Staff “ICH: an exclusive club of drug regulatory agencies and drug companies imposing its rules on the rest of the world” Prescrire International 2010; 19 (108)
: 183-186.
2
- ISDB “Declaration on the therapeutic advance in the use of medicines” Paris. November 2001: 12 pages. Accessible at: http://www.isdbweb.org/publications/view/isdbdeclaration-on-therapeutic-advance-in-the-use-of-medicines
3
Garattini S and Chalmers I “Patients and the public deserve big changes in evaluation of drugs” BMJ 2009; 338 : b1025.
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Good quality draft documents. We would like to
highlight the efforts made to produce the four draft
documents submitted for public consultation. We welcome
the explanatory statement on the methodology (box on page
2 of each draft document), the systematic documentation
search strategies, the critical views expressed, the
formulation of practical recommendations, the bibliography
presented as an annex, and the other explanatory annexes
where needed. However, we deplore that only documents in
English were considered, especially when it comes to
benchmarking among several national guidelines in Europe
(i.e. draft guideline “Criteria for the choice of the most
appropriate comparator(s)”).

Thank you for the comment.
Within the limited timeframe of
the Joint Action, it was not
feasible for all guidelines to
identify AND translate nonEnglish documents. In general,
the authors of the guideline do
not think they have missed
essential additional
documents/literature because of
this exclusion criteria.

We would recommend the European Medicines Agency
(EMA) and National Drug Regulatory Agencies to use their
methodological guidelines when reviewing marketing
authorisation applications. Moreover, we would strongly
recommend the International Conference on Harmonisation
(ICH) to note these EUnetHTA papers and their
recommendations to produce guidelines which would be
more patient-oriented 1.

General comment, no particular
answer needed.

New
pharmaceuticals:
therapeutic
advance
assessments are needed. We prefer to use the concept of
therapeutic advance instead of that of relative effectiveness.
According to the ISDB declaration,“a medicinal product can
be said to have added therapeutic value if sound clinical data
indicate that it can offer patients better efficacy, and/or better

Assessment of value is out of
scope in the current JA1; it is up
to the member state to determine
the ‘value’ of a specific
pharmaceutical in their national
context.
The assessment of added

4

- Naci H et coll. “Raising the bar for market authorisation of new drugs” BMJ 2012 ; 344:e4261 : 5 pages.
- Light D et Lexchin J “Pharmaceutical research and development: what do we get for all that money?” BMJ 2012 ; 344:e:4348 : 5 pages.
6
- Prescrire Editorial Staff "New drugs and new indications in 2011. France is better focused on patients' interests after the Mediator° scandal, but stagnation elsewhere"
Prescrire Int 2012; 21 (126): 106-110.
5
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safety, and/or simpler administration, than existing
alternatives” 2.
The current legal framework does not require medicinal
products to offer added therapeutic value to enter the
European market 3 4. All that is needed is a satisfactory
balance between efficacy and safety. As a result, many new
drugs are simply more or less equivalent to their
predecessors, if not a step back (alias “therapeutic
regression”) such as rofecoxib (Vioxx°), rosiglitazone
(Avandia°), etc. 5 6.
Yet it is essential for patients, health professionals and
health economists to know whether or not a new drug offers
added therapeutic value, so that they can make rational
choices among the available treatments. Therefore, ISDB
and the Medicines in Europe Forum encourage EUnetHTA
members to publish their assessment reports on new
medicinal products to provide the public with an
analysis of the added therapeutic value based on
available data (published as well as unpublished data).
In addition, publishing the final methodological
guidelines used and all drafts during the step-by-step
procedure within the elaboration process of new
guidelines would be of great value to academia, healthcare
professionals, patients and the public at large (NICE in the
UK and
IQWiG in Germany already make all drafts
preceding a final guideline publicly available).
11

ISBD & MiEF

General

When judging whether a new intervention is a therapeutic
advance, it is crucial to consider efficacy, safety, and
convenience. The continuous evaluation of older substances
is essential so that medicines which are no longer valuable

CLINICAL benefit might be
covered (if decided so by
EUnetHTA partners) in the JA2.
.

Pilot reports (rapid assessment
of relative effectiveness) to be
produced in WP5 Joint Action 2
will be publically available. In
addition, we would like to note
that most of the individual
member states publish their
national reports as well.
The 4th draft versions are
publically available and so will be
the final versions (5th version). In
addition, all comments provided
during the public consultation
including a response by the
authors on how they were
handled will be publically
available.

The current WP5 only focuses
on relative effectiveness
assessment (based on the
recommendations by the High

18

Compilation of comments on 4th draft of guideline on Applicability of Evidence in the Context of a Relative Effectiveness Assessment of Pharmaceuticals

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
due to better therapeutic alternatives can be eliminated, and
new or better ways of using already approved drugs can be
identified 7. A therapeutic advance should not be seen in
isolation: cost and quality must also be considered.

Efficacy - The efficacy of a new drug intervention should be
assessed first of all in terms of overall mortality where
relevant, morbidity, and last but not least quality of life as
assessed from the patients’ perspective. Therapies for
chronic conditions require long-term studies. Comparative
trials assessing the superiority of an intervention are required
when there is an adequately tested treatment. These
requirements are consistent with the latest version of the
Declaration of Helsinki (October 2008), which requires that
"The benefits, risks, burdens and effectiveness of a new
method should be tested against those of the best current
prophylactic, diagnostic, and therapeutic methods" (Section
C clause 32) 8.

Level Pharmaceutical Forum).
Considerations such as costs are
explicitly excluded from the
scope. The reason to first focus
on relative effectiveness is that it
is perceived that there is the
most common ground in this
area between the member
states. However, this does not
mean that the national
reimbursement decision does not
include other consideration (they
do).

Comment acknowledged. For
more details regarding clinical
outcomes please refer to the
guideline on ‘clinical endpoints’

7

- Prescrire Editorial Staff “Simplified examination of variations to the terms of purely national marketing authorisations? Yes, but first re-evaluate "old national marketing
authorisations"!” October 2011: 4 pages. Freely accessible on http://english.prescrire.org.
8
- "WORLD MEDICAL ASSOCIATION DECLARATION OF HELSINKI - Ethical Principles for Medical Research Involving Human Subjects"
http://www.wma.net/en/30publications/10policies/b3/17c.pdf : 5 pages.
9
- Prescrire Editorial Staff “Prescrire’s response to the public consultation on EMA/CHMP/QWP/180157/2011 "Draft - Guideline on Pharmaceutical Development of Medicines for
Paediatric Use": a pragmatic overview and 20 constructive proposals” Paris, 29 December 2011 : 20 pages. Freely available on english.prescrire.org.
10
- A review on methods for assessing the safety and quality of packagings is available in the EU Council report (ref. Council of Europe - Expert Group on Safe Medication
Practices "Creation of a better medication safety culture in Europe: Building up safe medication practices" 2006: 275 pages).

19

Compilation of comments on 4th draft of guideline on Applicability of Evidence in the Context of a Relative Effectiveness Assessment of Pharmaceuticals

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
Safety - Improved safety compared with existing options can
qualify a new intervention as a therapeutic advance provided
that short-, medium- and long-term pharmacovigilance data
are considered. All information on drug safety (including
pharmacovigilance data) should be made public from the
date of marketing. For a new drug intervention to be
accepted as a therapeutic advance on grounds of safety,
several years of active pharmacovigilance are necessary.
The following are required:
- well designed pharmacovigilance studies, such as casecontrol studies and large cohort studies, to provide a clear
picture of safety profiles, including interactions and safety in
at-risk groups (such as elderly people, children, pregnant
women and patients in renal failure);
- long-term, large, randomised controlled trials with overall
mortality as the main endpoint for assessing safety of
prophylactic interventions such as antihypertensives and
lipid-lowering drugs.
Convenience - Before marketing, studies should be
undertaken to show adequate ease of use, the quality of the
packaging (evidence indicates that well designed packaging
improves patient safety, while poorly designed packaging
generates medication errors 9), together with studies showing
that patients understand and can use the accompanying
information. If no such studies are performed before
marketing, HTA bodies could require the marketing
authorisation holders to perform them to make their
assessments possible 10. Such assessments are needed in
many countries for the purpose of reimbursement, and this
should be an incentive.

Comment acknowledged. For
more details regarding safety
assessment please refer to the
guideline on ‘safety’

Comment acknowledged. For
more details regarding endpoints
please refer to the guideline on
‘clinical endpoints’ and ‘health
related quality of life’
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12
13

ISBD & MiEF
LEEM

This document is clear and accurate.
We insist on the relevance and usefulness of these
documents and support efforts to move towards greater
methodological harmonization for HTA in the EU.

With 3 generals comments :
- The 4 guidelines concern more relative efficacy than
relative effectiveness
- They are very “open” with a large possibility of
interpretation by each country
And they are not always designed for orphan drug

14

LEEM

Overall comment: The guidelines could address other
sources of non-RCT data, e.g. post-marketing observational
studies at reassessment.

Thank you
It should be noted that the
guidelines currently developed
are the first step. Therefore they
may be considered rather basic
than very advanced. Further
improvement of the guidelines
will be pursued in the course of
Joint Action 2 WP7.

Correct (initial REA is close to
MA).
More specific recommendation
will be provided when possible.
Correct, even if general
principles apply.
Indeed the guidance focuses on
the approach to individual RCTs
as for a rapid assessment short
after market authorisation this
mostly is the evidence base
available. The role of
observational studies was
excluded from the scope. We
agree that it would be
recommendable that the
guideline would be further
developed to include
observational studies as well.
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15

Novartis

16

Novartis

Novartis very much appreciates the opportunity to comment
on the methodological guidelines developed by EUnetHTA.
These guidelines, if jointly agreed by all stakeholders, could
help streamline HTA across Europe.
We understand that there are preliminary plans for a
roundtable discussion to take place later this year to work
through the guidelines in detail and to facilitate the alignment
procedure. We support this idea, and would be happy to
have our internal experts join the discussions.
We support the principle of becoming more consistent and
data driven in the overall approach to relative effectiveness
(RE). However, even if this approach is utilized to discern
applicability, other factors need to be considered that impact
the applicability of RE, some which have agreed upon
guidelines and others which currently lack consensus. Areas
for additional emphasis include:
1. How to consistently arrive at an assessment of RE based
on factoring in overall benefit-risk as the stated RE definition
involves having a benefit which is greater than harm.

2. The design and primary objective needs to be considered
and further discussed (ie: a non-inferiority or superiority
versus an active comparator is a placebo arm needed if noninferiority is used, etc). This would definitely impact the
applicability to discern real world effectiveness
3. Patients consenting to participate in a clinical trial are not a
random sample of the total patient population that would
warrant obtaining treatment. Therefore compliance may be

WP5 welcomes the discussion
with stakeholders. An expert
meeting with EFPIA and other
stakeholders is organised in the
beginning of 2013. Discussion
with stakeholders will be pursued
in future in the framework of JA2.

Comment acknowledged.

1. The RE definition is a
limitation to consistently arrive at
an assessment of RE as the
definition refers to the extent to
which an intervention does more
good than harm

2. Comment acknowledged.
These aspects are indeed
relevant for assessing the
individual trials results

3. It is agreed that patient
compliance should be
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different in the study as compared to outside a study. It
would therefore be advisable to try to design studies in such
a way that the ”absolute” (maximal) effectiveness under full
compliance can be determined and be related (and
extrapolated) to the effectiveness in less compliant patients.
This would help to extrapolate from the studie(s) to the ”real
world”. The pragmatic trial as such is not enough.
4. Reference is made to performing meta-analyses but
standards for this approach should be elaborated on as the
literature is replete with examples of improperly conducted
meta-analyses

5. The pros and cons of pursuing RCT’s verse pragmatic
trials could be expanded somewhat relative to the discussion
of applicability

6. The guidance focuses on the approach to an individual
trials RE but the real need may be how to weight the various
different assessments (ie: RCT’s, pragmatic trials, noninterventional trials, EHR analyses, real world clinical
experience in the RE assessment

considered. Patient compliance
is referred to in annexe 1 as one
(monitoring practices or visit
frequency not used typically in
practice) of the relevant items
that should be considered.

4. Comment acknowledged. A
number of published metaanalyses do not reach a
minimum quality standard.
However, it is not the scope of
the current guidelines to address
this issue.
5. A “clear” distinction between
RTCs and pragmatic trials is not
so obvious. The difference
between explanatory and
pragmatic approach is a
continuum rather than a
dichotomy between trials and
every trial can be positioned
somewhere between the
extremes and has its pragmatic
and explanatory elements. This
is discussed in section 2.1
6. Indeed the guidance focuses
on the approach to individual
RCTs as for a rapid assessment
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17

Osteba

The document seems quite repetitive while reading. There
are several sentences repeated word by word even three or
four times along the text.

18

Pfizer

The paper summarises the position clearly. There are many
practical limits to the kinds of data that are available for
evaluation, and pragmatic approaches to evaluation are
required. A key aim should be to support efforts to make

shortly after market authorisation
this mostly is the evidence base
available. We agree that it would
be interesting to discuss how to
weight different types of
evidence but for this guideline it
is considered out of scope. The
authors hope that this subject will
be taken forward in JA2.
However, it should also be noted
that evaluating the applicability of
the evidence is not a cook-book
exercise. Depending on the topic
interpretation of the applicability
may vary. Regardless of the
topic it is very relevant that the
considerations are transparently
reported
Comment acknowledged. This is
due to the format of the guideline
which includes
recommendations, summary and
a discussion. Naturally these
three have overlaps. Still we feel
that this is the best way of
presenting the results as the
recommendations, summary and
discussion should also be
readable in itself.
Comment acknowledged.. The
pilot assessments in WP5 JA2
will include consultation of the
draft assessment by the
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19

Swedish Council
on HTA (SBU)

valid comparisons between the available data and to avoid
REA approaches which dismiss evaluations based on
anything other than exactly applicable evidence. As with any
area where judgements are required, it is advisable for
decisions on applicability of evidence to be open to
consultation and wider input, including from those
organizations and companies who may have generated the
data in question.

marketing authorisation holder.

Our comment concerns the lack of cost effectiveness as
primary outcome.
From our point of view Relative effectiveness assessment
must consider cost effectiveness when comparing different
alternatives. This hasn’t been addressed in any of the
documents. We would like cost effectiveness ratios to be
included among the primary endpoints.

Cost-effectiveness was explicitly
excluded from the remit of WP5
based on the recommendation of
the High Level Pharmaceuticals
Forum: ‘The High Level
Pharmaceutical Forum
acknowledges the distinction
between the scientific
assessment of the relative
effectiveness of medicinal
products and health-economic
assessments of their costs and
benefits’
Therefore cost-effectiveness has
not been included as an outcome
in the WP5 guidelines.
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20

EuropaBio

21

Osteba

22

EFPIA

Page 5

Page 5, line 4
Summary

p.5, l.4-6

As with the guideline on internal validity, it is important that
the discussion notes the challenges of working with
traditional phase III RCTs as the basis for determining
relative effectiveness. The internal validity guideline is
focused on controlling bias, whereas this guideline discusses
the ideal / preference for more pragmatic trials, while
acknowledging the challenges associated with lack of such
data in many cases. These two perspectives might be better
acknowledged in each of these two guidelines. Currently they
stand alone somewhat.
A further key point, acknowledged in the document, is the
constraints on time and resources to fully explore some of the
variables identified. In this respect, the REA itself must be
somewhat “pragmatic”.

The guideline acknowledges
(recommendation 2) the fact that prior to
assessing the applicability, causality
between treatment and outcome should
be established (internal validity is a prerequisite of applicability).

Further, it might be useful to acknowledge that the actual
detail of applicability consideration must be a country (or
regional) consideration – the very nature of applicability
considerations means that it cannot be determined on a panEuropean scale (for example). However, the approach to
applicability can and should be harmonised, and presumably
this what is intended via this guideline.

It may be that some aspects of
applicability are context specific. This is
also acknowledged as part of
recommendation 5: It should always be
considered and addressed whether a
specific element that is relevant for the
applicability can be assessed in general
or whether this should be done in the
local (national) context.
However, there are elements that are
less context specific.
Accepted; the change has been made

generalizability  generalisability (for consistency with the
rest of the text)
The reference to published studies might limit the evidence
base, which continues being complemented along the life-

We agree that assessing applicability is
to inform REA and not to overwhelm it.
However we do not think that filling in
table 3 is that labour intense. This will be
further tested in the WP5 JA2 pilots on
pharmaceuticals.

Accepted. The suggested change has
been made throughout the document.
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cycle of products. We would therefore suggest referring to
‘clinical studies’ rather than ‘published studies’.
23

EFPIA

24

Pfizer

25

EFPIA

Summary

p.5, l. 13-15

26

HTAi Patient and
Citizen
Involvement
Interest Sub
Group

Summary,
also in
recommend
ation 5

Page 5, line 30:
Step 1

27

HTAi Patient and
Citizen
Involvement
Interest Sub
Group
HTAi Patient and
Citizen

28

Summary

p. 5, l. 7

Suggest to insert "or study" after "(RCT)" since internal
validity also applies to studies beyond RCT.

P5 lines 8 and 9

Delete “Bias is defined as the systematic distortion of the
estimated intervention effect away from the “truth”
We agree that pragmatic trial, where available, should be
considered. However the evidentiary requirement needs to
be appropriate and not too burdensome. Furthermore and as
stated in the draft guideline, pragmatic trials may be affected
by local clinical practice resulting in limited transferability and
generalisability to other (local) settings” (page 11 & 26-28).
More discussion is therefore needed on the generation of
evidence through pragmatic trials. The IMI project referred to
above is concerned with this aspect.
Say: DEFINE THE TARGET POPULATION and then
determine the most important factors’’’

It is confusing that these steps are based on PICOS, clearly
stated in line 28, but yet the Steps cannot be related back to
PICOS They actually follow a carefully thought through
‘process’
Page 5, line 35:
Step 3

Would be good to clearly relate the limitations back to the
patient population, that is ‘the issue, why it is a limitation’

Not accepted. The suggested change has
not been made as in this case we refer to
the internal validity of RCTs in specific
WHAT?
Not accepted. The statement is
considered useful and will be kept.
It is agreed that further discussion on the
generation of evidence through trials with
a pragmatic approach is useful.
EUnetHTA members will be participating
in the IMI project, and look forward to the
discussions and further development of
methods.

The sentence has been reworded as
follows: In order to address the
applicability in an assessment report a 4step process is recommended, after
carefully defining the target population.
In addition a sentence has been added to
recommendation 5.
The concept developed by Atkins et al is
based on PICOS as the elements Patient,
Intervention, Comparator, Outcome,
Setting that should be considered when
systematically assessing the applicability.
Indeed the target population is the
starting point, but the limitations can also
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Involvement
Interest Sub
Group
29

EFPIA

Summary

p.5, l.39-41

It is unclear to whom the recommendation “(…) a summary
table of the applicability of evidence based on the PICOS
framework should at least be presented in each REA (…)” is
addressed since the draft guideline also acknowledges that
the agencies surveyed generally do not refer to or
recommend a specific instrument to be used to assess the
applicability of a trial (on p. 12, l. 34-35).

30

EMA

Summary

Pag 5 line 41

Suggested to add the following sentence: Certain
circumstances may require additional considerations such as
rare diseases because of special considerations regarding
data generation and analysis.

31

Osteba

Page 5, line 47-48

Replace the word "the" by “PICOS”. Suggested rewording:

relate to the intervention, comparative
treatment, outcomes or setting. Further
guidance on how to present the results is
provided in Table 1.
The recommendation is part of a WP5
EUnetHTA guideline. Therefore, the
recommendation is applicable to pilot
reports that will be produced by WP5. It is
up to the members states themselves to
decide whether they implement the
recommendation in their national setting.
Comment acknowledged. The following
sentence has been added to the
discussion and the recommendations
(recommendation 6):
It should be noted that evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
vary. For example, for a rare disease
other considerations and requirements
may be relevant compared to a non-rare
disease. Regardless of the topic it is very
relevant that the considerations are
transparently reported.
The following sentence has been added
to the summary: Evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
vary.
Accepted. The word has been added.
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Recommen
dations

p.6,
recommendation
5

“… a summary table of the applicability of the evidence
based on PICOS framework should always be presented.
Further clarification is needed as to what is considered as
“ideal evidence”.

32

EFPIA

33

Pfizer

P6 line 3
Recommendation
5 step 3

Add “consult with external groups and experts on judgments
being made that have significant impact on the REA”.

34

EuropaBio

Page 7

The table adapted from Atkins is useful, but it should be
acknowledged that the activities described under reach of the
PICOS domains may in fact be extensive and resource
intensive, and that a more pragmatic approach to limit those
activities should be possible.
This implies that activities related to applicability should be

For clarification please refer to the
definition of relative effectiveness:
Evidence that shows the extent to which
an intervention does more good than
harm compared to one or more
intervention alternatives for achieving the
desired results when provided under the
usual circumstances of health care
practice
The suggested changed has not been
made. The authors agree that clinical
expertise is relevant to assessing the
applicability. This is also referred to on
page 12 of the guideline: Apart from
statistical methods to determine the
applicability, determinants of the
applicability of an RCT requires clinical
rather than statistical expertise, and often
depends on a detailed understanding of
the particular clinical condition under
study and its management in routine
clinical practice’. However the guidelines
are about the content and not about the
process on which stakeholders should be
involved.
We agree that assessing applicability is
to inform REA and not to overwhelm it.
However we do not think that filling in
table 3 is that labour intense. This will be
further tested in the WP5 JA2 pilots of
Strand A.
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35

EMA

36

Osteba

37

HTAi Patient and
Citizen
Involvement
Interest Sub
Group

38

HTAi Patient and
Citizen
Involvement
Interest Sub
Group

Recommen
dations

Table 3

Pag 7
recommendation
1

Page 7, 1st table,
last point
Pages 7 and 14:
Outcomes

Pages 7 and 14:
Setting

designed to inform the REA, not overwhelm it.
Suggested to add at the end of the paragraph the following
sentence: Rare diseases may be associated with special
considerations which may need a different approach.

Grammatical mistake. consider  considered
Also add ‘and the use of patient-reported outcomes as well
as clinician reported outcomes to address other relevant
factors for the target population’

Add ‘model of care’

Comment acknowledged. The following
sentence has been added to the
discussion and the recommendations
(recommendation 6):
It should be noted that evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
vary. For example, for a rare disease
other considerations and requirements
may be relevant compared to a non-rare
disease. Regardless of the topic it is very
relevant that the considerations are
transparently reported.
The following sentence has been added
to the summary: Evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
Accepted; this has been corrected.
Not accepted. The suggested change has
not been made as both patient-reported
and clinician reported outcomes make
part of clinical benefits and harms. For
details see guideline on clinical
endpoints.
Not accepted. The suggested change has
not been made as this is already reflected
in ‘the settings in which the intervention
will he typically used’
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39

40

EMA

Recommen
dations

Pag 8
recommendation
5

Suggested to add the point f) with the following text: Rare
disease may require special considerations regarding
applicability due to the small size of the populations and
difficulties in generating data for assessment.

HTAi Patient and
Citizen
Involvement
Interest Sub
Group

Introduction
; also
recommend
ation1, 2nd
line

Page 8, line 4:
definition of
applicability

This would better read: …expected result when THE
EVIDENCE FOR a specific intervention is applied…
[To say that an” intervention is applied to a population” is not
inclusive of the principles of person centred care, partnership
in care and shared, informed decision making.

EFPIA

1.1

p.8, l. 5-6

The term ”population of interest” needs to be defined.

Comment acknowledged. The following
sentence has been added to the
discussion and the recommendations
(recommendation 6):
It should be noted that evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
vary. For example, for a rare disease
other considerations and requirements
may be relevant compared to a non-rare
disease. Regardless of the topic it is very
relevant that the considerations are
transparently reported.
The following sentence has been added
to the summary: Evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
‘published studies’ has been changed
into ‘clinical studies’

The population of interest refers to the
patient population that is being assessed
in the relative effectiveness assessment.
The following sentence has been added
to the summary and page 10: In case of a
relative effectiveness assessment (REA),
the population of interest refers to the
patient population that is being assessed
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41
42

as part of the REA.
See answer to comment 40.
Not accepted. This definition is adopted
from the High Level Pharmaceuticals
Forum, hence it is not appropriate to
change the wording

1.1
1.1

Page 8, line 5-6
Page 8, line 8:
definition of
relative
effectiveness

The term ”population of interest” needs to be defined.
Would read better as: …achieving the desired results IN
HEALTH CARE when provided…
As it is now one can read it as the ‘harms’ are also desired.

43

Novartis
HTAi Patient and
Citizen
Involvement
Interest Sub
Group
EFPIA

1.1

p.8, l. 19

Replace "standard care" with "standard of care"

44

EFPIA

1.2

p.8, l. l. 29

Reduction in bias pertains to design and conduct features to
achieve internal validity but not what internal validity means.

45

HTAi Patient and
Citizen
Involvement
Interest Sub
Group

1.2 Context

Page 8, Problem
statement line 31

Would add: ….result must be applicable to a definable group
of patients in a particular clinical setting FOR WHICH THE
HTA ASSESSMENT IS REQUIRED…
This then brings the problem into context.
We are not just talking about treatment setting but also
models of care within those settings; and this guideline is
specifically for HTA assessment.

46

Novartis

1.3
Scope/Obje
ctives

Page 9, line 3-4

This line mentions clinical studies but in line 6 “relative
effectiveness”. In the guideline on comparators it is
mentioned that clinical trials would lead to relative efficacy.
There is a risk that some HTA bodies may want to exclude
observational studies from the relevant evidence that is
submitted.

From the authors point of view the term
clinical study can refer to
experimental/controlled studies, but also
observational studies or case series.

47

EMA

1.2

Pag 9 line 34
Pag 12 line 44

Suggested to add: Rare diseases may offer special
considerations regarding the applicability of the data
available for assessment.

Comment acknowledged.. The following
sentence has been added to the
discussion and the recommendations
(recommendation 6):
It should be noted that evaluating the
applicability of the evidence is not a pre-

Accepted. The suggested change has
been made
Accepted. We have deleted the sentence
in brackets: (i.e., design and conduct
must reduce the possibility of bias)
Accepted. The suggested change has
been made
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48

Osteba

49

EFPIA

50

EMA

Page 10, line 7

Misprint: fulfil fulfill

2.1

p.10, l. 10-12

The challenges to the approach recommended on the
question of applicability of existing (published) evidence to
the population of interest (as referenced to David Atkins et al)
also need to be captured.

2.1

Pag 10 line 4

Suggested to add the following sentence at the end of the
paragraph: To indicate that rare diseases may require special
considerations due to the difficulties in generating evaluable
data.

defined formula. Depending on the topic
interpretation of the applicability may
vary. For example, for a rare disease
other considerations and requirements
may be relevant compared to a non-rare
disease. Regardless of the topic it is very
relevant that the considerations are
transparently reported.
The following sentence has been added
to the summary: Evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
Vary.
Fulfil is British English, fulfill is American
English. The guideline is written in British
English.
Comment unclear.

Comment acknowledged. The following
sentence has been added to the
discussion and the recommendations
(recommendation 6):
It should be noted that evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
vary. For example, for a rare disease
other considerations and requirements
may be relevant compared to a non-rare
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51

Novartis

2.1 / Box 1

Page 10, line 2542

We suggest clarifying if the population treated in the clinical
setting referred to here also includes treatment off label.

52

EFPIA

Box 1.

p.10, l. 25-42

Suggest making it clear if the population treated in the clinical
setting referred to also include treatment off label.

53

Osteba

54

Osteba

Page 10, line 3940
Page 10, line 53

Grammatical mistake. which it defines as  which is defined
as
establishes  establishing (for consistency with ‘aims at’)

55

Osteba

Page 11, line 1

Misprint: an  a (In the context of a HTA researchers)

56

EuropaBio

Page 11, line 3334

57

EuropaBio

Page 11, line 4647

58

EFPIA

Agree that defining the target population is important as a
first step. Failure to do so may result in considerable wasted
resources not relevant to the actual HTA decision.
An important point is made here, that understanding of the
clinical setting and context is very important. This perhaps
should be given some prominence in the actual
recommendations.
It should be noted that to explore the variation of treatment
effects across sub-populations, interaction analyses are very

2.1.1

p.11 Section 2.2.1

disease. Regardless of the topic it is very
relevant that the considerations are
transparently reported.
The following sentence has been added
to the summary: Evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
vary.
Not accepted. This is considered out of
scope for this guideline. In the Model for
Rapid REA of pharmaceuticals it is
mentioned that ‘Assessments should
usually not evaluate and thus support
decisions about off-label use’.
See answer to comment 51.

Accepted. The suggested change has
been made
Accepted. The suggested change has
been made
Accepted. The suggested change has
been made
Comment acknowledged.

Comment acknowledged. The issue is
considered to be addressed well.

Access to individual data is a must for
both seeking for modulators of treatment
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likely to be more appropriate than subgroup analyses (formal
estimation of the difference in treatment effect between
subgroups, possibility to compare subgroups between
treatments and treatments between subgroups). While metaanalyses can be performed using aggregated data, subgroup
analyses do require individual-patient data. Here, the
potential role of the manufacturer may be of significant value.

effects and (almost the same) effect
model estimate. The point is mentioned is
the new version of the guideline.

‘… to determine applicability, determinants of the applicability
of…’ sound repetitive. Suggested rewording: Apart from
statistical methods to assess the applicability, determinants
of applicability of an RCT…
The point that separate issues may apply when considering
benefits or harms is an important one, and implies different
types and sources of data may be relevant to each. The
example is a good one and the issue (perhaps with the
example) could be brought forward to the Summary and
Recommendations.
Attention should be given to the fact that the use of the PICO
framework to every potential subgroup of patients might lead
to a multiplicity of comparators which will make it difficult to
derive statistically significant results. Evidentiary
requirements should be proportionate in order not to impede
development programmes.

Accepted. The suggested change has
been made

59

Osteba

Page 12, line 2

60

EuropaBio

Page 13, line 1-8

61

EFPIA

62

Novartis

Page 13, table 3,
comparators

If PICO is used for every potential subpopulation it ends up
with a situation that many different comparators may be
requested depending on age, gender, co morbidities etc. This
may make it impossible to provide the respective data.

63

Osteba

Page 14, line 7

Full stop missing at the end of the sentence.

Table 3

p.13, table 3

Comment acknowledged. It is a relevant
issue as expressed in recommendation 5.
However, we do no think it has to be
addressed separately in the summary
and elaborating on an example fits best in
section 2.2.2.
Comment acknowledged. We agree that
evidence should be interpreted as
appropriate. In general, for a rapid
assessment a clear target population is
defined. Hence the applicability
assessment will focus and limit it’s scope
to this target population.
Comment acknowledged.. We agree that
evidence should be interpreted as
appropriate. In general, for a rapid
assessment a clear target population is
defined. Hence the applicability
assessment will focus and limit it’s scope
to this target population.
Accepted, the suggested change has
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64

RC CEE&PH

14/9; 15/last line

65

Osteba

Page 14, line 11

66

Osteba

67

EMA

3

Page 15, 1st
paragraph, 2nd
line
Pag 15 line 10
Pag 16 line 32

68

EFPIA

3

p.16, l. 6-8

[The term “effect size of effect modification’ is rather unclear,
we suggest to use the term ‘size of effect modification”]
Extra full stop.
Misprint. transposibility  transposability.

Suggested to add the following sentence: “In the case of rare
diseases this approach may need to be reconsidered due to
the challenge posed by the applicability of the small datasets
submitted for assessment.“ In general, special consideration
should be given to these issues when establishing the
applicability of the results. The Orphan Medicinal Designation
process and the Summary Report endorsed by the COMP
may offer further information regarding these concerns.

The implication needs to be carefully considered, in order not
to lead to additional evidentiary requests in the context of a
European REA.

been made
Accepted, the suggested change has
been made
Accepted, the suggested change has
been made
Accepted, the suggested change has
been made
Comment acknowledged. The following
sentence has been added to the
discussion and the recommendations
(recommendation 6):
It should be noted that evaluating the
applicability of the evidence is not a cookbook exercise. Depending on the topic
interpretation of the applicability may
vary. For example, for a rare disease
other considerations and requirements
may be relevant compared to a non-rare
disease. Regardless of the topic it is very
relevant that the considerations are
transparently reported.
The following sentence has been added
to the summary: Evaluating the
applicability of the evidence is not a cookbook exercise. Depending on the topic
interpretation of the applicability may
vary.
Comment acknowledged. We understand
the concern however, it may be
necessary for a member state to consider
specific elements that may not be
relevant for another member state.
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69

EuropaBio

Page 20-22

70

Osteba

71

Osteba

72

Osteba

73

Osteba

74

Osteba

75

EFPIA

Annex 2

Page 20, 2nd row,
3rd column
Page 20, 4th row,
3rd column
Page 20, 5th row,
last column
Page 21, 4th row,
3rd column
Page 21, 7th row,
3rd column
p.23-25, Annex 2

76

EFPIA

Annex 2

p.23, ‘effect
model’

The examples extracted from Atkins are excellent and
deserve prominence. Perhaps should be referred to explicitly
in the Summary and Recommendations.
’…13 the trial…’ What does this ‘13’ mean?

We agree, however the summary and
recommendation 5 already refer to the
table.
13 has been deleted

Warning from the word processor: Not defined marker.

Footnote has been restored

Warning from the word processor: Not defined marker.

Footnote has been restored

Warning from the word processor: Not defined marker.

Footnote has been restored

‘… dose study20 …’ What does this ‘20’ mean?

20 has been deleted

The annex provides some additional valuable information but
may be better structured.

Comment acknowledged. No change has
been made as the authors feel that the
Annexes are now structured in order of
relevance for doing the rapid assessment
(to accommodate assessors)
Indeed techniques and outcomes are not
the same when effect model estimate is
performed from aggregated or,
preferably, from individual data. The
following section has been added:
Techniques and outcomes are not the
same when effect model estimate is
obtained from aggregated or from
individual data. In the latter case, pooling
data from all the trials is even better than
working on a single data set. It allows
more precise estimates and more
relevant model validation. As a third
option, the effect model can be obtained
from simulation with a mathematical

We suggest differentiating effect models within a study, from
effect models across studies. For example, figures 1 and 2
refer to multiple studies whereas Figure 3 refers to patients
within one study.
For within-study models, please clarify whether an effect
model analysis differ from the pre-specified statistical
analysis of the trial in terms of statistical significance and size
of the effect?
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77

RC CEE&PH

23/Paragraph 5

[It is not clear what are Rt and Rc in case of individual patient
data. Some explanation is needed.]

78

RC CEE&PH

23/last line

Figures 2 / Figure 2

79

EFPIA

p.25, ‘multivariate
modelling’ &
annex

The annexe mentions that “alternatively, if meta-analysis
based on individual-patient data is generally more powerful in
terms of statistical unit, it rarely allows completeness and is
often limited by inadequate reporting”. This sentence does
not seem fully accurate as, by definition, individual-patient
data are the most complete source of information (includes

Annex 2

model of the disease and drug
interactions with the body. This allows to
taking into account patient descriptors
that are potential treatment effect
modulators that have not been measured
in clinical trials.
Although statistical tools are the same as
for multivariate statistical analysis of data,
in effect model estimate they are not
used with the same approach (adapted
analytical strategy).
With individual patient data, Rt and Rc
are probabilities (predictions) of outcome
rather than frequencies (observed). They
are obtained with appropriate statistical
modelling or mathematical modelling of
both the disease and the drug-body
interactions. The following sentence has
been added: When the effect model is
estimated from individual data (from a
single trials or pooled from all trials), the
Rc and Rt are obtained as prediction with
appropriate statistical techniques rather
than as frequency when aggregated data
from all trials are used.
Accepted, the suggested change has
been made
Comment acknowledged. The text will be
corrected. Actually, the problem is not
inaccurate reporting but that the collected
data are not relevant. Often, if not always,
collected data cannot explain all the
variance (to use the analogy with
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typically helpful for Full Assessment of REA.
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81
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83
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84
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85
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86
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87

Osteba

Page 25, 1st
paragraph on
multivariate
modeling, 7th line
Page 27,
paragraph on
results of
research, 1st line
Page 28, 4th
column, 2nd
paragraph
Page 28, 5th
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paragraph
Page 28, 5th
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paragraph
Page 28, 5th
column, last
paragraph
Page 28, last
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paragraph D
Page 30, 5th
column, 2nd
paragraph

ANOVA) because an inadequate
selection of variable to document during
the trial. This issue could be addressed
by prior modelling of the disease and the
treatment effect.

Misprint. scenarii  scenario

Accepted, the suggested change has
been made

Misprint. Methodoly  Methodology

Accepted, the suggested change has
been made

The word ‘generalizability’ should go in bold. Besides, for
consistency with the rest of the text ‘generalisability’ should
be used.
Misprint. eligability  eligibility

Accepted, the suggested change has
been made

Misprint. amd  and.

Accepted, the suggested change has
been made

Misprint. ypes  types.

Accepted, the suggested change has
been made

Misprint. Representativenes  Representativeness.

Accepted, the suggested change has
been made

Misprint. repsponse  response.

Accepted, the suggested change has
been made

Accepted, the suggested change has
been made
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th

Page 30, 5
column, 3rd
paragraph

Misprint. teatment  treatment.

Accepted, the suggested change has
been made
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The primary objective of EUnetHTA JA1 WP5 methodology guidelines is to focus on
methodological challenges that are encountered by HTA assessors while performing a rapid
relative effectiveness assessment of pharmaceuticals.
The guideline “Levels of evidence: applicability of evidence in the context of a relative effectiveness
assessment of pharmaceuticals” has been elaborated by experts from CVZ, reviewed and
validated by HAS and by all members of WP5 of the EUnetHTA network; the whole process was
coordinated by HAS. As such the guideline represents a consolidated view of non-binding
recommendations of EUnetHTA network members and in no case an official opinion of the
participating institutions or individuals.
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Summary and recommendations
Summary
Applicability, also known as external validity/ generalisability/ or transposability, is the extent to
which the effects observed in clinical studies are likely to reflect the expected results when a
specific intervention is applied to the population of interest. In case of a relative effectiveness
assessment (REA), the population of interest refers to the patient population that is being assessed
as part of the REA. Internal validity is the extent to which the design, conduct, analysis and
reporting of a randomised controlled trial (RCT) eliminate the possibility of bias. Bias is defined as
the systematic distortion of the estimated intervention effect away from the "truth". ‘Internal validity’
is discussed in more detail in the EUnetHTA guideline on internal validity. The aim of this guideline
on applicability is to assess whether there is a relevant effect modification when a specific
intervention is applied to the population of interest.
To assess the relative effectiveness of interventions, trials with a pragmatic approach which have
more ‘noise of practice’, are more suitable than trials with an explanatory approach that are
conducted within a strict trials setting. No trial is completely pragmatic or explanatory, rather every
trial can be positioned somewhere between the extremes and has its pragmatic and explanatory
elements. In practice, especially at the time of a rapid assessment, trials with a pragmatic
approach may not be available. In this instance it is even more important to consider the
applicability of the data that are available. A useful instrument to test the applicability is through
statistical modelling with, for example, meta-analysis. However, even this type of evidence may not
be commonly available, especially in case of a rapid assessment. Moreover, time and resources to
do such analysis as part of the assessment may be scarce.
Regardless of the availability of trials with a pragmatic approach or meta-analysis that address
applicability, the assessor of a relative effectiveness assessment should always indicate the
likeliness that the available evidence is applicable to the decision problems. In order to address the
applicability in an assessment report a 4-step process is recommended, after carefully defining the
target population. This process was developed by Atkins et al. (2011) and it is based on Patient,
Intervention, Comparator, Outcome, Setting (PICOS):
Step 1. Determine the most important factors that may affect applicability (the table in Annexe 1
can be helpful);
Step 2. Systematically abstract and report key characteristics that may affect applicability in
evidence tables (highlight studies with a pragmatic approach and data on size of effect
modification);
Step 3. Make and report judgements about major limitations to applicability of individual studies;
Step 4. Consider and summarize the applicability of a body of evidence (use format of table 3 in
section 2.2.2).
Due to the limited timeframe of a Rapid assessment (e.g. 90 days) the 4-steps process may be
considered too labour intensive. However, a summary table of the applicability of the evidence
based on the PICOS framework should at least be presented in each relative effectiveness
assessment in order to envisage potential applicability problems.
In conclusion, to assess applicability of clinical data for the population of interest, this guideline
recommends usage of data from trials with a pragmatic approach. If available, statistical analysis
that addresses effect modification of results to a specific/general patient population/setting should
be included in the assessment. In addition, to address the applicability of the evidence in each
relative effectiveness assessment systematically and in a transparent manner a summary table of
the applicability of the evidence based on the PICOS framework should always be presented.
Preferably this should be based on the 4-step process that is proposed by Atkins et al. (2011).
Evaluating the applicability of the evidence can not be based on a pre-defined formula. Depending
on the topic interpretation of the applicability may vary. Finally, it should always be considered
EUnetHTA – European network for Health Technology Assessment
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whether the relevant elements of applicability are context dependent, and as such should be
considered in a local context, or can be addressed in general.
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Recommendations

Recommendation 1
Applicability is defined as the extent to which the effects observed in clinical studies are
likely to reflect the expected results when a specific intervention is applied to the
population of interest. Applicability should be considered in each assessment of relative
effectiveness of pharmaceuticals. The aim of assessing applicability is to consider
whether a relevant effect modification is likely in the population of interest as compared
to the results in the clinical studies.
(section 2.1)
Recommendation 2
Prior to assessing the applicability, causality between treatment and outcome should be
established (internal validity is a pre-requisite of applicability).
(section 2.1)
Recommendation 3
To assess the relative effectiveness of interventions, trials with a pragmatic approach
are more suitable than trials with an explanatory approach as the results are more likely
to occur in clinical practice. If available, data from trials with a pragmatic approach
should always be included in the assessment (if the trial has been performed in the
population of interest).
(section 2.1)
Recommendation 4
If available, analysis that addresses effect modification of results to a specific/general
patient population/setting (e.g. effect model, meta-analysis) should be included in the
assessment.
(section 2.2.1)
Recommendation 5
Assessors should describe differences between available evidence and the ideal
evidence to address the question being asked. They should offer a qualitative
judgement about the importance and potential effect of those differences.
a) First, the authors should carefully identify and describe the target population
b) It should be noted that the size of the effect modifications (the numerical value of the
effect) can only be addressed by statistical methods.
c) The most applicable evidence may differ when considering benefits or harms since
these often depend on distinct physiological processes. Therefore applicability should
be judged separately for different outcomes.
d) To address the applicability in a report the 4-step process developed by Atkins et al
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(2011) is recommended:
Step 1. Determine the most important factors that may affect applicability (the table
in Annexe 1 can be helpful)
Step 2. Systematically abstract and report key characteristics that may affect
applicability in evidence tables (highlight studies with a pragmatic approach
and data on effect size of effect modification).
Step 3. Make and report judgements about major limitations to applicability of
individual studies.
Step 4. Consider and summarize the applicability of a body of evidence (use format
of table below)
For details we refer to the guideline by Atkins et al (2011)
e) For a rapid assessment (limited timeframe) the 4-step process described above may
not be feasible. In any case, it is recommended to at least fill in the summary table
which will help envisage potential applicability issues.
f) The following aspects are important to include in the description:
o It is likely that not all data are available to complete the table. In case of
missing data this should be described as well.
o The section on outcomes should include a comment regarding which
effect measure is less likely to be subject to effect modification (e.g.
which effect measure is more/less likely to be different in the population
of interest in a particular setting than in the available trials).
o It should always be considered and addressed whether a specific
element that is relevant for the applicability can be assessed in general
or whether this should be done in the local (national) context.
(section 2.2.2)

Recommendation 6
It should be noted that evaluating the applicability of the evidence is not a pre-defined
formula. Depending on the topic interpretation of the applicability may vary. For
example, for a rare disease other considerations and requirements may be relevant
compared to a non-rare disease. Regardless of the topic it is very relevant that the
considerations are transparently reported in the assessment report.

Table 1. Elements to be included in a summary table characterising the applicability of a
body of studies
Domain
Population

Description of applicability of evidence
[Describe general characteristics of enrolled populations, how this might
differ from target population, and effects on baseline risk for benefits or
harms. Where possible, describe the proportion with characteristics
potentially affecting applicability (e.g. % over age 65) rather than the range
or average.]

Intervention

[Describe general characteristics and range of interventions and how they
compare to those in routine use and how this might affect benefits or
harms from the intervention.]

Comparators

[Describe comparators used. Describe whether they reflect best alternative
treatment and how this may influence treatment effect size.]

Outcomes

[Describe what outcomes are most frequently reported and over what time
period. Describe whether the measured outcomes and timing reflect the
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most important clinical benefits and harms.]

Setting

[Describe geographic and clinical setting of studies. Describe whether or
not they reflect the settings in which the intervention will be typically used
and how this may influence the assessment of intervention effect.]

Source: Atkins et al. 2011
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1. Introduction
1.1. Definitions












Applicability: The extent to which the effects observed in clinical studies are likely to
reflect the expected results when a specific intervention is applied to the population of
interest. The aim of assessing applicability is to assess whether a relevant effect
modification is likely in the population of interest.
Relative effectiveness: can be defined as the extent to which an intervention does more
good than harm compared to one or more intervention alternatives for achieving the desired
results when provided under the usual circumstances of health care practice
(Pharmaceutical Forum 2008).
Health technology assessment: The systematic evaluation of properties, effects, and/or
impacts of health care technology. It may address the direct, intended consequences of
technologies as well as their indirect, unintended consequences. Its main purpose is to
inform technology-related policymaking in health care. Health technology assessment is
conducted by interdisciplinary groups using explicit analytical frameworks drawing from a
variety of methods (INAHTA).
(Single) Rapid assessment of relative effectiveness of pharmaceuticals: defined as
rapid assessment of a new technology at the time of introduction to the market and
comparing the new technology to standard of care. This will be referred to hereafter as the
rapid Assessment;
Full assessment of relative effectiveness of pharmaceuticals: defined as full
assessment (non-rapid) of (all) available technolog(y)(ies) for a particular step in a
treatment pathway for a specific condition. This will be referred to hereafter as the full
Assessment.
Effect modification: when characteristics of the patient, intervention, or setting modify the
relative effect of the intervention on the main outcome (Atkins et al. 2011)

1.2. Context
Problem statement
Clinical studies must be internally valid. But to be clinically useful, the result must also be
applicable to a definable group of patients in a particular clinical setting for which the health
technology assessment (HTA) is required. This is especially relevant for assessing the relative
effectiveness of an intervention, which focuses on results when provided under the usual
circumstances of health care practice. Assessing whether the results of a clinical trial are also
relevant to a definable group of patients in a particular clinical setting is the concept of
‘applicability’.
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1.3. Scope/Objective(s) of the guideline
This guideline addresses the following question:
How to assess whether there is a relevant modification of the effect of the results in the clinical
studies (e.g. a RCT) if the intervention is applied to the population of interest in clinical setting?
The guideline is intended to provide recommendations to the assessor of the relative effectiveness
of an intervention in the context of a reimbursement request (a rapid assessment soon after market
authorisation). The recommendations in this guidelines are based on a systematic review of
literature in combination with expert involvement from national health technology assessment
(HTA) agencies.
The following is excluded from the scope:
The current guideline focuses on evidence from controlled trials as this type of evidence is most
commonly available soon after market authorisation. Hence, this guideline does not address
evidence from observational studies.
Whereas the use of modelling techniques is common for pharmacoeconomic analysis, it is not
common to use them for relative effectiveness assessments (this resulted from the literature review
for this guidelines as well as the WP5 background review). Therefore modelling techniques to
address applicability are not discussed in this version of the guideline. Interpretation of statistical
methods to address effect modification is discussed in Annexe 2.

1.4. Relevant EUnetHTA documents
This document should be read in conjunction with the following document:
o EUnetHTA guideline on levels of evidence: internal validity
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2. Summary of the literature
2.1. Introduction
The concept of applicability
There is broad consensus that RCTs should be the basis for developing clinical guidelines and for
decisions about individual patient management. They should also inform public health policy
(Seale et al. 2004). However, their capacity to fulfil these roles will depend on how closely the trial
results reflect the results observed in the intended population when provided under the usual
circumstances of health care practice. The observation that effectiveness of an intervention varies
in different populations or settings is known as heterogeneity of treatment effect. One cause of
heterogeneity is true effect modification, defined when characteristics of the patient, intervention, or
setting modify the relative effect of the intervention on the main outcome (Atkins et al. 2011).
RCTs must be internally valid, i.e. the design and conduct must reduce the possibility of bias (for
more details on the concept of internal validity see the EUnetHTA guideline ‘Internal validity’). But
to be clinically useful, the result must also be relevant to a definable group of patients in a
particular clinical setting (i.e., they must be externally valid) (Rothwell et al. 2006).
There is not a single definition of applicability that is widely used/accepted and the terms
applicability, external validity, generalisability and transposability are used interchangeably in
literature. Various definitions were identified as presented in Box 1.
Box 1. Definitions commonly referred to in literature
The National Institute for Health and Clinical Excellence (NICE) uses the term external validity and
has defined it as the degree to which the results of an observation, study or review are likely to
hold true in a population or clinical practice setting outside of the study population/setting (NICE,
2008).
The CONSORT group uses the term external validity and defines it as the extent to which the
results of a trial provide a correct basis for generalisations to other circumstances. Also called
"generalisability’ or "applicability" (CONSORT glossary).
Dekkers et al. (2009) have made a distinction between ‘external validity’ and ‘applicability’. External
validity refers to the question whether the study results are valid for patients other than those in the
original study population in a treatment setting that is in all respects equal to the treatment setting
of the original study. External validity therefore involves patient and disease characteristics. In
contrast, applicability is referred to as the question whether study results are valid for patients to
whom results are generalisable but who are in a different treatment setting than the original study
population. Consequently, applicability involves characteristics of the treatment setting.
The Agency for Healthcare Research and Quality (AHRQ) uses the term applicability, which is
defines as the extent to which the effects observed in published studies are likely to reflect the
expected results when a specific intervention is applied to the population of interest under “realworld” conditions (Atkins et al. 2011).
The aim of this guideline is to provide guidance on how to assess whether there is a relevant effect
modification in the population of interest. Therefore we choose to use the term applicability, which
we define as the extent to which the effects observed in clinical studies are likely to reflect the
expected results when a specific intervention is applied to the population of interest. In case of a
REA, the population of interest refers to the patient population that is being assessed as part of the
REA.

Explanatory vs pragmatic approach
For regulatory purposes a distinction is made between exploratory trials and confirmatory trials.
The first type of trial aims at, for example, exploring the use for the targeted indication or estimating
EUnetHTA – European network for Health Technology Assessment
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the dosage for subsequent studies. The latter aims at, for example, demonstrating/confirming the
efficacy or establishing a safety profile (EMA, 1998).
In the context of HTA, researchers commonly refer to explanatory approach vs pragmatic approach
which was first introduced by Schwartz et al. in 1967 (Schwartz et al.1967&2009). They proposed
a distinction between trials that aim at confirming a physiological hypothesis, precisely specified as
a causal relationship between administration of an intervention and some physiological outcome
(which they called an 'explanatory' approach) and trials that aim at informing a clinical, health
service or policy decision, where this decision involves the choice between two or more
interventions (called a 'pragmatic' approach). These explanations may be a bit confusing as
answers that help users choose between options of care also address questions of causal
relationship. It may be rather the ‘noise of practice’ that differs pragmatic from explanatory and not
the general aim of identifying and quantifying causal effects (Windeler 2010). The noise of practice
refers to a trial setting that corresponds to usual circumstances of healthcare instead of a strict
protocol driven setting that is used in trials of explanatory nature.
It should be noted that the difference between explanatory and pragmatic approach is a continuum
rather than a dichotomy between trials (Treweek et al. 2009). There is no such thing as a
pragmatic trial or an explanatory trial, rather every trial can be positioned somewhere between the
extremes and has its pragmatic and explanatory elements (Windeler 2010). For example, in a trial
with an otherwise explanatory approach, there may be some aspect of the intervention that is
beyond the investigator’s control. Similarly, the act of conducting an otherwise pragmatic approach
may impose some control resulting in the setting being atypical. For example, the very act of
collecting data required for a trial that would not otherwise be collected in usual practice could be a
sufficient trigger to modify participant behaviour in unanticipated ways (Thorpe et al. 2009).
For relative effectiveness assessments, trials with a pragmatic attitude can be of great value as the
results may be more applicable to the population of interest in clinical setting. However, these trials
may be affected by the local clinical practices resulting in limited transferability and generalisability
to other (local) settings. In addition, there should be a balance between making eligibility criteria
pragmatic and broad which rely heavily on the clinical judgement of investigators, and making them
very detailed to avoid any ambiguity as internal validity is a prerequisite for the applicability (Flather
et al. 2006, Dekkers et al. 2009). Study results that deviate from the true effect due to systematic
error (e.g. are not internally valid) lack basis for applicability (Dekkers et al. 2009).

2.2. How to address the applicability of trial data?
Methods to address the applicability are not well developed yet, although there is an increasing
interest. The following sections summarise currently available methods that can be used to
address the applicability in the context of a relative effectiveness assessment of pharmaceuticals.
In section 2.2.1 we will discuss how to interpret data that try to quantify the applicability (statistical
methods) such as effect model and meta-analysis. In section 2.2.2 tools will be discussed that can
help to explore the applicability of data in a qualitative manner, and how this can be presented in
an assessment report.
One should always keep in mind that as applicability depends on a target population, the first step
in the assessment of the applicability is to define this target population (Romijn et al 2010).

2.2.1. Statistical methods
Effect modification may ideally be estimated through statistical modelling. Here the influence of one
or more features of a trial, such as the selection of participants, is investigated using statistical
techniques to see how sensitive the trial result is to the feature or features being varied (Treweek
et al. 2009). However, these are mostly limited to assessment of one aspect of applicability. It is
unlikely that within the timeframe of an HTA (especially a rapid assessment) assessors will have
the opportunity to do these types of analysis/modelling. Annexe 2 focuses on how assessors can
interpret analysis/models that are already published.
EUnetHTA – European network for Health Technology Assessment
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2.2.2. Summary table to address applicability
Apart from statistical methods to assess the applicability, determinants of the applicability of an
RCT requires clinical rather than statistical expertise, and often depends on a detailed
understanding of the particular clinical condition under study and its management in routine clinical
practice (Rothwell et al. 2006). For the assessment of internal validity of a trial, many widely-used
checklists exist such as the CONSORT statement, the Jadad Scale, the CLAR-NPT checklist and
the PEDro checklist. However none of these checklists and scales put emphasis on the
applicability of the trial results. The CONSORT statement for example attributes only one out of 25
items to the applicability (Zwarenstein et al. 2008). This is explainable as in contrast to the
accumulating body of empirical data on factors affecting the risk of bias, or internal validity, there
has been much less empiric data to determine which factors affect applicability (Atkins et al. 2011).
In addition, applicability is a matter of a certain situation (are the results of the trial applicable to the
patient population you want to treat in clinical practice) and not a matter of a certain trial (a trial can
not be ‘applicable’ in general).
Several authors have discussed the relevance of applicability and listed a number of criteria that
are relevant to determine the applicability of the trial data (Dekkers et al. 2009; Green et al. 2006;
Flather et al. 2006; Julian et al. 1997; Rothwell et al. 2006; Seale et a. 2004). These lists with
criteria are summarised in Annexe 4. There is variance in level of detail of the lists/criteria. Some
focus only on the patient population/participants whereas other lists also take into account (some
of the) following subjects: the study design, treatment setting, the treatment, outcome measures
and follow-up, outcomes for decision making and conclusion.
It should be noted that most of these lists are intended for checking good clinical practice and are
not developed from the viewpoint of the decision maker. There is no study which has tested the
value for usage of the(se) lists for health technology assessment doers. A usable checklist should
be comprehensive but also feasible to assess on multiple trials within the limited timeframe of a
health technology assessment. This is especially true for a rapid assessment of pharmaceutical 1 .
In HTA methodology guidelines the concept of applicability is frequently mentioned (DACEHTA
2007; HIQA 2010; Hungary 2002; IQWIG 2008; NICE 2008; PBAC 2008), which is confirmed by
the findings of the background survey of WP5 in which all 28 countries surveyed indicated to at
least sometimes consider the generalisability of trial data for a relative effectiveness assessment
(Kleijnen et al. 2011). However the guidelines and the agencies generally do not refer to or
recommend a specific instrument to be used to assess the applicability of a trial.
Only the New Zealand Pharmaceutical Management Agency (PHARMAC) has concretely phrased
three questions to assess the applicability (PHARMAC, 2010). The authors of this EUnetHTA
guideline consider that these questions do not directly address the most important element of
applicability: whether these items result in a different effect when the treatment is provided to the
patient population of interest in usual practice.
Recently an article was published with more detailed guidance on how to assess applicability
(Atkins et al. 2011). This guidance document was specifically developed because of the unmet
need for detailed guidance for assessing applicability of evidence in producing systematic reviews.
This is especially relevant for comparative effectiveness reviews that aim to assess the effect of an
intervention in the real world. The key points are summarised below. For details, we refer to the
original document (Atkins D, Chang S, Gartlehner G, Buckley DI, Whitlock EP, Berliner E, Matchar
D. Assessing applicability when comparing medical interventions: Agency for Healthcare Research
and Quality and the Effective Health Care Program. J Clin Epidemiol. 2011 Apr 2):

1

(single) rapid assessment of relative effectiveness of pharmaceuticals is defined in WP5 as a rapid
assessment of a new technology at the time of introduction to the market and comparing the new technology
to standard care

EUnetHTA – European network for Health Technology Assessment

14

o

o
o
o

o

o
o

o
o

Because applicability depends on the specific questions and needs of the users, it is
difficult to devise a valid uniform scale for rating the overall applicability of individual studies
or body of evidence.
The Patient, Intervention, Comparator, Outcome, Setting (PICOS) framework is a useful
way of organising the review and presentation of factors that affect applicability.
Input from clinical experts and stakeholders can help identify specific study elements that
should be routinely abstracted to examine applicability.
Population-based surveys, pharmacoepidemiologic studies, and large case series or
registries of devices or surgical procedures can be used to determine whether the
populations, interventions, and comparisons in existing studies are representative of current
practice.
Reviewers should assess whether benefits or harms vary along with differences in patient
or intervention characteristics (i.e., effect modification) or with differences in underlying risk.
o The most applicable evidence may differ when considering benefits or harms since
these often depend on distinct physiologic processes. Therefore applicability should
be judged separately for different outcomes. This is illustrated by the following
example in the AHRQ guideline. Evidence of the benefits of aspirin for prevention of
cardiovascular events from patients with heart disease cannot be readily applied to
healthy populations. However, studies of patients with and without heart disease
may be useful for estimating the gastrointestinal risks of aspirin which act through
different mechanisms and do not vary with underlying cardiac risk;
Reports should clearly highlight important issues relevant to applicability of individual
studies in a ‘‘Comments’’ or ‘‘Limitations’’ section of evidence tables and in text.
Metaregression, subgroup analysis, and/or separate applicability summary tables may help
reviewers, and those using the reports see how well the body of evidence applies to the
question at hand.
Judgments about applicability of the evidence should consider the entire body of studies.
Important limitations of the applicability of the evidence should be described within each
summary conclusion.

To address the applicability in a report a 4-step process is recommended:
Step 1. Determine the most important factors that may affect applicability (the table in Annexe 1
can be helpful);
Step 2. Systematically abstract and report key characteristics that may affect applicability in
evidence tables (highlight studies with a pragmatic approach and data on effect size of effect
modification);
Step 3. Make and report judgements about major limitations to applicability of individual studies;
Step 4. Consider and summarise the applicability of a body of evidence (Table 3).
Atkins et al. 2011 developed a table that is useful to summarise the important limitations of the
applicability of the evidence (Table 3).
Table 2. Elements to be included in a summary table characterising the applicability of a
body of studies (Atkins et al. 2011)
Domain
Population

Description of applicability of evidence
[Describe general characteristics of enrolled populations, how this might differ
from target population, and effects on baseline risk for benefits or harms. Where
possible, describe the proportion with characteristics potentially affecting
applicability (e.g. % over age 65) rather than the range or average.]

Intervention

[Describe general characteristics and range of interventions and how they
compare to those in routine use and how this might affect benefits or harms from
the intervention.]

Comparators

[Describe comparators used. Describe whether they reflect best alternative
treatment and how this may influence treatment effect size.]
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Outcomes

[Describe what outcomes are most frequently reported and over what time
period. Describe whether the measured outcomes and timing reflect the most
important clinical benefits and harms.]

Setting

[Describe geographic and clinical setting of studies. Describe whether or not they
reflect the settings in which the intervention will be typically used and how this
may influence the assessment of intervention effect.]

It is likely that not all data are available to complete the table. Missing data should be described as
well. In addition, the section on outcomes should include a comment regarding which effect
measure is less likely to be subject to effect modification.
Atkins et al. 2011 have also summarised examples of characteristics of studies that may affect the
applicability (see Annexe 1).
It should be noted that the size of the effect modification can only be addressed by statistical
methods.
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3. Discussion and conclusion
There is no single definition of applicability that is widely used/accepted and the terms external
validity/generalisability/applicability/transposability are used interchangeably. The aim of this
guideline is to provide guidance on how to assess whether there is a relevant effect modification in
the population of interest. Therefore we choose to use the term applicability, which we define as
the extent to which the effects observed in clinical studies are likely to reflect the expected results
when a specific intervention is applied to the population of interest.
To assess the relative effectiveness of interventions, trials with a pragmatic approach which have
more ‘noise of practice’, are more suitable than trials with an explanatory approach that are
conducted within a strict trial setting. However, there is a balance between making eligibility criteria
pragmatic and broad which rely heavily on the clinical judgement of investigators, and making
them very detailed to avoid any ambiguity as internal validity is a prerequisite for the applicability. It
should be noted that there is no such thing as a pragmatic trial or a explanatory trial, rather every
trial can be positioned somewhere between the extremes and has its pragmatic and explanatory
elements.
In practice, especially at the time of a rapid assessment, trials with a pragmatic approach may not
be published. If such data are not published it is even more important to consider the applicability
of the data that are available. A useful method to test the applicability is through statistical
modelling with for example meta-analysis. However, also for this type of evidence applies that
these data are not that commonly available, especially in case of a rapid assessment. In addition,
time and resources to do such analysis as part of the assessment may be scarce.
Regardless of whether trial with a pragmatic approach or meta-analysis that address the
applicability are available, or if they address only specific aspects of the applicability problem, the
assessor of a relative effectiveness assessment should always indicate whether it likely that the
available evidence is applicable to the questions at hand. In practice, this is a relevant aspect of a
relative effectiveness assessment, especially at the time of a Rapid assessment, as relatively few
clinical trials are designed with applicability in mind and clinical studies typically report only a few of
the factors needed to fully assess applicability.
All countries consider the applicability of the trials at least sometimes for their assessment;
however, currently the applicability is not addressed systematically. This is partly, because in
contrast to the accumulating body of empiric data on factors affecting the risk of bias, or internal
validity, there has been much less empiric data to determine which factors affect applicability.
Several authors have made suggestions of lists with criteria; however these lists are intended for
checking good clinical practice and are not developed from the viewpoint of the decision maker.
None of these lists is widely used and in addition they have not been tested for usage by health
technology assessment doers. A usable checklist should be comprehensive but also feasible to
apply on multiple trials within the limited timeframe of a health technology assessment.
Because of the unmet need of any detailed guidance for assessing applicability Atkins et al. (2011)
recently published more detailed guidance. The guidance was specifically developed for producing
systematic reviews. In this guideline we adopt many of their recommendations and put them in the
context of a relative effectiveness assessment for pharmaceuticals. They use the Patient,
Intervention, Comparator, Outcome, Setting framework to present factors that (may) affect
applicability. In addition, it is stated that because the applicability depends on the specific
questions and needs of users it is not possible to devise a valid uniform scale for rating the overall
applicability. The concept is to summarise factors that (may) affect applicability in a summary table.
By doing this systematically, assessors and readers of the assessment are stimulated to consider
the applicability as an important element in the relative effectiveness assessment. This also
includes the awareness of data that are not available but should be in order to consider the
applicability. One should however not forget that this type of exercise can not determine the effect
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size of the effect modification. This can only be addressed by statistical methods. In addition, the
4-step process proposed by the authors may not be feasible in the limited time frame of a Rapid
relative effectiveness assessment. If this is the case, at least the summary table of the applicability
of the evidence based on the PICOS framework should be included in the assessment report. The
summary report should mainly focus on the relative comparison between the intervention and
comparator. For example, males may have a score that is 10 units higher than females, but if this
is true for both interventions, then the comparative difference between intervention and comparator
is the same for males and females.
It should be noted that evaluating the applicability of the evidence can not be based on a predefined formula. Depending on the topic interpretation of the applicability may vary. For example,
for a rare disease other considerations and requirements may be relevant compared to a non-rare
disease. Regardless of the topic it is very relevant that the considerations are transparently
reported.
Finally, it may very well be that specific elements depend on the local context (for example the
standards of care may differ per country or region). Hence, one should always consider and
address whether a specific element that is relevant for the applicability can be assessed in general
or whether this should be done in the local (national) context.
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Annexe 1. Characteristics of individual studies that may affect
external validity (Atkins et al. 2011)

Population

Condition that may limit
applicability

Example

Narrow eligibility criteria and
exclusion of those with
comorbidities

In the FIT trial, the trial randomized
only 4000 of 54,000 originally
screened. Participants were
healthier, younger, thinner, and more
adherent than typical women with
osteoporosis.
Cardiovascular clinical trials used to
inform Medicare coverage enrolled
patients who were significantly
younger (60.1 vs. 74.7 years) and
more likely to be male (75% vs. 42%)
than Medicare patients with
cardiovascular disease. 2
Two-thirds of patients treated for
congestive heart failure (CHF) would
have been ineligible for major trials.
Community patients had less severe
CHF, more comorbidities and were
more likely to have had a recent
cardiac event or procedure. 2
Trial of etanercept for juvenile
arthritis used an active run in phase
and excluded children who had sideeffects, resulting in study with low
rate of side-effects. 3

Large differences between
demographics of study
population and community
patients

Narrow or unrepresentative
severity, stage of illness, or
comorbidities

Run in period with highexclusion rate for
nonadherence or side effects

Event rates much higher or
lower than observed in
population-based studies

Intervention

Doses or schedules not
reflected in current practice
Intensity and delivery of
behavioral interventions that
may not be feasible for

In the Women’s Health Initiative trial
of post-menopausal hormone
therapy, the relatively healthy
volunteer participants had a lower
rate of heart disease (by up to 50%)
than expected for a similar
5
population in the community.
Duloxetine is usually prescribed at
40-60mg/d. Most published trials,
however, used up to 120 mg/d. 6
Studies of behavioral interventions to
promote healthy diet employed high
number and longer duration of visits

Feature that should be
abstracted into evidence
tables
Eligibility criteria and
proportion of screened
patients enrolled;
presence of comorbidities

Demographic
characteristics: age, sex,
race and ethnicity

Severity or stage of
illness; comorbidities;
referral or primary care
population; volunteers
vs. population-based
recruitment strategies.
Run in period; include
attrition before
randomization and
reasons (nonadherence,
side-effects,
2, 4
nonresponse).
Event rates in treatment
and control groups

Dose, schedule, and
duration of medication
Hours, frequency, delivery
mechanisms (group vs.
individual) and duration.

2

Dhruva SS, Redberg RF. Variations between clinical trial participants and Medicare beneficiaries in evidence used for
Medicare National Coverage Decisions. Arch Intern Med 2008 Jan; 169(2):136-140
3
Cummings SR, Black DM, Thompson DE, et al. Effect of alendronate on risk of fracture in women with low bone
density but without vertebral fractures: results from the fracture intervention trial. JAMA 1998;280(24):2077-2082
4
Bravata DM, McDonald KM, Gienger AL, et al. Comparative Effectiveness of Percutaneous Coronary Interventions
and Coronary Artery Bypass Grafting for Coronary Artery Disease. Comparative Effectiveness Review No. 9.
(Prepared by Stanford-UCSF Evidence-based Practice Center under Contract No. 290-02-0017.) Rockville, MD:
Agency for Healthcare Research and Quality; October 2007.
5
Anderson GL, Limacher M, Assaf AR, et al. Effects of conjugated equine estrogen in postmenopausal women with
hysterectomy: the Women’s Health Initiative randomized controlled trial. JAMA 2004 Apr 14;291(14):1701-1712.
6
Gartlehner G, Hansen RA, Thieda P, et al. Comparative Effectiveness of Second-Generation Antidepressants in the
Pharmacologic Treatment of Adult Depression. Comparative Effectiveness Review No. 7. (Prepared by RTI
International-University of North Carolina Evidence-based Practice Center under Contract No. 290-02-0016.)
Rockville, MD: Agency for Healthcare Research and Quality; January 2007.
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Condition that may limit
applicability

Example

routine use

than is available to most community
7
patients.
Efficacy studies with strict pill counts
and monitoring for antiretroviral
treatment does not always translate
to effectiveness in real world
practice. 8
Only one of 23 trials comparing
coronary artery bypass surgery with
percutaneous coronary angioplasty
used the type of drug eluting stent
that is currently used in practice. 4
Supplementing zinc with iron reduces
the effectiveness of iron alone on
9
hemoglobin outcomes.
Recommendations for iron are based
on studies examining iron alone, but
patients most often take vitamins in a
multivitamin form.
Trials of carotid endarterectomy
selected surgeons based on
operative experience and low
complication rates and are not
representative of community
experience of vascular surgeons. 10
A fixed dose study by the makers of
duloxetine compared 80 and 120
mg/d of duloxetine (high dose) with
11
20 mg of paroxetine (low dose).
In early trials of magnesium in acute
myocardial infarction, standard of
treatment did not include many
current practices including
12
thrombolysis and beta-blockade.
Cardiovascular trials frequently use
composite outcomes that mix
outcomes of varying importance to
13
patients.
Trials of biologics for rheumatoid
arthritis used radiographic
progression rather than symptoms. 14
Trials of Alzheimer’s disease drugs

Monitoring practices or visit
frequency not used in typical
practice

Older versions of an
intervention no longer in
common use

Co-interventions that are
likely to modify effectiveness
of therapy

Highly selected intervention
team or level of
training/proficiency not widely
available

Comparator

Inadequate dose of
comparison therapy

Use of substandard
alternative therapy

Outcomes

Composite outcomes that mix
outcomes of different
significance
Short-term or surrogate
outcomes

Feature that should be
abstracted into evidence
tables

Interventions to promote
adherence (e.g.,
monitoring, frequent
contact). Incentives given
to study participants.
Specific product and
features for rapidly
changing technology

Co-interventions

Selection process, training
and skill of intervention
team.

Dose and schedule of
comparator, if applicable

Relative comparability to
the treatment option.

Effects of intervention on
most important benefits
and harms, and how they
are defined
How outcome defined and
at what time

7

Whitlock EP, O’Connor EA, Williams SB, et al. Effectiveness of Weight Management Programs in Children and
Adolescents. Evidence Report/Technology Assessment No. 170 (Prepared by the Oregon Evidence-based Practice
Center under Contract No. 290-02-0024). AHRQ Publication No. 08-E014. Rockville, MD: Agency for Healthcare
Research and Quality; September 2008.
8
Fletcher CV. Translating efficacy into effectiveness in antiretroviral therapy: beyond the pill count. Drugs
2007;67(14):1969-1979.
9
Walker, CF, Kordas K, Stoltzfus, RJ, et al. Interactive effects of iron and zinc on biochemical and functional outcomes
in supplementation trials. Am J Clin Nutr 2005 82: 5-12.
10
Wennberg D, Lucas F, Birkmeyer J, et al. Variation in carotid endarterectomy mortality in the Medicare population.
JAMA 1998;279:1278-1281.
11
Detke MJ, Wiltse CG, Mallinckrodt CH, et al. Duloxetine in the acute and long-term treatment of major depressive
disorder: a placebo- and paroxetine-controlled trial. Eur Neuropsychopharmacol 2004 Dec;14(6):457-470.
12
Li J, Zhang Q, ZhangM, et al. Intravenous magnesium for acute myocardial infarction. Cochrane Database of
Systematic Reviews 2007, Issue 2. Art. No.: CD002755. DOI: 10.1002/14651858.CD002755.pub2.
13
Ferreira-González I, Permanyer-Miralda G, Domingo-Salvany A, et al. Problems with use of composite end points in
cardiovascular trials: systematic review of randomised controlled trials. BMJ 2007;334;786; originally published online
2 Apr 2007
14
Ioannidis JP, Lau J. The impact of high-risk patients on the results of clinical trials. J Clin Epidemiol 1997
Oct;50(10):1089-1098.
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Condition that may limit
applicability

Setting

Standards of care differ
markedly from setting of
interest

Specialty population or level
of care differs from that seen
in community

Example

primarily looked at changes in scales
of cognitive function over 6 months
which may not reflect their ability to
produce clinically important changes
such as institutionalization rates. 15
Studies conducted in China and
Russia examined the effectiveness of
self breast exams on reducing breast
cancer mortality, but these countries
do not routinely have concurrent
mammogram screening as is
16
available in the United States.
Early studies of open surgical repair
for abdominal aortic aneurysms
found an inverse relationship
between hospital volume and short17
term mortality.

Feature that should be
abstracted into evidence
tables

Geographic setting

Clinical setting (e.g.
referral center vs.
community)

15

Hansen RA, Gartlehner G, Kaufer D, et al. Drug class review of Alzheimer’s drugs. Final report. 2006. Available at:
http://www.ohsu.edu/drugeffectiveness/reports/final.cfm.
16
Humphrey L, Chan BKS, Detlefsen S, et al. Screening for Breast Cancer. Prepared by Oregon Health Sciences
University under Contract No. 290-97-0018. Rockville, MD. Agency for Healthcare Research and Quality; August
2002.
17
Wilt TJ, Lederle FA, MacDonald R, et al. Comparison of Endovascular and Open Surgical Repairs for Abdominal
Aortic Aneurysm. Evidence Report/Technology Assessment No. 144. (Prepared by the University of Minnesota
Evidence-based Practice Center under Contract No. 290-02-0009.) AHRQ Publication No. 06-E017. Rockville, MD:
Agency for Healthcare Research and Quality; August 2006.

EUnetHTA – European network for Health Technology Assessment

24

Annexe 2. Statistical methods
As it is unlikely that within the timeframe of an HTA (especially a rapid assessment) assessors will
have the opportunity to do these type of analyses/models, this section below will focus on how
assessors can interpret analysis/models that are already published. Meta-analysis and estimate of
the effect model are not concurrent approach. Rather, whenever it is possible (i.e. a batch of
clinical trials is available or predefined, not overlapping sub-groups), a preferred strategy is to
perform first a meta-analysis (with at least two types of criteria, e.g. relative risk and rate
difference,), and then to estimate the effect model with the (pooled) individual data.
Effect model
The expected effect of a treatment is a decrease of incidence of an event caused by the illness, i.e.
mortality and/or morbidity. The effect model of a treatment (effect) is the relation between the
incidence ‘Rc’ of the event in the patients who do not receive the treatment and the incidence ‘Rt‘
of this event in the same population of treated patients. This relation may be written: Rt = f (Rc , )
where  indicates it is treatment dependent.
When RCTs are available on a treatment, this relation should be explored to help identify good
responders to this treatment. When a single trial has been achieved, exploring the effect model
requires access to individual data.
Often, this relation is assumed to be linear, most of the time multiplicative (Rt = Rc  ) – when
there is no natural threshold. Treatment effect  is estimated in this first case by a relative risk. The
effect of a treatment that has both favourable and iatrogenic effects can be modelled with use of a
mixed linear model (Rt = k Rc + b) that combines multiplicative and additive effects (Boissel et al.
1993).
Effect model can be graphically illustrated with Rc and Rt respectively on the x and y axes (see
Figure 1 and Figure 2). Trial results are plotted by dots of coordinates (x=Rc , y=Rt). Dots
represent either a trial or a patient. Figures are divided in two areas, one below the Rt = Rc line
corresponding to a beneficial treatment effect and one above the Rt = Rc line where treatment is
harmful. One approach still used in medical literature to assess effect model is to compute the
weighted least squares regression line.

Figure 1 : Linear multiplicative effect model, Rt = kRc

Figure 2: Mixed linear effect model , R t= kRc + b

Each dot represents a trial result. The relation between Rt and Rc is represented by the dotted line. Absolute benefit
(AB) increases with Rc. Figure 2 shows the deleterious effect of treatment when Rc lies below a threshold value T 0 .
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Linear models are simple to use but may not always be plausible given the complexity of the
biological mechanisms involved in a treatment effect. It has therefore been proposed to integrate in
the model other covariates such as the characteristics of patients other than those included in Rc,
like phenotype- or genotype-derived variables (Boissel et al. 2008). Effect model may thus be
written: Rt = f (Rc , , X) with X, a vector of characteristics of patients. Relevant individual patient
data at baseline are therefore needed to explore the effect model. When the effect model is
estimated from individual data (from a single trials or pooled from all trials), the Rc and Rt are
obtained as prediction with appropriate statistical techniques rather than as frequency when
aggregated data from all trials are used.
Boissel et al. identified three mechanisms of action of a therapy they believed to cover the whole
possible modes of action of a treatment: 1) alteration of the circumstances leading to the disease
occurrence, 2) alteration of a causal risk factor and 3) alteration of the intimate mechanism of the
disease. For each mechanism of action, a therapeutic effect model was developed and a
simulation study performed. A linear relationship between Rt and Rc was found only for the first
mechanism of action. In the two other cases, the predicted effect model was curvilinear suggesting
specific interactions between treatment and individuals (see Figure 3).

Figure 3. Simulated effect model for a mechanism of action that is alteration of a causal risk (the treatment acts on a
causal risk factor). The value of Rc is directly affected through the mechanism that causes the risk. Each dot represents
a subject. For a given value of Rc ordinates of dots differ by the values of X. The absolute benefit predictable for a
patient is the length between the corresponding dot ordinate and the line 0,0-1,1 [extract from Boissel et al. 2008]

The above examples illustrate the importance of exploring the effect model, i.e. the relation
between baseline risk and treatment effect, to select patients to be treated. This relationship is
often investigated in meta-analyses as it provides a possible explanation of between-study
heterogeneity (Sharp et al. 2000, Thompson et al. 1997). Indeed, one major criticism of these
statistical methods is that they combine results from trials with very different patient characteristics
and designs (Engels et al. 2000). Thus, exploring sources of heterogeneity is a key issue to assess
whether observed differences in treatment effects can be explained by trial-level characteristic. For
example patient age or other patient characteristics may influence the baseline risk so that
treatment effect may be over- or underestimated when applying the results of a trial to other
patients.
Techniques and outcomes are not the same when effect model estimate is obtained from
aggregated or from individual data. In the latter case, pooling data from all the trials is even better
than working on a single data set. It allows more precise estimates and more relevant model
validation. As a third option, the effect model can be obtained from simulation with a mathematical
model of the disease and drug interactions with the body. This allows to taking into account patient
descriptors that are potential treatment effect modulators that have not been measured in clinical
trials.
Although statistical tools are the same as for multivariate statistical analysis of data, in effect model
estimate they are not used with the same approach (adapted analytical strategy).
In conclusion, an effect model is a quantitative method that allows knowing how the treatment
benefit varies according to certain patient characteristics, in order to assess treatment effect in a
specific population of patients. For a health technology assessor, information on effect model may
be available from meta-analyses, in particular in the section that explores sources of heterogeneity
EUnetHTA – European network for Health Technology Assessment
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between included trials. Though the approach consisting in computing the weighted least squares
regression line of the Rt-Rc plot is still used in medical literature, more appropriate approaches that
take into account either biological interactions between baseline characteristics of patients and
treatment effect (Boissel et al. 2008, Wang et al. 2009) or measurement errors of treatment effect
and baseline risk estimations (Arends et al. 2000) have been developed and should be preferred.
Meta-analysis
Meta-analysis allows to examine the relationship between cross-study variability in effects and
study characteristics that represent dimensions of potential applicability such as subject
characteristics, organizational and geographic setting, research context etc. Two statistical
approaches explore the applicability in meta-analysis: the heterogeneity between studies and
multivariate modelling to determine relevant features that influence treatment effects. The later
requires individual data. Seeking for treatment size modulators is more effective with meta-analysis
on individual data, either from a single trial or from pooled trials.
o Heterogeneity
Although the RCT is regarded as the 'gold standard' in terms of evaluating the efficacy of
interventions, it is susceptible to challenges to its external validity if those participating are
unrepresentative of the reference population for whom the intervention in question is intended. But
in most RCTs, subjects are selected randomly and representativity is not assessed. Design,
intervention and setting characteristics are also specifically selected. With several different RCTs
on the same intervention, the key question is whether effects vary between RCTs and, if so, how it
is related to study characteristics. When variation of treatment effects across studies is plausible,
lack of applicability should be a serious concern.
Meta-analysis of multiple studies with good internal validity can thus be characterized as an
empirical study of the applicability of intervention. A significant heterogeneity indicates an
interaction between treatment effects and characteristics of studies (e.g. population, treatment,
design characteristics). The usual way of assessing whether a set of single studies are
heterogeneous is by means of the Q test. However, the Q test only informs about the presence
versus the absence of heterogeneity, but it does not report on the extent of such heterogeneity.
Recently, the I2 index has been proposed to quantify the degree of heterogeneity in a metaanalysis. In practice, power of such test is often limited by a small number of studies. In case of
heterogeneity, it should be investigated further to reveal its sources which could be related to
population, treatment or setting and affects applicability. And with significant heterogeneity,
estimation of effect size with random effect is preferable than fixed model. Heterogeneity can also
be explored within a trial. The same techniques as above are used. The issue is sub-grouping of
patients. “Natural” sub-groupings are centres, countries, scores of disease severity, age groups…
o Multivariate Modelling
Identification of any features of population or intervention that modify treatment effects could be
done by multivariate models allowing prediction of treatment effect for given scenarios of
characteristics within each individual study (or by subgroup analysis). In meta-analysis, a study
level meta-regression adjusted for potential confounding by study features could be done to
identify study characteristics related to effect size. But design differences are often confounded
with the substantive variables most relevant for applicability. Thus, to address applicability,
construction of multivariate models allowing to predict treatment effect for a given scenario of
characteristics of population, intervention, setting, etc. requires a relatively large number of diverse
studies providing adequate information on the relevant study features. Alternatively, if metaanalysis based on individual-patient data is generally more powerful in terms of statistical unit, it
rarely allows completeness and is often limited by lack of relevant variables and unavailability of
individual data from some trials. Thus, this method may reduce the number of diverse studies
compare to meta-analysis on summarized data and this diversity is particularly important to
address applicability, unless cooperation across academic teams and with companies permits to
bring in all the available data.
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Both method and practice of meta-analysis should be improved with greater attention to the
applicability of study results and the systematic multivariate relationships between study
characteristics and the effect sizes reported in those studies. But meta-analysis with RCT does not
allow to explore all determinants of the applicability and its power is often limited by a small
number of studies.
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Annexe 3. Methods and results of literature search
A literature review has been conducted with the aim of locating studies that provide
recommendations of assessing the applicability of trial results.

Keywords
The following keywords have been included in the search:
- effect model
- extrapolation
- real world
- real life
- effectiveness
- external validity
- generalizability/generalisability
- applicability
- transposability
- technology assessment
- relative effectiveness
- comparative effectiveness
- clinical Trials as Topic

Search engines and sources of information
The following databases and websites have been searched:
Databases:
- Embase
- Medline
- Centre for Reviews and Dissemination, University of York
Websites:
- Agency for Healthcare Research and Quality (AHRQ)
- National Guideline Clearinghouse
- International Society For Pharmacoeconomics and Outcomes Research (ISPOR)
- HTAi
- EMA
- Google and Google Scholar
- ScienceDirect
- The Cochrane Collaboration
- The Cochrane Methodology Register
- Wiley-Interscience
The following guidelines (in English) of health technology assessment/reimbursement agencies
have been included in the search 18 :
- Agency for Health Technology Assessment in Poland (AHTAPol)
- Canadian Agency for Drugs and Technologies in Health (CADTH)
- Danish Centre for Health Technology Assessment (DACEHTA)
- Health Information & Quality Authority (HIQA)
- Institute for Quality and Efficiency in Health Care (IQWIG)

18

The guidelines were identified in the Background review on Relative Effectiveness Assessment of Pharmaceuticals of WP5 (Kleijnen
et al. 2011)
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-

National Institute for Health and Clinical Excellence (NICE)
Pharmaceutical Benefits Advisory Committee (PBAC)
The New Zealand Pharmaceutical Management Agency (PHARMAC)
Dental and Pharmaceutical Benefits Agency (TLV)

In addition we have hand searched references cited in relevant documents.

Inclusion and non-inclusion criteria
The following inclusion criteria were applied to:
 Where time limits could be specified (e.g. PubMed) the database searches were limited to
the period 1995/01/01 to 2011/05/04.
 Publication written in English
 Critical analysis of methods to determine the applicability
 General reflections and theoretical considerations
The following exclusion criteria were applied:
 Letters
 Studies on specific interventions and/or indications

Results of search
The search in Medline, Embase, the Cochrane Methodology Registry and Google Scholar resulted
in 273 references. Based on a first selection, based on title and abstract, we retained 20
references of which the full text was obtained. Selection based on full texts reduced the number of
relevant papers to 11. In addition, 12 articles we identified trough hand searching of references.
273 references
identified through
database searching
(Medline, Embase, the

Cochrane Methodoly
Registry and Google
Scholar)

12 articles identified
through hand
searching of
references

253 references excluded based on title
and abstract:
 Different subject;
 Results of clinical study/review/costeffectiveness study of specific
intervention/indication

20 articles selected for
fulltext review

11 excluded based on fulltext

21 articles identified
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Annexe 4. Overview of lists with criteria to determine
the applicability
Seale et al.
2004
Is the patient
population
representative
of the broad
target group?
(inclusion and
exclusion
criteria and
baseline data)
Participant
flow diagram
(analysis of
patients that
were eligible,
but not
included)
Screening
logs (analysis
of criteria for
excluding
patients)
Comorbidities
(comparison of
comorbities in
trials groups vs
target patient
population)
Subgroup
analysis (in
large clinical
trials it is
possible to
have reliable
subgroup
analyses which
may help
prescribers to
relate the trial’s
findings more
closely to
patients for
whom they are
trying to select
appropriate
therapies)

Flather et al.
2006
Patient
selection
(Differences
relating to
baseline
characteristics
such as age,
gender, and
severity of
disease are
likely to occur)
Study design
and validity
of results
(low
compliance
rate,
unacceptable
rate of serious
unwanted
side
effects, flaws
in the
randomisation
process, ‘Per
protocol’ or
‘on treatment’
analyses and
fraud or
scientific
misconduct)
Application
of the
treatment
(competence
and
experience of
clinicians as
well as the
health care
setting should
be taken into
account)

Rothwell et al. 2006
Setting of the trial
(health-care system,
country, recruitment from
primary, secondary, or
tertiary care, selection of
participating centres,
selection of participating
clinicians)
Selection of patients
(method of
prerandomisation
diagnosis and
investigation, eligibility
criteria, exclusion criteria,
placebo run-in period,
treatment run-in period,
‘enrichment’ strategies,
ratio of randomised
patients to eligible
nonrandomised patients in
participating centres,
proportion of patients who
declined randomisation);
Characteristics of
randomised patients
(baseline clinical
characteristics, racial
group, uniformity of
underlying pathology,
stage in the natural history
of their disease, severity
of disease, comorbidity,
absolute risks of a poor
outcome in the control
group)

Difference between trial
protocol and routine
practice (trial intervention,
timing of treatment,
appropriateness/relevance
of control intervention,
adequacy of nontrial
treatment –both intended
and actual, prohibition of
certain nontrial
treatments, therapeutic or
diagnostic advances since
was performed)
Outcome measures and
follow-up (clinical
relevance of surrogate
outcomes, clinical
relevance validity and
reproducibility of complex
scales, effects of
intervention on most

Dekkers et al.
2009
Are the
eligibility
criteria a proper
reflection of the
study
population?
(selection of
study population,
run-in period,
participating
centres)
Do temporal,
ethnical and
geographical
differences
between study
population and
target
populations
translate in to a
limited
generalisability?
(temporal
aspects, ethnical
aspects,
geographical and
socio-economic
aspects)
Can study
results be
generalized
beyond the
eligibility
criteria? (age,
co-morbidities)
Do differences
in treatment
setting translate
into possible
differences in
treatment
effects?
(treatment
physicians,
treatment setting,
administrative
policy)

Julian et al.
1997
Patients
studied
Where the
patients
included in the
trial adequately
representative
of the patients
to be
encountered in
normal clinical
practice?
Where the
eligibility
criteria too
narrow or too
broad?
In/exclusion
criteria should
clearly be
stated. Are
women, elderly,
comorbitities,
risks well
represented?
Where
adequate steps
taken to ensure
a high
proportion of
eligible patients
was
randomised?
How do
randomised
patients with
those who are
not randomised
(eligible vs
noneligible?)
Was the setting
of the trial and
the manner of
patient
selection
appropriate?
Were the
eligibility
criteria too
narrow or too
broad? Have
the authors
inappropriately
extrapolated
their findings to
types of
patients that
were not
adequately
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Reach and
representativeness
A. Participation: Are
there analyses of the
participation rate
among potential
(a) settings, (b)
delivery staff, and (c)
patients
(consumers)?
B. Target audience: Is
the intended target
audience stated for
adoption (at the
intended settings
such as worksites,
medical offices, etc.)
and application
(at the individual
level)?
C.
Representativeness—
Settings: Are
comparisons made of
the similarity of
settings in study to
the intended target
audience of program
settings—or
to those settings that
decline to participate?
D.
Representativeness—
Individuals: Are
analyses conducted
of the similarity
and differences
between patients,
consumers, or other
subjects who
participate
versus either those
who decline, or the
intended target
audience?
Program or policy
implementation and
adaptation
A. Consistent
implementation: Are
data presented on
level and quality of
implementation of
different program
components?
B. Staff expertise: Are
data presented on the
level of training or
experience
required to deliver the
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Seale et al.
2004

Flather et al.
2006

Rothwell et al. 2006
treatment components,
Who measured outcome,
Use of patient-centred
outcomes, Frequency of
follow-up, Adequacy of the
length of follow-up)
Adverse effects of
treatment (Completeness
of reporting of relevant
adverse effects, Rates of
discontinuation of
treatment, Selection of
trial centres and/or
clinicians on the basis of
skill or experience,
Exclusion of patients at
risk of complications,
Exclusion of patients who
experienced adverse
effects during a run-in
period, Intensity of trial
safety procedures)

Dekkers et al.
2009

Julian et al.
1997
presented?
Treatments
Were the
treatments
under
comparison,
including dose
schedule,
duration of
treatment,
noncompliance,
and the control
group regimens
(placebo or
standard
treatment)
appropriate for
normal clinical
practice and
determining
future
treatment
policy in such
patients.
e.g. if treatment
duration in the
study was
relatively short
then
extrapolation to
longer duration
(e.g chronic
conditions) may
not be justified.
If details are
lacking on
actual drug use
(departures
from scheduled
dose) then
applicability to
future patients
will be unclear.
Were all
aspects of
current good
clinical practice
adequately
taken into
account?
Ancillary
treatment
should be
clearly
specified (in
in/exclusion
criteria but also
the actual
number of
patients
receiving it).
The aim is to
make clear the
role of a new
treatment in the
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program or quality of
implementation by
different types of
staff?
C. Program
adaptation: Is
information reported
on the extent to which
different
settings modified or
adapted the program
to fit their setting?
D. Mechanisms: Are
data reported on the
process(es) or
mediating variables
through which the
program or policy
achieved its effects?
Outcomes for
decision making
A. Significance: Are
outcomes reported in
a way that can be
compared to either
clinical guidelines or
public health goals?
B. Adverse
consequences: Do
the outcomes
reported include
quality of life or
potential negative
outcomes?
C. Moderators: Are
there any analyses of
moderator effects—
including of
different subgroups of
participants and types
of intervention staff—
to
assess robustness
versus specificity of
effects?
D. Sensitivity: Are
there any sensitivity
analyses to assess
dose-response
effects, threshold
level, or point of
diminishing returns on
the resources
expended?
E. Costs: Are data on
the costs presented?
If so, are standard
economic or
accounting methods
used to fully account
for costs?
Maintenance and
institutionalization
A. Long-term effects:
Are data reported on
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Seale et al.
2004

Flather et al.
2006

Rothwell et al. 2006

Dekkers et al.
2009

Julian et al.
1997
context of other
existing
treatments.
Outcome
measures and
follow-up
Were the
outcome
measure
(endpoints,
indicators of
patient
response)
appropriate for
reaching
overall
conclusions
about the
treatment(s)
under
investigation.
Consistency of
measured
outcomes with
conclusions
drawn.
Was too much
evidence
given to
surrogate
markers of
response (e.g.
physical
indicators)
rather than the
more major
indicators of
overall
prognosis
(e.g. mortality,
major clinical
events)?
Appropriate
balance of
surrogate and
clinical
outcomes

Green et al. 2006
longer term effects, at
least 12 months
following treatment?
B. Institutionalization:
Are data reported on
the sustainability (or
reinvention or
evolution) of program
implementation at
least 12 months
after the formal
evaluation?
C. Attrition: Are data
on attrition by
condition reported,
and are analyses
conducted of the
representativeness of
those who drop out?

Was the
treatment
duration and
length of
patient followup sufficiently
reliable to
assess the
efficacy and
safety of
treatment?
Where
adequate
steps taken to
elicit all
relevant
adverse
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Seale et al.
2004

Flather et al.
2006

Rothwell et al. 2006

Dekkers et al.
2009

Julian et al.
1997
events and
side-effects of
treatment?
Coverage of all
relevant
outcomes
(adverse
events and side
effects).

Green et al. 2006

Conclusion
Consideration
of the study
findings in the
context of other
available
evidence.
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Annexe 5. Questions developed by PHARMAC to
address the applicability of evidence
PHARMAC has phrased in its’ guideline the following questions to assess the applicability of the
clinical trial data (PHARMAC, 2010):
 Patient population: Was the patient population in the trial similar to those considered for
funding?
 Comparator: Was the comparator consistent with current clinical practice in New Zealand?
Dose, formulation and administration regimen: Were these consistent with recommended
treatment regimes in New Zealand?
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The primary objective of EUnetHTA JA1 WP5 methodology guidelines is to focus on
methodological challenges that are encountered by HTA assessors while performing a rapid
relative effectiveness assessment of pharmaceuticals.
This guideline “Levels of evidence: Internal validity (of randomized controlled trials)”has been
elaborated by experts from CAST/SDU and IQWiG, reviewed and validated by all members of
WP5 of the EUnetHTA network; the whole process was coordinated by HAS. As such the guideline
represents a consolidated view of non-binding recommendations of EUnetHTA network members
and in no case an official opinion of the participating institutions or individuals.
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Summary and recommendations
Summary
Internal validity describes the extent to which the (treatment) difference observed in a trial (or a
meta-analysis) is likely to reflect the ‘true’ effect within the trial (or in the trial population) by
considering methodological quality criteria. Because the ‘truth’ can never be assessed, it is more
appropriate to speak of the potential for or risk of bias.
The present guideline focuses on the assessment of the risk of bias of randomized controlled trials
(RCTs), the most relevant trials for relative effectiveness assessment (REA) of pharmaceuticals.
The quality assessment of non-randomized and diagnostic accuracy studies will be elaborated in
separate guidelines. Likewise, a separate guideline deals with the problem of assessing
applicability.
Over the years, the Cochrane Collaboration has developed an elaborate framework to assess the
risk of bias in RCTs (Higgins et al. 2011). This framework aims to inform readers of systematic
reviews about the trustworthiness of the results. It is based on both theoretical considerations and
empirical evidence of 5 major types of bias. It can be regarded as a generally accepted standard,
or ‘gold standard’, and its use has been advocated by a number of HTA agencies active in
EUnetHTA. Hence, for the present guideline it is appropriate not to conduct an extensive literature
search and to refer mainly to the Cochrane risk of bias tool.
The different types of potential bias can be separated into at least 6 categories: selection,
performance, detection, attrition, reporting, and other sources of bias. With regard to these
different types of bias and the strategies used in clinical trials to protect from such bias, the
Cochrane Handbook for Systematic Reviews of Interventions (‘Cochrane Handbook’) specifies the
following 7 relevant domains for the assessment of the risk of bias: random sequence generation,
allocation concealment, blinding of participants and personnel, blinding of outcome assessment,
incomplete outcome data, selective reporting, and other sources of bias (Higgins & Green 2011).
The risk of bias should be assessed on 2 levels, i.e. firstly, on a (general) study level, and
secondly, on an outcome level. For example, selection and performance bias threaten the validity
of the entire study, while the other types of bias may be outcome specific. The risk of bias is then
categorized into 3 groups: low risk of bias, high risk of bias, and unclear risk of bias.
There are at least 4 options to deal with the risk of bias: (i) rely only on studies with a low risk of
bias; (ii) perform sensitivity analyses according to the different risk of bias categories; (iii) describe
the uncertainty with regard to the different levels of risk of bias, so that subsequent decisions can
be made considering this uncertainty; (iv) combine option (ii) and (iii).
If an REA is not or not fully based on primary studies, but rather on systematic reviews (e.g. due to
limited resources), it is also necessary to assess whether the underlying systematic review(s)
has/have only minimal methodological flaws. Various instruments exist to assess the quality of
systematic reviews (Shea et al. 2007). However, only a minority of these instruments are formally
validated, widely used, and focused on methodological quality rather than on reporting quality. If an
REA is to be performed on the basis of systematic reviews rather than on primary studies, it is
strongly recommended that the methodological quality of the underlying reviews is assessed,
either by the Oxman and Guyatt index (Oxman & Guyatt 1991), or by ‘A Measurement Tool to
Assess Systematic Reviews’ (AMSTAR) (Shea 2007). If the quality does not exceed a prespecified threshold (e.g. at least 5 of 7 possible points in the overall assessment of the Oxman and
Guyatt index), the corresponding systematic review should not be used as a basis for the REA. It is
then necessary to conduct a separate systematic review for the underlying research question (with
an assessment of the internal validity of the identified primary studies according to this guideline).
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Recommendations
Recommendation 1
Use the risk of bias concept of the Cochrane Collaboration to assess the internal validity
of RCTs within an REA. Chapter 8 and table 8.5.d of the Cochrane Handbook (Higgins
& Green 2011) provide detailed guidance.
Recommendation 2
Provide appropriate training and clear and consistent decision rules to achieve
acceptable reproducibility of the risk of bias assessments. The use of standardized
extraction sheets is also recommended.
Recommendation 3
Within an REA, specify in advance how to deal with studies with a high or unclear risk of
bias. There are at least 4 options: (i) rely only on studies with a low risk of bias; (ii)
perform sensitivity analyses according to the different risk of bias categories; (iii)
describe the uncertainty with regard to the different levels of risk of bias, so that
subsequent decisions can be made considering this uncertainty; (iv) combine option (ii)
and (iii).
Recommendation 4
Use a validated tool to assess the methodological quality of systematic reviews: the
Oxman and Guyatt index (Oxman & Guyatt 1991, Jadad & Murray 2007) and the
AMSTAR instrument (Shea et al. 2007) are recommended. Both instruments are useful,
without a preference for either one.
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1. Introduction
1.1. Definitions


Internal validity: the extent to which the (treatment) difference observed in a trial is likely
to reflect the ‘true’ effect within the trial (or in the trial population) by considering
methodological criteria.



Bias: a systematic error in an estimate or an inference. Because the results of a study may
in fact be unbiased despite a methodological flaw, it is appropriate to consider risk of bias
(Higgins & Green 2011).



Relative effectiveness: can be defined as the extent to which an intervention does more
good than harm, compared to one or more intervention alternatives for achieving the
desired results, when provided under the usual circumstances of health care practice
(Pharmaceutical Forum 2008).



Systematic reviews: publications that summarize and assess the results of primary
studies in a systematic, reproducible, and transparent way.



Health technology assessment: a multidisciplinary process that summarizes information
about the medical, social, economic and ethical issues related to the use of a health
technology in a systematic, transparent, unbiased, robust manner. Its aim is to inform the
formulation of safe, effective, health policies that are patient focused and seek to achieve
best value (EUnetHTA 2012).



(Single) Rapid assessment of relative effectiveness of pharmaceuticals: defined as
rapid assessment of a new technology at the time of introduction to the market and
comparing the new technology to standard care. This will be referred to hereafter as the
Rapid Assessment.



Full assessment of relative effectiveness of pharmaceuticals: defined as full
assessment (non-rapid) of (all) available technologies for a particular step in a treatment
pathway for a specific condition. This will be referred to hereafter as the Full Assessment.
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1.2. Context
1.2.1. Problem statement
To what extent can it be assessed whether the data from a study (e.g. an RCT) or a collection of
studies (e.g. a meta-analysis within an REA) are likely to reflect the ‘truth’ by considering
methodological quality criteria? This is essential to allow conclusions about the certainty (or
uncertainty) of results for subsequent support of decision-making processes.

1.2.2. Discussion (on the problem statement)
Internal validity describes the extent to which the (treatment) difference observed in a trial (or a
meta-analysis) is likely to reflect the ‘true’ effect within the trial (or in the trial population) by
considering methodological quality criteria. Because the ‘truth’ can never be assessed, it is more
appropriate to speak of the potential for or risk of bias. Internal validity has to be differentiated
from external validity – or better – applicability, which is the topic of a separate guideline.
Over the years, the Cochrane Collaboration has developed an elaborate framework to assess
the risk of bias in RCTs (Higgins et al. 2011). This framework aims to inform readers of systematic
reviews about the trustworthiness of the results. It is based on both theoretical considerations and
empirical evidence of the potential impact of the different types of bias. It can be regarded as a
generally accepted standard, or ‘gold standard’, and its use has been advocated by a number of
HTA agencies active in EUnetHTA. Hence, for the present guideline it is appropriate not to conduct
an extensive literature search and to refer mainly to the Cochrane risk of bias tool.
Another important framework for the assessment of the quality of evidence was developed by the
GRADE (Grading of Recommendations Assessment, Development and Evaluation) working group.
This framework combines aspects of both internal and external validity, but also of the precision of
estimates, the magnitude of effects, and the consistency of results within one single approach to
grade the ‘quality of the body of evidence’. Because the scope of the GRADE approach goes
beyond the assessment of the single domain ‘internal validity’ or ‘risk of bias’, the present guideline
focuses on the Cochrane risk of bias tool. Nevertheless, the concept of risk of bias is incorporated
within the GRADE framework, so that there is virtually no difference in assessing ‘internal validity’
between the 2 approaches.
The current guideline focuses on the assessment of the risk of bias of RCTs, the most relevant
trials for REA of pharmaceuticals; non-randomized studies – if used for the evaluation of effects of
interventions within the REA – inevitably carry a high risk of selection bias and subsequent
confounding. Furthermore, non-randomized studies are mostly unblinded, and the intention-to-treat
(ITT) principle is even more difficult to realize. Nevertheless, it is useful to assess the quality of
evidence from non-randomized studies if the decision was made to include those studies in an
REA, notably a full assessment. The quality assessment of non-randomized studies goes beyond
the risk of bias assessment of RCTs, because special attention has to be paid to whether and how
possible confounders were dealt with in the absence of randomization (e.g. pre-definition of
possible confounders, adjustment procedures, matching, etc.). Moreover, there are many types of
non-randomized studies (e.g. [observational] cohort studies, case-control studies, uncontrolled
before-after studies, interrupted-time-series studies, and [interventional] controlled trials using
other allocation strategies than randomization), which may require different instruments for
assessing internal validity. The quality assessment of non-randomized studies will therefore be
elaborated in a separate guideline, the scope of which will also cover rapid and full assessment of
non-pharmaceutical (interventional) health technologies.
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1.3. Scope/Objective(s) of the guideline
The guideline aims to provide recommendations for the assessment of the internal validity of RCTs
whose purpose is the determination of the relative effectiveness of pharmaceuticals. It does not
aim to provide recommendations for the quality assessment of non-randomized studies or
diagnostic accuracy studies. Both issues will be addressed in separate guidelines. Likewise, a
separate guideline deals with the problem of assessing applicability. However, some
recommendations are given for the case when an REA is not or not fully based on primary studies,
but rather on one or more systematic review(s).
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1.4. Related EUnetHTA documents
This guideline should be read in conjunction with the following documents:
1. EUnetHTA guideline on levels of evidence: applicability of evidence in the context of a
relative effectiveness assessment of pharmaceuticals

EUnetHTA – European network for Health Technology Assessment
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2. Analysis and synthesis of literature
2.1. Analysis of the literature
Because the Cochrane risk of bias tool can be regarded as a generally accepted standard, it is
largely referred to in the subsequent sections, and an extensive literature search was not
conducted.

2.2. Summary of the results
2.2.1. Types of bias
The different types of possible bias can be separated into at least 6 categories:
-

selection bias,

-

performance bias,

-

detection bias,

-

attrition bias,

-

reporting bias,

-

other sources of bias.

Selection bias may arise if patient characteristics are (relevantly) different between the treatment
groups to be compared. If such a characteristic is related both to the outcome(s) of interest and the
selection of treatment, then it is a confounder. If confounding takes place, group differences with
respect to the outcome(s) of interest cannot be definitely separated between an effect generated
by the treatment or by confounding. In addition, observed treatment differences may be diminished
by confounding.
Selection bias can be minimized if the allocation of the patients to the treatment groups occurs by
chance, which will be guaranteed by true randomization. Randomization itself has 2 important
components: the generation of the random allocation sequence and the concealment of the
allocation before inclusion of patients in a trial. If the allocation sequence is known to the person
who decides on the inclusion of patients in the trial before inclusion, selective non-inclusion of
patients who in fact fulfil the in- and exclusion criteria may occur. One of the first metaepidemiological studies investigating the empirical evidence of bias observed clearly exaggerated
treatment effect estimates in trials with inappropriate or even unclear concealment in comparison
to those with adequate concealment (Schulz et al. 1995). In similar meta-epidemiological studies,
however, this exaggeration decreased over time (Herbison et al. 2011). Nevertheless, trials with
clearly inadequate concealment (e.g. alternate allocation by day of week or year of birth) are
regarded as not truly randomized by many HTA agencies and therefore excluded from the pool of
genuine RCTs.
Performance bias may arise if the concomitant care of patients within a study is different between
the treatment groups. Possible performance bias can be decreased by keeping the applied
treatment of interest blinded during the trial. Blinding is possible for different players within a trial:
treating physicians, other caregivers, patients, and outcome assessors. If nobody knows the
applied treatments, the study is often designated as a double-blind trial. 1 However, it should be
noted that there is not a real common understanding of the term ‘double blinding’. In some cases
trials are designated as double blind only because 2 parties (e.g. the patients and the outcome
assessors) are blinded, while others (e.g. the treating physicians) are in fact not. The term ‘single
blind’ is used for studies where subjects, but not investigators or outcome assessors, are blinded.

1

The term ‘triple-blind’ is sometimes used if it is intended to highlight that the persons who are involved in
data management (i.e., data managers and biostatisticians) are also kept blinded.
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A trial without any blinding is usually designated as an open (label) trial. However, if the ideal of
total blinding cannot be achieved (e.g. because of typical side effects), it is often possible to keep
single players blinded, e.g. the patients or the outcome assessors.
Detection bias may arise if the outcomes of interest are differently assessed between treatment
groups – consciously or subconsciously. Like performance bias, the risk of detection bias can be
minimized by blinding. Again, if ‘double blinding’ cannot be achieved, it is usually possible to keep
the outcome assessors blinded. The necessity for blinding will mostly depend on the nature of the
outcome of interest: while it is mandatory for a proper assessment of so-called subjective
endpoints (e.g. patient-reported outcomes such as pain or quality of life) (EMA 2005, FDA 2009), it
may be less critical if so-called objective endpoints such as mortality are assessed.
There is definite empirical evidence that unblinded or inadequately blinded trials carry a high risk of
bias for subjective outcomes (Wood 2008, Hróbjartsson 2012). It should be noted that many
investigator-assessed outcomes also have a subjective component, for example, if interpretation of
imaging is essential for determining the outcome. Outcome assessment by independent (and – if
possible – blinded) adjudication committees is a helpful design instrument in such situations (e.g.
central independent adjudication committee review of radiographic images to determine whether
the pre-defined definition of an outcome/adverse event was fulfilled). Furthermore, the occurrence
of an event (e.g. progression of a disease) or time to this event is sometimes the outcome of
interest or part of the outcome of interest. If some specific investigations at follow-up(s) are
necessary to assess this event in such a situation (e.g. assessment of progression-free survival in
oncology), it is essential to guarantee some standardization and ensure that the timing of followup(s) is equal between the treatment groups in open trials (EMA 2011).
Attrition bias may arise if an important proportion of patients are lost for the statistical analysis
due to different reasons, e.g. lost to follow-up, withdrawals, missing values or protocol violations.
Such reasons carry a potential bias, because they have the risk of being related to both the
characteristics of patients relevant for the outcome of interest and the applied treatment, and
therefore may introduce selective attrition in the analysed population.
For example, analyses of outcomes might be considered as invalid if more than 30% of patients
are not included, or if the difference in excluded patients exceeds the absolute value of 15%.
However, even smaller proportions of excluded patients may lead to serious bias, if the group
difference is small and potentially outweighed by the proportions of excluded patients. For binary
outcome data it can be generally stated that the importance of particular rates of excluded patients
is dependent on the relation between the number of excluded patients and the number of events in
the intervention and control groups. Similar considerations can be made for continuous outcomes.
This means that the above-mentioned thresholds for an ‘acceptable’ exclusion rate (30%) or
difference in exclusion rates (15%) should be understood as an initial approximation. In certain
circumstances deviations above or below these figures may be appropriate.
The most important instrument to deal with possible attrition bias is the ITT principle, i.e. the
principle of analysing all patients within a trial according to their allocated treatment group.
However, this principle is often difficult to apply, because in nearly every trial missing values for the
outcomes of interest occur. Therefore, it is sometimes necessary to apply a strategy for the
replacement of missing values to enable an ITT analysis. However, such replacement strategies
themselves carry a risk of bias. So it is important to apply a replacement strategy that does not
lead to anti-conservative treatment effect estimates, i.e. in the direction of the statistical alternative
hypothesis.
It should be noted in this respect that ‘conservatism’ does not mean the same in superiority and
non-inferiority (or equivalence) trials: in a superiority trial a replacement strategy which diminishes
group differences (e.g. by assigning all lost patients to ‘failures’ or ‘successes’) may lead to a
conservative estimate (in favour of the null hypothesis), while the same strategy may lead to an
anti-conservative estimate (in favour of the alternative hypothesis) in non-inferiority or equivalence
trials. Therefore, replacement strategies should be adapted to the underlying research hypothesis
(Lange 2001).
However, the corresponding ‘behaviour’ of replacement strategies depends also on drop-out
mechanisms and the (natural) course of the disease (Unnebrink & Windeler) as well as on the
EUnetHTA – European network for Health Technology Assessment
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influence of the strategy on variance estimates by increasing or decreasing the variance.
Sensitivity analyses are in general useful in assessing whether the results are robust if different
replacement strategies are applied. Pre-specification of sensitivity analyses avoids data-driven
selection of corresponding strategies. However, such a pre-specification may not always be
possible or useful.
A widely ignored problem is the – often inadequate – reporting of loss to follow-up information in
trials with time-to-event outcomes. It is essential to evaluate the censoring pattern across and
between the treatment groups. If informative censoring occurs – i.e. if censoring is related to the
outcomes of interest, the estimates of event rates and effect estimates are usually biased.
Reviewers are encouraged to assess the consistency of loss to follow-up information, because in a
recent survey of published articles reporting time-to-event outcomes it was shown that less than
half of the articles reported consistent loss to follow-up information. Definitely inconsistent loss to
follow-up information was presented in 15% of the articles; in about half of these a substantial
change in results occurred when censored observations, which were not reported as censored in
the article, were imputed (Vervölgyi et al. 2011).
Reporting bias may arise if - depending on the type of results - the results of a whole study are
published (or not published) or if certain outcomes within a published study are selectively reported
(or not reported): the first is typically designated as ‘publication bias’, while the latter is referred to
as ‘outcome reporting bias’ (Cochrane Handbook, Dwan et al. 2008). Non-reporting of studies and
outcomes is typically associated with negative results, i.e. there is a tendency not to report them at
all, or to report them at a later point in time; the opposite applies to positive results (Song et al.
2010). Publication bias affects the validity of a given HTA and should therefore be considered
when assessing the strength of evidence from an HTA. Outcome reporting bias might affect the
internal validity of results from a given study and should therefore be evaluated as part of the risk
of bias assessment. A meta-epidemiological study confirmed that outcome reporting bias is a real
and serious problem, and that it has obviously been under-recognized in the past (Kirkham et al.
2010).
Besides non-reporting of outcomes, another danger is that outcome definitions (e.g. according to
the operationalization of the outcome itself, the time point of assessment, the definition of cut-off
points, etc.) are changed after the opening of the randomization code. Such changes obviously
bear a high risk of being data-driven (Mathieu et al. 2009). Possible strategies to detect reporting
bias are to search for completely unpublished studies in trial registries and to compare the original
study protocol, the statistical analysis plan or entries in a trial registry with the actually reported
outcomes, analyses, and data.
Other sources of bias may arise due to other reasons and in special circumstances. Examples
are given below.

2.2.2. Assessment
With regard to the above mentioned types of bias and the strategies used in clinical trials to protect
from such bias, the Cochrane Handbook specifies the following 7 relevant domains for the
assessment of the risk of bias:
-

random sequence generation (selection bias),

-

allocation concealment (selection bias),

-

blinding of participants and personnel (performance bias),

-

blinding of outcome assessment (detection bias),

-

incomplete outcome data (attrition bias),

-

selective reporting (reporting bias), and
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-

other sources of bias, e.g. the post-hoc (potentially data-driven) definition of outcomes (e.g.
the definition of the components of a composite outcome), the use of non-validated
measurement instruments, or an incorrect statistical analysis. 2

The risk of bias should be assessed on 2 levels, i.e. firstly, on a general study level, and
secondly, on an outcome level. For example, possible selection and performance bias threaten the
validity of the whole study, while the other types of possible bias may be outcome specific. The risk
of bias may then be categorized into 3 groups:
-

low risk of bias,

-

high risk of bias, and

-

unclear risk of bias.

A low risk of bias concerning allocation concealment, for example, can be assumed if a central
allocation procedure (e.g. telephone randomization) was used in an open-label trial. Investigators
are by definition kept blinded to the allocated treatment before enrolling patients into a trial when
patients are to be enrolled centrally. If, however, only insufficient information with regard to the
allocation procedure is provided, the risk of bias may be judged as ‘unclear’ or even ‘high’.
If only insufficient information on specific domains is provided in the publications, in general the
risk of bias remains ‘unclear’. However, for the domains addressing selection bias (random
sequence generation and allocation concealment), insufficient information may ultimately lead to a
high risk of bias (see next paragraph), so that no ‘unclear’ category remains. In addition, there may
be indications or no indications of ‘other sources of bias’, but no ‘unclear’ indications.
Besides the risk of bias assessment of individual domains, it may be appropriate to come to an
overall conclusion across domains. There is no simple rule as to how to combine the assessments
of the single domains into one overall conclusion. However, some general rules may be
considered: In IQWiG reports, for example, unclear 3 allocation concealment leads to an overall
high risk of bias in an open-label study. Another example: If patients are unblinded, patientreported outcomes generally carry a high risk of bias.
The HTA assessors and readers of the present guideline are strongly encouraged to look for
further details in the Cochrane Handbook. Very helpful support for judgment is given in the
handbook (chapter 8, in particular chapter 8.5 and table 8.5.d). In addition, Annexe 2 provides a
proposal for a standardized extraction sheet with instructions for completion. Furthermore, Annexe
3 provides an example of a risk of bias assessment from an IQWiG report.

2.2.3. Dealing with risk of bias
There are different strategies to deal with the risk of bias. The most stringent way is to include only
outcome-specific results with a low risk of bias in a systematic review or an HTA or in metaanalyses, if a statistical pooling of the results is appropriate. This has the advantage of being as
confident as possible about the findings of the evidence synthesis. However, a disadvantage of
such a strategy is that the evidence base and subsequently the precision of the effect estimates
will be reduced.

2

There is an ongoing debate on whether studies that were stopped early for benefit carry a relevant risk of
bias – despite the use of appropriate stopping rules – or not (Basler 2010, Goodman 2010). Hence, such
studies are not given here as an example of ‘other sources of bias’. While the Cochrane Collaboration does
not regard stopping early for benefit (by using appropriate stopping rules) as an example of risk of bias
(Cochrane Handbook), it is adopted in the GRADE framework. However, to be clear: a trial stopped early
without appropriate stopping rules inevitably carries a high risk of bias. In addition, stopping a trial early on
the basis of a certain short-term endpoint (e.g. a surrogate) may decrease the interpretability of long-term
endpoints (e.g. survival) due to unblinding and crossing-over.
3
According to IQWiG’s methods (IQWiG 2011a), trials with inadequate allocation concealment are regarded
to be non-randomized.
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Another option is to perform sensitivity analyses according to the risk of bias categories. If
estimates from study results with a high or unclear risk of bias do not substantially differ from those
with a low risk of bias, it may increase confidence in the overall evidence base and allow pooling.
Such an approach acknowledges that the results of a study may in fact be unbiased, despite a
methodological flaw.
However, this option creates a problem: Different statistical approaches exist to assess the
heterogeneity of effect estimates between study results, e.g. the I2-statistic, or a formal statistical
test on interaction. In addition, there is no general agreement on which approach is the most
appropriate one, or even on thresholds defining low and high heterogeneity. Furthermore, the
results of these statistical methods depend on the number of studies and the number of
participants within the single studies. For this reason, it is useful to specify the way of dealing with
heterogeneity in advance in the protocol for a systematic review or HTA. For example, some HTA
organizations allow statistical pooling if the Cochrane Q statistics provides a p-value above 0.2. If
this is the case, it is assumed that results from studies with a low or high or unclear risk of bias are
not too different.
A third option is to describe the uncertainty with regard to the different levels of risk of bias, so that
subsequent decisions can be made considering this uncertainty. Again, the Cochrane Handbook
gives some support for interpretation. For example, a low risk of bias is interpreted as ‘plausible
bias unlikely to seriously alter the results’. To have a low risk of bias across studies, most
information has to originate from studies with an outcome-specific low risk of bias. However, again
it is not specified how ‘most information’ is defined. Nevertheless, it is recommended to consult the
Cochrane Handbook, in particular chapter 8.7 and table 8.7a.
Some HTA agencies differentiate between the uncertainty with regard to study results (e.g. low
uncertainty: RCT with a low risk of bias; moderate uncertainty: RCT with a high risk of bias; high
uncertainty: non-RCT [IQWiG 2011a]) and the requirements for conclusions on the evidence base
(e.g. ‘proof’ > ‘indication’ > ‘hint’ of the benefit or harm of an intervention [IQWiG 2011a]). For
derivation of ‘proof’, in general results from at least 2 independent trials are required, with mostly
high certainty (or low uncertainty) of results, and with effect estimates in the same direction.
Appendix 4 provides an example of how to deal with the risk of bias.

2.2.4. Systematic reviews
Systematic reviews identify, assess and summarize the evidence from one or several study types
that can provide the best answer to a specific and clearly formulated question.
For systematic reviews of the effects of medical interventions, it is generally acknowledged that
RCTs provide the most reliable answers. However, for other questions such as aetiology,
prognosis or the qualitative description of patients’ experiences, the appropriate evidence base for
a systematic review will consist of other primary study types (Glasziou et al. 2004).
Systematic reviews are non-experimental studies whose methods aim to minimize systematic
errors (i.e. bias) on every level of the review process (Cochrane Handbook).
In case an REA is not or not fully based on primary studies, but rather on a single systematic
4
review or on several systematic reviews , it is necessary to assess whether the underlying
systematic review(s) has/have only minimal methodological flaws.
Various instruments exist to assess the quality of systematic reviews (Shea et al. 2007). However,
only a minority of these instruments are formally validated, widely used, and focused on
methodological quality rather than on reporting quality.
One of the rare instruments which is formally validated and provides a definition of
(methodological) quality is the Overview Quality Assessment Questionnaire (OQAQ), also known

4

e.g. due to limited resources.
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as the Oxman and Guyatt index (Oxman & Guyatt 1991). A further development is the AMSTAR
instrument, which is based on the Oxman and Guyatt index and another checklist, and also
includes additional items judged to be of actual methodological importance by experts (Shea
2007). The AMSTAR tool has also been formally validated, but is open to further improvement by
advances in empirical methodological research – as acknowledged by the authors of the
instrument. Both instruments focus on the (systematic) literature search, on criteria for the
inclusion of primary studies, the methods for assessing the quality (i.e. internal validity) of the
primary studies, and the methods for combining results. The AMSTAR tool additionally addresses
possible publication bias and the handling of potential conflicts of interest of both the authors of the
primary studies and those of the systematic review.
According to the Oxman and Guyatt index, systematic reviews are regarded to be of sufficient
quality if they have been awarded at least 5 of 7 possible points in the overall assessment, which is
performed by 2 reviewers independently of one another. No such threshold is defined for the
AMSTAR Instrument and therefore should, if appropriate, be defined beforehand.
If an REA is to be performed on the basis of systematic reviews rather than on primary studies, it is
strongly recommended to assess the methodological quality of the underlying reviews, either by
the Oxman and Guyatt index or by the AMSTAR instrument.
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3. Discussion
The certainty of results is an important criterion for the inference of conclusions on the evidence
base for an REA. This certainty has both a quantitative and qualitative component. Internal validity,
and hence the present guideline, deals with the qualitative component. The qualitative uncertainty
of results is determined by the study design, from which evidence levels can be inferred. Nonrandomized studies, for example, inevitably carry a high risk of bias. However, this uncertainty is
also determined by (outcome-related) measures for further prevention or minimization of potential
bias, which must be assessed depending on the study design. Such measures include, for
example, the blinded assessment of outcomes, an analysis based on all included patients
(potentially supported by the application of adequate replacement methods), and, if appropriate,
the use of valid measurement instruments.
The recommendations of EUnetHTA for assessment of internal validity of a variety of study
designs rely heavily on the latest edition (March 2011) of the Cochrane Handbook. This Handbook
is regarded as representing the ‘gold standard' and its use has been advocated by a number of
HTA agencies active in EUnetHTA. The emphasis is on a risk of bias approach based on the
following 7 principles (Higgins et al 2011):
-

(1) Do not use quality scales

-

(2) Focus on internal validity

-

(3) Assess the risk of bias in trial results, not the quality of reporting or methodological
problems that are not directly related to risk of bias

-

(4) Assessments of risk of bias require judgement

-

(5) Choose domains to be assessed based on a combination of theoretical and empirical
considerations

-

(6) Focus on risk of bias in the data as presented in the review rather than as originally
reported

-

(7) Report outcome-specific evaluations of risk of bias

A short rationale for each of these principles can be found in the original publication of Higgins et
al. 2011, so it is not repeated here.
However, some of these principles warrant discussion. Firstly, the use of scales and checklists to
assess the internal validity of studies is actively discouraged (principle 1). Nevertheless, some of
the better instruments in these categories have in common that they are based on formal scale
development methods. But even so, it has been increasingly acknowledged that their choice and
combination is by definition arbitrary. For example, with regard to the influential Jadad scale, the
developers (Jadad and Enkin 2007) themselves noticed that their scale was not the only way to
assess trial quality, nor always the most appropriate one. At the same time the authors noticed
that it was the most widely used scale and appeared to produce robust and valid results in an
increasing number of studies. There are reasons to believe that this scale is still widely used in
HTA agencies; this should change.
Occasionally, the original scale was modified to better suit local use. For example, the New
Zealand Pharmaceutical Management Agency PHARMAC uses a version of the Jadad scale that
is modified on the basis of the sources of bias listed by the Cochrane Handbook (PHARMAC
2005). Jadad and Enkin also indicate that the Jadad scale should not be used in isolation. It
should, according to the authors, always be complemented with separate assessments of any
components for which there is empirical evidence of a direct relationship with bias.
A related methodological discussion that used to play a role in the choice of instruments is the
principal choice between scales and checklists, with checklists often deemed superior in the quality
assessment of RCTs (e.g. Jüni et al. 2001).
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Principle 3 (do not assess the quality of reporting) is also somewhat problematic, as certain
guidelines (statements) for reporting have often been claimed to be a helpful tool in assessing the
internal validity of studies. The most relevant examples include guidelines for reporting of RCTs
(the Revised CONSORT Statement, with a couple of extensions) (e.g. Schulz et al 2010),
systematic reviews and meta-analyses (the PRISMA Statement) (Moher et al. 2009), as well as
guidelines for reporting observational studies (the STROBE Statement) (von Elm et al. 2007). The
probability of retrieving relevant information in terms of risk of bias is higher for designs for which
reporting guidelines have been in place longer. High-quality reporting, however, should not be
confused with low risk of bias.
Although the Cochrane risk of bias approach can be regarded as state of the art, it should be noted
that the tool is far from being perfect. In recent evaluations the inter-rater agreement on individual
domains of the risk of bias tool varied between ‘slight’ and ‘substantial’ across domains (Hartling
2009, Hartling 2011). As expected, aspects requiring more judgment (e.g. selective outcome
reporting) resulted in a low(er) inter-rater agreement. Nevertheless, the overall risk of bias
assessment was able to differentiate treatment effect estimates (Hartling 2009). Appropriate
training and clear and consistent decision rules are necessary to achieve acceptable
reproducibility.
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4. Conclusion
It is recommended that HTA assessors use the Cochrane risk of bias tool as an instrument to
evaluate the internal validity of a study. Risk of bias has several domains and should be judged
both on a study level and an outcome level. If an REA is not or not fully based on primary studies,
but rather on systematic reviews (e.g. due to limited resources), it is also necessary to assess
whether the underlying systematic review(s) has/have only minimal methodological flaws. It is
recommended to use the Oxman and Guyatt index or the AMSTAR instrument for this purpose.
Within an REA, HTA assessors should specify in advance how to deal with studies with a high or
unclear risk of bias or systematic reviews with methodological shortcomings. Appropriate training
and clear and consistent decision rules are necessary to achieve acceptable reproducibility when
using these instruments.
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Annexe 1. Methods of documentation and selection
criteria
Because the Cochrane risk of bias tool can be regarded as a generally accepted standard, an
extensive literature search was not conducted.
While it was not the original scope of this guideline to give recommendations on the quality
assessment of systematic reviews, it nevertheless appeared to be appropriate to do so during the
writing process. As far as the authors of this guideline know, only 2 instruments exist which are
formally validated and are focused on methodological quality rather than on reporting quality: the
Oxman and Guyatt index, and the AMSTAR instrument. Therefore an extensive literature search
was not conducted.
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Annexe 2. Proposal for a standardized risk of bias
assessment
Criteria to assess the risk of bias in results
The extent of risk of bias in results should be estimated on the basis of the assessment of the
following criteria (A: across outcomes; B: outcome-specific).

A: Aspects of the risk of bias in results at study level
A.1 Was the generation of the randomization sequence adequate?
There is no answer option ‘no because in this case the trial would be classified as ‘nonrandomized’.
yes: Group allocation was purely random and generation of the allocation sequence is described
and is suitable (e.g. computer-generated list).
unclear: Although the trial is described as randomized, information on the generation of the
allocation sequence is missing or is not accurate enough.
if unclear, please give reasons for the classification (mandatory):

A.2 Allocation concealment
Procedure that ensures that the allocation of patients to the various study groups is not known to
the persons who authorize the allocation or decide upon the inclusion of patients. There is no
answer option ‘no’ because in this case the study would be classified as ‘non-randomized’.
yes: One of the following characteristics applies:
 Allocation by central, independent entity (e.g. by telephone or computer)
 Use of drugs (or drug containers) of identical appearance, numbered or coded for patients and
the medical staff
 Use of a serial numbered, sealed and opaque envelope containing the group allocation.
unclear: Information on the methods for concealing the group allocation is missing or not
accurate enough.
if unclear, please give reasons for the classification (mandatory):

A.3 Blinding of patients and medical personnel
Patient
yes: Patients were blinded.
unclear: There is no information on this point.
no: It is clear from the information that patients were not blinded.
Please give reasons for the classification (mandatory): (e.g. use of double-dummy technique)
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Medical personnel and other staff
yes: Medical personnel treating the patient were blinded as to the treatment. If it is obviously
impossible, e.g. in surgical procedures, to blind the primary person responsible for treatment
(surgeon), it is assessed whether a suitable blinding of other staff involved in the treatment (e.g.
nursing staff) took place.
unclear: There is no information on this point.
no: It is clear from the information that patients were not blinded.
please give reasons for the classification (mandatory):

A.4 Was the reporting of all relevant outcomes independent of the results?
Considerable bias can occur if the reporting of the result on an outcome depends on the nature of
the result. Depending on the result, (a) reporting may be omitted, (b) the degree of detail may vary,
or (c) the way of reporting may deviate from that originally planned.
Examples of a and b:





The primary outcome named in the sample size calculation is not/is inadequately
reported in the results section.
(Significant) results of not previously defined outcomes are reported.
Only statistically significant results are shown with estimates and CIs.
Only individual items of a score named in the methods section are reported.

Examples of c: Selective reporting of components of the analysis:







Subgroups,
Times/periods,
Definition of outcome criteria (e.g. end-of-study value reported instead of change from
baseline value; use of categorical instead of continuous values),
Distance measures (e.g. odds ratio instead of risk difference),
Cut-off points for dichotomization,
Statistical methods.

To estimate potential selective reporting, the following points should be considered where possible:
 Comparison of the information in the main publication with that of other sources (trial
protocol/registry report, additional publications, abstracts).
 Comparison of the information in the methods section with that in the results section. In
particular, unless a plausible and results-independent reason is given, an actual sample
size that differs markedly from that calculated is indicative of a selective termination of
the study.
Permissible reasons are:


Recognizably not results-driven, e.g. patient recruitment too slow
Sample size adjustment due to a blinded interim analysis on the basis of the
scattering of the sample.
 Planned interim analyses that led to a premature termination of the study.
Check whether statistically non-significant results are reported in less detail.
If applicable, check whether ‘usual’ outcomes are not reported.





It should be noted that indications of selective reporting of a particular outcome may also apply to
other outcomes and thus increase the risk of bias in results for these outcomes too. This may
especially apply to cases where it is suspected that the results for individual outcomes have
selectively not been reported. However, selective reporting of the results for an outcome that
differs from the planned reporting does not inevitably lead to an increase in a risk of bias for other
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outcomes; in this case, any selective reporting is to be entered under Point B.3 specifically for
each outcome (see below).
In addition, it should be pointed out that the reporting of adverse events usually occurs in a
selective manner (only increased rates/other particularities are reported); the risk of bias for other
outcomes is not affected.
yes: Selective reporting is unlikely.
unclear: The available information does not enable this to be ascertained.
no: The data provide indications that reporting is selective and affects the risk of bias for all
relevant outcomes.
if unclear or no, please give reasons for the classification (mandatory):

A.5 Is the trial free from other aspects (across outcomes) that affect the risk of bias?
E.g.




Differing concomitant treatments between the groups outside the treatment strategies
under evaluation
Patient flow not transparent
If planned interim analyses were performed, the following points should be observed:







The methods must be described in detail (e.g. alpha spending approach according
to O’Brien Fleming, maximum sample size, planned number and time of the interim
analyses).
The results (p-value, point and interval estimate) of the outcome that led to study
termination should have been adjusted (otherwise, if applicable, to be carried out
post hoc by the responsible HTA agency).
Adjustment should then also take place if the maximum sample size was reached.
If other outcomes are correlated with the outcome that led to study termination,
these should also be adequately adjusted.

yes
no
if no, please give reasons for the classification (mandatory):

Classification of the risk of bias in results at study level:
Classification of the risk of bias in results takes account of the individual assessments of the
previous Points A.1 to A.5. A relevant bias means that the basic conclusions from the results would
be changed if the biased aspects were corrected.
low: There is a high probability that the possibility of bias in results caused by these aspects across
outcomes can be ruled out.
high: The results are possibly subject to relevant bias.
If high, please give reasons for the classification (mandatory):

EUnetHTA – European network for Health Technology Assessment

23

B: Aspects of the risk of bias in results by outcome
The following Points B.1 to B.4 are used to estimate the outcome-specific aspects for the extent of
possible bias in results. These points should generally be assessed for each relevant outcome
separately (if applicable, several outcomes can be assessed together e.g. outcomes regarding
adverse events).
Outcome: _____________________
B.1 Was the outcome assessor blinded?
Determine whether the person who assessed the outcome was blinded in relation to the treatment.
In some cases, blinding may also be required for the results of other outcomes (e.g. typical
adverse events), if knowledge of these results potentially indicates the type of administered
treatment and thus may lead to unblinding.
yes: The outcome was assessed in a blinded manner.
unclear: There is no information on this point.
no: It is clear from the information that no blinded assessment took place.
Please give reasons for the classification (mandatory)

B.2 Was the ITT (intention-to-treat) principle appropriately implemented?
Lost to follow-up patients are those in whom the outcome criteria could not be fully assessed right
up to the end of the study (e.g. because a patient withdrew his/her consent). Protocol violators
include patients who did not complete the allocated treatment according to the protocol (e.g. those
who stopped or changed treatment or who took non-permitted concomitant medication). It should
be noted that terms such as lost to follow-up and protocol violators are, however, sometimes
defined very differently in publications. In addition, terms such as drop-outs, withdrawals etc.
should be avoided as far as possible in this extraction form or precisely defined. If such patients
occur in a study, they must be adequately and fully described (reasons for discontinuation,
frequency and patient characteristics per group) or appropriately considered in the statistical
analysis (generally ITT analysis). In an ITT analysis all randomized patients are analysed
according to their group allocation (where applicable, missing values for the outcome criteria in lost
to follow-up patients must be replaced in a suitable way). It should be noted that the term ITT is not
always used in this strict sense in publications. Often only the randomized patients who at least
began the treatment and for whom at least one post-baseline value has been recorded (full
analysis set) are analysed. In justified cases, this procedure is guideline-compliant, but an
assessment of potential bias should be conducted, particularly in non-blinded studies. In
equivalence and non-inferiority studies, it is especially important that such patients are described
very precisely and the methods for taking account of these patients are shown in a transparent
manner.
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yes: One of the following characteristics applies:
 According to the publication, no protocol violators or lost to follow-up patients occurred in
relevant numbers (if applicable, to be defined in the project, e.g. non-consideration rate in the
analysis <5%), and there is no evidence (e.g. discrepant patient numbers in flow chart and
results table) to doubt this.
 The protocol violators and lost to follow-up patients are to be described in such detail (nature,
frequency and characteristics per group) that their possible influence on the results can be
estimated (independent analysis possible).
 The strategy to take account of protocol violators and lost to follow-up patients (including the
replacement of missing values, choice of outcome criteria, statistical methods) is logically
designed (does not bias the effects in favour of the treatment being evaluated).
unclear: Due to inadequate reporting, the proper handling of protocol violators and lost to followup patients cannot be assessed.
no: None of the 3 characteristics named under ‘yes’ applies.
if unclear or no, please give reasons for the classification (mandatory):

B.3 Was the reporting of this outcome independent of the results?
Note the advice on Point A.4.
yes: Selective reporting is unlikely.
unclear: No evaluation possible from the information available.
no: The data provide indications of selective reporting.
If unclear or no, please give reasons for the classification (mandatory):

B.4 Is the trial free from other (outcome-specific) aspects that affect the risk of bias?
E.g.




Relevant data inconsistencies within or between the publications (and, if applicable,
other documents).
Implausible information
Use of inadequate statistical methods
yes
no

If no, please give reasons for the classification (mandatory):
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Classification of the risk of bias in the results for this outcome:
The risk of bias is classified in conjunction with the individual assessments of the previous
outcome-specific Points B.1 to B4. and the classification of the risk of bias at study level. If the risk
of bias across outcomes was rated as ‘high’, the risk of bias for the outcome is also to be rated as
‘high’. A relevant bias means that the basic conclusions from the results would be changed if the
biased aspects were corrected.
low: There is a high probability that the results for this outcome are not subject to relevant bias
caused by outcome-specific aspects and aspects across outcomes.
high: The results are possibly subject to relevant bias.
If high, please give reasons for the classification (mandatory):
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Annexe 3. Example of a risk of bias assessment
The example is taken from an IQWiG benefit assessment of ezetimibe for hypercholesterolaemia
(IQWiG 2011b). In brief, ezetimibe (in mono- or combination therapy) was compared to treatment
with placebo or other lipid-lowering drugs, as well as to non-drug treatment options in patients with
primary hypercholesterolaemia. The focus of the assessment was on patient-relevant outcomes.
The assessment was based on RCTs with a follow-up of at least 12 months. Ezetimibe had to be
administered according to the approval status in Germany.
Two RCTs were included in this assessment: the 24-month ENHANCE study (e.g. Kastelein 2008)
and the 14-month ARBITER-6-HALTS study (e.g. Taylor 2009), which included a total of 720 and
363 patients respectively. On the basis of therapy with statins, the trials investigated the additional
administration of ezetimibe versus placebo (ENHANCE) or niacin (ARBITER-6-HALTS).
ENHANCE was a double-blind study, and randomization was based on computer-generated codes
provided to the clinical centres by a central randomization service (→ adequate generation of
randomization sequence and allocation concealment). While it was not explicitly stated in the
publications that the placebos were identical to the study drug with regard to outward appearance
and taste, it was nevertheless assumed that real double blinding was achieved (because – among
other things – in the registry entry [ClinicalTrials.gov identifier NCT00552097] it is mentioned that
subjects, investigators and outcome assessors were blinded). Selective outcome reporting was as
far as possible excluded (the clinical study report was provided by the pharmaceutical company),
and no other aspects were identified which carried a risk of bias. Hence, the risk of bias on the
study level was judged as ‘low’ (table 1). It should be noted that in IQWiG reports, incomplete
reporting of outcome data is not assessed on the study level, but only on the outcome level.
In contrast, ARBITER-6-HALTS was an open-label study. Because no details were provided in the
publications on how allocation concealment was achieved (allocation concealment unclear), the
risk of bias on the study level was judged as ‘high’ (table 1).
The risk of bias assessment on the outcome level is shown in table 2. The risk of bias on the
outcome level was assessed as ‘high’ for most outcomes of the ARBITER-6-HALTS study, mainly
because a high number of dropouts were not included in the analyses. In addition, there was an
indication of selective exclusion of patients from the analyses. Furthermore, the results for one
component of a combined endpoint were not reported, and for another outcome (health-related
quality of life) no detailed information with regard to the assessment of the outcome and the results
was provided. Both latter deficiencies represent examples of ‘other sources of bias’.
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Adequate generation
of randomization
sequence

Adequate allocation
concealment

Patient

Treating
Physician

Selective outcome
reporting unlikely

No other aspects
which increase the
risk of bias

Risk of bias – study
level

Table 1: Risk of bias – study level (table adapted from IQWiG 2011b)*

ENHANCE

yes

yes

yes

yes

yes

yes

low

ARBITER-6HALTS

yes

uncleara

no

no

yes

yes

higha

Trial

Blinding

a: No details were provided on how allocation concealment was achieved (in the open-label trial).
*The item ‘incomplete reporting of outcome data’ is missing here because it is assessed only on an outcome level in
IQWiG reports.

Cerebral

Non-cardiac and noncerebral

Cardiac

Cerebral

Non-cardiac and noncerebral

Health-related quality of life

AE

SAE

Treatment discont.
due to AEs

Morbidity

Cardiac

Mortality

Overall survival

Outcome ►

Combined endpoint (cardiac
mortality and morbidity)

Table 2: Risk of bias – outcome level (summarized assessment, table adapted from IQWiG 2011b)

ENHANCE

low

low

low

low

low

low

low

–

low

–

low

low

low

ARBITER-6HALTS

high

high

high

–

–

high

–

–

high

high

–

–

higha

Study
level

Trial▼

a,b

a,c

a,c

a,c,d

a,e

Adverse events

a: High risk of bias on study level.
b: It is unclear whether dropouts were included in the analysis (incomplete reporting of outcome data).
c: High number of dropouts not included in the analysis (incomplete reporting of outcome data); in addition,
large difference in patients not included in the analysis between treatment groups. (9 [5%] in the ezetimibe
group and 27 [14%] in the niacin group).
d: The results for one component of the combined endpoint were not reported (selective outcome
reporting).
e: No detailed information with regard to the assessment of the endpoint and results; it was only noted that
no statistically significant difference between the treatment groups was observed..
–: Endpoint was not assessed/reported.
discont.: discontinuation; SAE: severe adverse event; AE: adverse event
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Risk of bias – study
level

Blinding – outcome
assessors

ITT principle
adequately realized

Selective outcome
reporting unlikely

No other aspects
according to risk of
bias

Risk of bias –
outcome level

Table 3: Risk of bias – outcome level (overall and vascular mortality, table adapted from IQWiG
2011b)

ENHANCE

low

yes

yes

yes

yes

low

ARBITER-6HALTS

high

no

uncleara

yes

yes

higha,b

Outcome
Trial

Overall survival

Vascular mortality (cardiac)
ENHANCE

Low

yes

yes

yes

yes

low

ARBITER-6HALTS

high

noc

nod

yes

yes

highb,d

Vascular mortality (cerebral)
ENHANCE

low

yes

yes

yes

yes

low

ARBITER-6HALTS

high

–

–

–

–

–

Vascular mortality (non-cardiac and non-cerebral)
ENHANCE

low

yes

yes

yes

yes

low

ARBITER-6HALTS

high

–

–

–

–

–

a: It is unclear whether dropouts were included in the analysis
b: High risk of bias on study level.
c: Open-label trial. Clinical endpoints were adjudicated by an independent data advisory committee who
were unaware of the treatment assignments. However, it is assumed that the primary documentation of
cardiovascular events was unblinded.
d: High number of dropouts not included in the analysis; in addition, large difference in patients not
included in the analysis between treatment groups. (9 [5%] in the ezetimibe group and 27 [14 %] in the
niacin group).
–: Endpoint was not assessed/reported.
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Annexe 4. Example of dealing with risk of bias
The example is taken from an IQWiG benefit assessment of rivastigmine patch (10 cm²) and other
drugs for Alzheimer’s disease (IQWiG 2012). In brief, rivastigmine patch (10 cm²) was compared to
treatment with placebo or other drugs for Alzheimer’s disease, as well as to non-drug treatment
options in patients with mild to moderate Alzheimer’s disease. The focus of the assessment was
on patient-relevant outcomes. The assessment was based on RCTs with a follow-up of at least 16
weeks. Rivastigmine patch had to be administered according to the approval status in Germany.
Two RCTs were included in this assessment for the comparison against placebo: the 24-week,
multi-national IDEAL study (e.g. Winblad 2007) and the Japanese study D1301 (unpublished,
Novartis 2011 5 ), which included a total of 892 and 859 patients respectively 6 . The following
discussion is based on the outcome ‘cognitive function’.
Cognitive function was measured in both studies by the Alzheimer's Disease Assessment Scale
Cognitive subscale (ADAS-cog) and amongst others operationalized as ‘non-reponse’, i.e. an
improvement of less than 4 points on the ADAS-cog scale. The cut-off point of 4 is an established
threshold for non-response on the ADAS-cog scale. The risk of bias with regard to this outcome
was judged to be high for the IDEAL study and low for the study D1301. The reason for the high
risk of bias judgment for the IDEAL study was a major difference (> 5%) in the proportion of nonanalysed patients between the rivastigmine patch and placebo group.
A meta-analysis of both trials showed a statistically significant effect in favour of rivastigmine
(figure 1, p = 0.023) with no statistical heterogeneity (I² = 0%). According to the IQWiG methods, a
statistically significant effect of a meta-analysis of at least 2 studies with an outcome-specific low
risk of bias is in general necessary to derive ‘proof’ of a benefit (highest level of certainty).
Therefore, in the first instance only an ‘indication’ (middle level of certainty) of a benefit was
acknowledged, because one of the 2 studies had a high risk of bias with regard to cognitive
function.
In addition 2 sensitivity analyses were performed to evaluate the robustness of the results. In the
first sensitivity analysis all patients who were not included in the primary analysis were regarded as
non-responders (figure 2). This analysis also showed a statistically significant effect in favour of
rivastigmine (p = 0.046). In the second sensitivity analysis all patients who were not observed until
the last planned follow-up were regarded as non-responders 7 (figure 3). Here, the statistically
significant effect disappeared (p = 0.124). Therefore, it was concluded that the effect was not
sufficiently robust to derive ‘proof’ of a benefit, so that the results were still regarded as an
‘indication’ of a benefit 8 .

5

A study report was provided by Novartis for the assessment.
However, for the comparison of rivastigmine patch (10 cm²) with placebo, 595 and 575 patients were included
respectively.
7
The primary analysis used a last-observation-carried-forward (LOCF) strategy.
8
Because there was also an indication for an effect modification by older age (< / ≥ 75 years) the conclusions were
drawn separately for patients < 75 years of age (‘indication’ of a benefit) and ≥ 75 years (‘hint’ of a benefit).
6
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Rivastigmine (10 cm²) vs. placebo
Non-responders: ADAS-cog improvement < 4
Random-effects modell - DerSimonian und Laird
Rivastigmine
n/N

Placebo
n/N

IDEAL
D1301

193/263
222/268

Total

415/531

Study

OR (95%-CI)

Weight

OR

95%-CI

231/288
230/265

58.9
41.1

0.68
0.73

[0.46, 1.01]
[0.46, 1.18]

461/553

100.0

0.70

[0.52, 0.95]

0.20

0.45

1.00

In favour of rivastigmine

2.24

5.00

In favour of placebo

Heterogeneity: Q=0.06, df=1, p=0.809, I²=0%
Overall effect: Z Score=-2.27, p=0.023, Tau=0

Figure 1: Meta-analysis of rivastigmine patch (10 cm²) vs. placebo, ADAS-cog non-response. OR =
odds ratio; CI = confidence interval.

Rivastigmine (10 cm²) vs. placebo
Non-responders: ADAS-cog improvement < 4
Random-effects modell - DerSimonian und Laird
Rivastigmine
n/N

Placebo
n/N

IDEAL
D1301

223/293
241/287

Total

464/580

Study

OR (95%-CI)

Weight

OR

95%-CI

245/302
253/288

59.1
40.9

0.74
0.72

[0.50, 1.10]
[0.45, 1.16]

498/590

100.0

0.73

[0.54, 0.99]

0.20

0.45

1.00

2.24

5.00

In favour of placebo

Heterogeneity: Q=0.01, df=1, p=0.943, I²=0%
Overall effec: Z Score=-2.00, p=0.046, Tau=0

In favour of rivastigmine

Figure 2: Meta-analysis of rivastigmine patch (10 cm²) vs. placebo, ADAS-cog non-response.
Sensitivity analysis 1: Patients who were not included in the primary analysis were regarded as
non-responders. OR = odds ratio; CI = confidence interval.

Rivastigmine (10 cm²) vs. placebo
Non-responders: ADAS-cog improvement < 4
Random-effects modell - DerSimonian und Laird
Rivastigmine
n/N

Placebo
n/N

IDEAL
D1301

235/293
249/287

Gesamt

484/580

Study

OR (95%-CI)

Weight

OR

95%-CI

254/302
257/288

59.0
41.0

0.77
0.79

[0.50, 1.17]
[0.48, 1.31]

511/590

100.0

0.78

[0.56, 1.07]

0.20
Heterogeneity: Q=0.01, df=1, p=0.925, I²=0%
Overall effect: Z Score=-1.54, p=0.124, Tau=0

0.45

1.00

In favour of rivastigmine

2.24

5.00

In favour of placebo

Figure 3: Meta-analysis of rivastigmine patch (10 cm²) vs. placebo, ADAS-cog non-response.
Sensitivity analysis 2: Patients who were lost to follow-up were regarded as non-responders. OR =
odds ratio; CI = confidence interval.
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The primary objective of EUnetHTA JA1 WP5 methodology guidelines is to focus on
methodological challenges that are encountered by HTA assessors while performing a rapid
relative effectiveness assessment of pharmaceuticals.

This guideline “Comparators and comparisons – Direct and Indirect Comparisons” has been
elaborated by experts from HIQA, reviewed and validated by HAS and by all members of WP5 of
the EUnetHTA network. The whole process was coordinated by HAS. As such the guideline
represents a consolidated view of non-binding recommendations of EUnetHTA network members
and in no case an official opinion of the participating institutions or individuals.

EUnetHTA – European network for Health Technology Assessment

2

Table of contents
Acronyms – Abbreviations ................................................................................ 4
Summary and recommendations ...................................................................... 5
Summary .............................................................................................................. 5
Recommendations ................................................................................................ 5
1. Introduction .................................................................................................. 7
1.1.
1.2.
1.3.
1.4.

Definitions and general information .............................................................. 7
Context ......................................................................................................... 7
Scope/Objective(s) of the guideline .............................................................. 7
Relevant EunetHTA documents ................................................................... 7

2. Summary of the analysed literature ............................................................ 8
2.1.
2.2.
2.3.
2.4.
2.5.
2.6.

Networks of evidence ................................................................................... 8
Direct comparisons ....................................................................................... 9
Indirect comparisons .................................................................................. 10
Mixed treatment comparisons .................................................................... 11
Critical comparisons of techniques ............................................................. 12
Additional considerations ........................................................................... 13

3. Discussion .................................................................................................. 16
4. Conclusion .................................................................................................... 18
Annexe 1. Methods of documentation and selection criteria ....................... 19
Sources of information ........................................................................................ 19
Bibliographic search strategy.............................................................................. 20
Selection criteria ................................................................................................. 20
Annexe 2. Bibliography .................................................................................... 21
Annexe 3. Literature search results ............................................................... 23

EUnetHTA – European network for Health Technology Assessment

3

Acronyms – Abbreviations
IPD – individual patient data
MTC – mixed treatment comparison
NICE – National Institute for Health and Clinical Excellence
RCT – randomised controlled trial
REA – relative effectiveness assessment

EUnetHTA – European network for Health Technology Assessment

4

Summary and recommendations
Summary
To make the best use of available evidence on the efficacy of a treatment, it is common to combine results
from several randomised controlled trials (RCTs) in a meta-analysis. This guideline focuses on the methods
available for treatment comparisons. Their strengths and limitations are discussed and recommendations are
provided in order to support Relative Effectiveness Assessors in their activity. The planning stages of a
systematic review are not covered here.
Direct comparisons combine the results of multiple head-to-head trials to generate a pooled estimate of the
relative effectiveness of the two treatments using well described meta-analysis methods. These methods can
be broadly split into frequentist and Bayesian approaches. When there is no prior expectation about what
distributions parameters will take, Bayesian methods generate results that are approximately equivalent to
frequentist methods. Bayesian methods can offer more sophisticated techniques than frequentist
approaches to incorporate data from other sources such as observational studies. Sometimes insufficient
data are available to reliably estimate the relative effectiveness of the two treatments or there may be a need
to compare more than two treatments simultaneously in which case multiple treatment comparison methods
are required.
Multiple treatment comparisons can be used to infer the relative effectiveness of two treatments in the
absence of direct head-to-head evidence or through the combination direct and indirect evidence. A number
of methods of multiple treatment comparison are available including Bucher’s method of adjusted indirect
comparison, Lumley’s method of network meta-analysis, and Bayesian mixed treatment comparison (MTC).
The comparisons available for analysis form a network of evidence. Depending on the method of multiple
treatment comparison used, there may be restrictions on the type of evidence networks that can be
analysed. Some methods of multiple treatment comparison produce a measure of inconsistency that can
highlight where direct and indirect evidence is divergent. The application of multiple treatment comparison
has become increasingly common since first being adopted in the last 1990’s. Although Bucher’s method of
adjusted indirect comparison was initially the most popular methodology, its use has been surpassed by
Bayesian MTC in recent years.
There are many issues that must be taken into account when conducting treatment comparisons. It is
assumed that the relative effectiveness of a treatment is the same across all studies included in a metaanalysis. Heterogeneity across studies should be measured, reported and, if possible, explained. Study-level
covariates can be used to partially account for heterogeneity using a meta-regression approach. If the
observed relative effectiveness varies substantially across studies, then combining the results may not be
appropriate. If there is substantial heterogeneity, then a random effects model may be preferable to a fixed
effect model. Sources of bias such as publication bias may impact on results and attempts should be made
to reduce the potential for bias to impact on the analysis. It is useful to assess whether there are influential or
outlying observations and to test the impact of these studies using sensitivity analysis. The results of a metaanalysis using Bayesian methods can be sensitive to the choice of priors and sensitivity analysis should be
considered to test alternative formulations of priors.
Direct comparison is generally thought to provide the best evidence of relative effectiveness and is in general
recommended. However, the use of multiple treatment comparisons allows the consideration of a larger
evidence base. When both direct and indirect evidence are available, it may be pragmatic to investigate both
first separately and then pool the results. Although Bucher’s method of adjusted indirect comparison is the
most computationally straightforward of the multiple treatment methods, Bayesian MTC can be used to
analyse very complex networks and can incorporate meta-regression to include study-level covariates. The
choice of methodology is ultimately context specific and should be appropriate to the data available.

Recommendations
1. A systematic literature search is a pre-requisite to conducting a direct or indirect comparison. This
must be documented according to existing guidelines. A comprehensive review will maximise the
evidence base.
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2. The application of direct or indirect comparisons relies on the assumption that only comparable
studies should be combined. Studies that differ substantially in one or more key characteristics (e.g.
participants, interventions, outcomes measured) should not be combined. Methods such as metaregression that account for study level covariates may be used, although the power to detect effect
differences is reduced.
3. The choice between a fixed and random effects model should be made based on the characteristics
of the studies being analysed. Heterogeneity should be assessed and a clear justification for the
choice of model must be provided. Where a random effects model is preferred, results from a fixed
effect model can still be presented in special situations (e.g. few studies and where sample sizes
vary considerably).
4. Potential sources of bias should be investigated, if identified (e.g. funnel plots for publication bias).
5. Attention should be given to determining the presence of outliers or influential observations that may
have an undue impact on results. Sensitivity analysis should be used to determine the impact of
those influential or outlying studies.
6. The choice between direct and indirect comparison is context specific and dependent on the
question posed as well as the different evidence available. Where sufficient good quality head-tohead studies are available, direct comparisons are preferred as the level of evidence is high. Should
substantial indirect evidence be available, then it can act to validate the direct evidence. When there
is limited head-to-head evidence or more than two treatments are being considered simultaneously,
the use of indirect methods may be helpful.
7. If both direct and indirect evidence are available, they can be evaluated separately. Attempts should
be made to explain any discrepancies between the results obtained in terms of study characteristics.
In the event of indirect results differing substantially from the direct evidence, there must be close
scrutiny of the data, although there is no consensus in the literature on how to deal with these
discrepancies.
8. Only adjusted methods of indirect comparison that maintain randomisation should be used.
Unadjusted indirect comparisons are not recommended.
9. The choice of indirect comparison method relies on the network of available evidence. Preference
should be given to the most transparent method available (i.e. one should favour Bucher’s method of
adjusted indirect comparison over MTC if the data permit its usage and the appropriate assumptions
are satisfied).
10. An indirect comparison should only be carried out if underlying data from comparable studies are
homogeneous and consistent, otherwise the results will not be reliable.
11. The assumptions made for indirect comparisons must be explicitly stated. Particular attention should
be given to the homogeneity, similarity and consistency assumptions. A general assumption of
indirect comparisons is that the relative effectiveness of a treatment is the same across all studies
included in a meta-analysis.
12. When Bayesian methods are applied, the choice of the prior distributions should be justified and
documented. In the case of non-informative priors, where alternative specifications exist they should
be applied as part of a sensitivity analysis. When informative priors are used, the source of that data
must be clearly documented and consideration given to testing the impact of using a non-informative
prior in place of the informative prior.
13. The complexity of a model is not a measure of its accuracy or utility and preference is for the most
parsimonious model whose assumptions can be justified.
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1. Introduction
1.1. Definitions and general information
Direct comparison – the combination of multiple head-to-head trials to generate a pooled estimate of the
relative effectiveness of the two treatments
Indirect comparison – the estimation of the relative effectiveness of two or more treatments in the absence of
any head-to-head trials
Multiple treatment comparison – the estimation of the relative effectiveness of three or more treatments
Mixed treatment comparison – the simultaneous estimation of the relative effectiveness of three or more
treatments using a combination of direct and indirect evidence
To compare two or more treatments, meta-analytic techniques are generally used to combine the results of
multiple studies in an attempt to provide the best evidence base. A meta-analysis is the formal evaluation of
the quantitative evidence from two or more studies addressing the same question. This most commonly
involves the statistical combination of summary statistics from the various studies, but the term is sometimes
also used to refer to the combination of raw data. Direct comparisons enable evidence synthesis based on
multiple head-to-head trials. Where direct head-to-head evidence is lacking, indirect evidence can be used to
supplement the relative effectiveness data from the direct comparisons available.

1.2. Context
1.2.1. Problem statement
“What methods for direct and indirect comparisons are used; are more advanced
methods like Bayesian mixed treatment comparison used?”

1.2.2. Discussion (on the problem statement)
A variety of methods are available to conduct direct and indirect comparisons. Each
method rests on a number of assumptions about the data used. The choice of method
and associated assumptions may impact on the findings of a relative effectiveness
assessment (REA).

1.3. Scope/Objective(s) of the guideline
This guideline is intended to describe the main methods of direct, indirect and mixed treatment comparison
available in terms of the types of relationship they can model and the assumptions inherent in them. The
guidelines are not intended to give a detailed understanding of the meta-analytic techniques described, but
rather to explain the main strengths and weaknesses of the methodologies. The guideline discusses some
common issues in meta-analysis that must be considered when interpreting results. Finally, the guideline
provides a set of recommendations regarding the use of direct and indirect comparisons in a relative
effectiveness assessment (REA).

1.4. Relevant EunetHTA documents
Not applicable
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2. Summary of the analysed literature
The relative effectiveness of two treatments is generally measured in a randomised controlled trial (RCT)
setting. To make the best use of the available evidence base it is common to combine results from several
trials in a meta-analysis. The process of combining RCT results involves some form of weighted average
usually related to precision of the treatment effect estimation. In cases where two treatments are being
compared, there is sometimes insufficient data available to reliably estimate the relative effectiveness of the
two treatments in which case it may be possible to estimate the relative effectiveness using an indirect
comparison.(1) For the purposes of this document it is presumed that sufficient data of acceptable quality are
available to justify a meta-analysis. It is also assumed that the collection of the data contributing to the
comparisons involved an exhaustive search of published and unpublished trials and a rigorous selection
process based on the methodological quality of the trials.

2.1. Networks of evidence
The studies available for analysis form a network of evidence. Depending on the method of comparison
used, there may be restrictions on the type of networks that can be analysed. For direct comparisons only a
standard pair-wise meta-analysis can be used. Networks can include: a star pattern in which two or more
treatments have a common comparator (e.g. A-B, C-B, D-B); a ladder where treatment comparisons appear
in a sequence (e.g. A-B, B-C, C-D); a closed loop in which there is both direct and indirect evidence (e.g. AB, A-C, C-B); or a complex combination of patterns such as a closed loop with a star (see Figure 1 for
examples).(5)

Figure 1. Types of evidence network
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2.2. Direct comparisons
Direct comparisons involve a meta-analysis combining the results of multiple trials that all compare the
treatment of interest to the same comparator (e.g. placebo). Meta-analysis involves the computation of a
summary statistic for each trial followed by the combination of these studies into a weighted average.(2)
Outcomes can be expressed as binary or continuous data. The summary statistic can be odds ratios, risk
ratios, risk differences, hazard ratios, differences in means or effect sizes (standardised mean differences).
The same summary statistic must be computed for each study. Standard meta-analytic techniques are
applied for direct comparisons. The primary decision in direct comparisons relates to the choice between
fixed and random effects meta-analysis (see 3.6.2 below). Approaches to direct comparisons meta-analysis
can be sub-divided into two methodologies: frequentist and Bayesian. The former are standard for direct
comparisons primarily due to the ease of application and the variety of software packages available to apply
them.

2.2.1.

Frequentist approach

The frequentist methods available for direct comparison meta-analysis are divided into fixed and random
effects methods. Fixed effect models include inverse variance, Mantel-Haenszel and Peto methods. Inverse
variance methods can be used to pool binary or continuous data and weights are proportional to the inverse
squared standard errors of the studies. Inverse variance methods are less reliable when data are sparse.
The Mantel-Haenszel method provides more robust weighting when data are sparse and gives similar
weights to inverse variance methods when data are not sparse, but may lack credibility when there are low
numbers of events. The Mantel-Haenszel method can be applied to both binary and continuous data. The
Peto method is used for odds ratios and can be extended for pooling time-to-event data. Peto’s method has
been shown to fail when treatment effects are very large and when the sizes of the trial arms are very
unbalanced. The Peto method performs well when event rates are very low. Fixed effect methods tend to
give small weights to small studies and large weights to large studies.
The most common random effects model is DerSimonian and Laird. A heterogeneity statistic is incorporated
into the computation. When the heterogeneity statistic is small then the weights are equivalent to those given
by the inverse variance method. With increasing heterogeneity the weights for each studies become
increasingly similar to each other. The consequences of this property are that small studies get weights more
similar to larger studies and the confidence intervals around the pooled estimate become wider than would
be observed in the fixed effect meta-analysis. The differences between fixed and random effects are
discussed further in section 2.6.2.
For certain outcomes, such as rate ratios, a study with zero cases can be problematic for some weighting
approaches such as the inverse-variance method. The common solution to this problem is to apply a
continuity correction by adding a constant (typically 0.5) to the number of cases. The constant may be added
to all studies, only to all studies with zero cases or only to all study arms with zero cases. The addition of a
constant can be done irrespective of whether any of the studies have zero cases. The use of a continuity
correction can impact on the significance and interpretation of results.(3)
While meta-analyses typically combine study level effect estimates, it is also possible to pool individual
patient data (IPD) from studies. Use of individual data can improve the ability to include comparable
subgroups or common outcomes which may not be reported in published studies. Analysis of patient data
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also enables more detailed time-to-event to be combined. The methods of IPD meta-analysis can be broadly
classified into two groups: a one-step analysis, in which all patients are analysed simultaneously as though
in a mega-trial, but with patients clustered by trial; or a two-step analysis in which the studies are analysed
separately, but then summary statistics are combined using standard meta-analysis techniques. Hybrid
methods are also available to combine individual patient data and aggregate study data. By modelling the
individual risk across hundreds or thousands of patients, IPD meta-analyses generally have much higher
power to detect differences in treatment effect than the equivalent aggregate data analyses that may have
few studies. The main disadvantage of IPD meta-analysis is that it may not be possible to acquire individual
level data from all relevant studies.

2.2.2.
Bayesian approach
Bayesian methods for meta-analysis of direct comparisons are analogous to frequentist methods with the
primary distinction being the use of prior distributions for the mean of the overall estimate, the means of the
individual estimates of each study, and the between-study variance (for random effects models).(4) Priors
provide an expectation of the distributions that parameters will take. Priors can be defined as non-informative
or informative distributions. The former are used to make inferences that are not greatly affected by external
information. The latter are based on some prior knowledge and have a stronger influence on the posterior
distribution and hence on the estimate of relative effectiveness. The use of non-informative priors will
generally result in effect estimates that are comparable to those in a frequentist approach. However, in some
instances (e.g. expert opinion available in absence of collected data) it may be appropriate to form
informative priors by way of other data. The use of informative priors is likely to generate results that depend
on the choice of prior distribution and may differ to those from a frequentist approach.
The strength of Bayesian approaches in this context is that they can incorporate data from a wide variety of
sources and are not restricted to using data from RCTs. For example, expert opinion can be used to elicit
useful information that can then be incorporated into a Bayesian meta-analysis. While model flexibility is a
strength of Bayesian methods, it is also a potential weakness as additional information may be incorporated
in a biased or non-transparent manner. The use of informative priors must be accompanied by a justification
and a clear description of how they were generated to maintain transparency.

2.3. Indirect comparisons
The need for indirect comparisons arises when comparing treatments A and B, but the only available
evidence comes from studies comparing A to C and B to C. By using a common comparator, in this case
treatment C, it is possible to generate an indirect comparison of treatments A and B. For a variety of reasons,
placebo-controlled trials are commonly conducted in preference to head-to-head trials giving rise to the need
for indirect comparisons.(5,15)
Methods for indirect comparisons have only been readily applied since the late 1990s and have quickly
gained popularity. In unadjusted indirect comparisons, the results from individual arms of different trials are
compared naïvely as if they were from a single controlled trial.(6) Adjusted indirect comparisons preserve
randomisation and should always be used in preference to unadjusted methods.

2.3.1.
Unadjusted indirect comparison
Unadjusted indirect comparisons combine study data as though they had come from a single large trial.(1) A
weighted summary effect is computed for all study arms involving treatment A and is compared to a weighted
summary effect for all study arms including treatment B. The two summary effects are then compared to
determine the relative effectiveness of treatment A compared to treatment B.
The primary flaw of this approach is that it ignores the randomised nature of individual trials. Glenny et al.
showed that when compared to direct estimates, unadjusted direct comparisons resulted in a large number
of discrepancies in the significance and direction of relative effectiveness.(14) Although theoretically
unbiased, this method clearly results in unpredictable results and is flawed by not acknowledging
randomisation. As such this method of indirect comparison should not be used.
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2.3.2.
Bucher’s method of adjusted indirect comparison
Bucher et al. presented an adjusted indirect method of treatment comparison that can estimate relative
treatment effects for star pattern networks.(7) This method is based on the odds ratio as the measure of
treatment effect, although it can be trivially extended for other measures.(5) This method is intended for
situations where there is no direct evidence (e.g. we wish to compare treatments A and B, but the only
evidence is through comparison with C). Certain more complex networks including closed loops can be
analysed, but only in the form of pair-wise comparisons. As the method assumes independence between the
pair-wise comparisons, it cannot readily be applied to multi-arm trials where this assumption fails.
Bucher’s method of indirect comparison also assumes that the relative effectiveness of a treatment is the
same across all trials used in the comparison. The assumption of constant efficacy requires all trials included
in the analysis to be equivalent and attempting to measure the same treatment effect – that is, the results of
one set of trials (A vs. B) should be generalisable to the other set of trials (A vs. C). Determining whether the
assumption of generalisability holds is a subjective assessment based on a detailed review of the included
studies in both comparisons. Were the sets of studies treating the same indications in comparable
populations, and were they applying the common treatment in the same manner (e.g. dosing and
frequency)?

2.4. Mixed treatment comparisons
A mixed treatment comparison combines direct and indirect evidence to determine the relative effectiveness
of a treatment compared to two or more other treatments.

2.4.1.
Lumley’s method of network meta-analysis
The method of network meta-analysis proposed by Lumley allows the combination of both direct and indirect
evidence.(8) In the subsequent text, ‘network meta-analysis’ refers specifically to the Lumley method. This
methodology requires the data to contain a closed loop structure. Depending on the complexity of the closed
loop design, it is generally possible to compute relative effectiveness by a number of routes. It is possible to
compute the amount of agreement between the results obtained when different linking treatments are used.
This agreement forms the basis of an incoherence measure which is used to estimate the consistency of the
network paths. Incoherence is used to compute the 95% confidence interval for the indirect comparison.
As with Bucher’s adjusted indirect comparison method, it is assumed for network meta-analysis that the
relative effectiveness of a treatment is the same across all trials used in the comparison. Network metaanalysis also does not automatically account for correlations that may exist between different effect
estimates when they are obtained from a single multi-armed trial. In trials with more than two treatment arms,
estimates of relative treatment effects will be correlated due to the structure of the network of evidence. For
example, in a multi-arm placebo-controlled trial the comparison between any two treatments will be
correlated with the comparison of each of those treatments with placebo. Accounting for this correlation is
possible and can impact on the confidence interval around the relative treatment effect.

2.4.2.
Bayesian mixed treatment comparison
Bayesian mixed treatment comparison (MTC) meta-analysis is a generalisation of standard pair-wise metaanalysis for A vs. B trials to more complex networks of evidence.(9) Any combination of studies can be
combined as long as all are connected in some way. Both direct and indirect evidence can be combined and
there is no restriction to the number of arms in any given trial. Bayesian MTC facilitates simultaneous
inference about all of the treatments included in the analysis, allowing estimation of effect estimates for all
pair-wise comparisons and for treatments to be ranked according to relative effectiveness. Bayesian MTC is
implemented in a Bayesian framework which provides more sophisticated methods for incorporating other
sources of data such as observational studies or expert opinion. Methods have also been proposed and
applied that combine Bayesian MTC and meta-regression which enables the incorporation of study-level
covariates (e.g. setting, average patient characteristics, year of publication) in the Bayesian MTC framework
as a means to reduce inconsistency although this adaptation has implications for compromised power.(10,
11) Such covariates could potentially account for some between-study heterogeneity.(12)
As with the other approaches, a Bayesian MTC assumes that the true effect of a given treatment is the same
in all trials included in the indirect comparison.(5) Bayesian MTC models assume that the correlation terms in
the variance-covariance matrix have the same value and that the event rates, on the logit scale, follow a
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multivariate normal distribution. Being a Bayesian approach, there is scope for defining informative priors.
While priors may be legitimately generated, it is critical that they are credible and clearly justified.

2.4.3.
Other approaches
The confidence profile method provides a general framework for carrying out multi-parameter metaanalysis.(13) As well as incorporating trials with different treatment comparisons, it can encompass different
designs, outcomes and measures of effect. The confidence profile method also allows explicit modelling of
biases. Although this method is typically implemented as a fully Bayesian model, it can be formulated without
prior distributions and fitted using maximum likelihood methods.(14) Where there is direct and indirect
evidence available, cross-validatory predictive checking can be used to determine evidence consistency.(5)
If different doses of the same pharmaceutical were studied, looking at dose-response relationships can also
generate cross-validatory information, provided the trial populations are comparable. The models available
for this methodology are based on fixed-treatment effects although both fixed and random study-effects are
possible. It is presumed that it is valid to combine the studies – that is the studies are measuring the same
treatment effect.
Regression techniques can be used to combine trial data to evaluate relative effectiveness. Where the
primary outcome is binary and data are available in the form of 2×2 frequency tables for each study, logistic
regression can be used. Generalised linear mixed models (GLMMs) have also been proposed as a method
of combining trial data in a regression framework.(14) GLMMs can be applied to individual level patient data
which can be difficult to obtain. The advantage of regression techniques is the potential for including study
level covariates that may be used to explain heterogeneity in the measured effects.

2.5. Critical comparisons of techniques
A number of reviews have compared the methods of direct, indirect and mixed treatment comparison
outlined above. Comparisons have generally revolved around discussion of the principles and assumptions
of each method followed by application to a sample dataset to compare the estimates generated by each
method.
In terms of direct comparisons, frequentist and Bayesian approaches have been compared by Vandermeer
et al.(15) The authors investigated six outcomes relating to treatment for chronic insomnia. The two
approaches produced very similar results, although the Bayesian approach yielded wider credible intervals
(analogous to frequentist confidence intervals). The two approaches are essentially equivalent when noninformative priors are used. However, in a given context there may be multiple ways to define noninformative priors and sensitivity to the choice of priors was noted for certain parameters.
Glenny et al. used a sample data set of 15 trials to compare a variety of methods for indirect comparison.(14)
They compared Bucher’s method of adjusted indirect comparison (inverse variance, fixed and random
effects), meta-regression (weighted linear and random effects), logistic regression and mixed models (that
combined fixed and random effects). With the exception of the mixed models, the other seven models gave
comparable effect estimates and confidence bounds. The mixed models, however, produced slightly lower
estimates and larger confidence intervals.
Methods of indirect treatment comparison were compared by Edwards et al.(16) Using a single common
comparator for indirect comparison is relatively inefficient in mathematical terms. Four times the amount of
data are required to provide the same precision around an indirect comparison as would be required for a
direct comparison. Furthermore, the use of a single comparator limits the number of RCTs available for
inclusion in the analysis as only three treatments can be compared in any single analysis. Bias may also be
introduced by ‘lumping’ individual treatments into convenient categories (e.g. drug classes) to achieve
maximum statistical power with the available RCTs.
Bayesian MTC and Bucher’s adjusted indirect comparison method were compared by O’Regan et al. across
a range of network types. (17) They found that in most cases the two methods produced similar results
although there were a limited number of instances where they produced estimates that differed in direction.
For single and multi loop networks the results were very similar although it was remarked that results could
be expected to differ for general single loop networks on the grounds that the Bayesian MTC approach is
based on all available information. For star shaped networks the results were equivalent and, given the ease
of applying Bucher’s method of adjusted indirect comparison, it may be preferable over the more complex
Bayesian MTC.
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Wells et al. compared Bucher’s method of adjusted indirect comparison, network meta-analysis, the
confidence profile method and Bayesian MTC.(5) Each method was applied to sample data followed by a
discussion of the relative merits of each approach. Bucher’s method of adjusted indirect comparison was
extended to apply to relative risks, hazard ratios, risk differences and mean differences. The method was
also adapted to be applicable to ladder networks. The authors conclude that although Bucher’s adjusted
indirect comparison method cannot always be applied, the simplicity of its application and interpretation is
considered highly advantageous.

2.5.1.
Usage in practice
As part of the literature search, on the basis of abstracts it was possible to classify papers that applied
Bucher’s adjusted indirect comparisons, Lumley’s network meta-analysis and Bayesian MTC. There were
also a number of studies that applied Bayesian methodology that could not be classified as either network
meta-analysis or MTC. There were 40 studies identified that applied Bayesian MTC, making it the single
most popular methodology. There were 27 and 24 studies applying network meta-analysis and Bucher’s
method of adjusted indirect comparison, respectively. Other Bayesian methods were used in 18 studies. One
paper was identified that applied a naïve approach to indirect comparison. Lumley’s network meta-analysis
and Bayesian MTC appear to be gaining popularity, while Bucher’s adjusted indirect comparison method
appears to no longer be commonly used. The total number of published multiple comparisons is increasing
year on year peaking at 34 in 2009, the last full year included.
Song et al. conducted a survey of systematic reviews published between 2000 and 2007 that used multiple
comparisons.(6) They observed a year on year increase in the number of published papers that contained
indirect comparisons. By 2007 the most common method was Bucher’s method of adjusted indirect
comparison. The results of the survey included an assessment of methodological problems found in
published indirect comparisons. These problems include: poor understanding of underlying assumptions; use
of flawed or inappropriate methods; inadequate comparison and inappropriate combination of direct and
indirect evidence; incomplete literature search; and poor assessment of trial similarity. While methods for
indirect comparison are widely available and frequently applied, they are often used without understanding
and in situations where it may be inappropriate. In some instances, insufficient detail is provided in the
published study to fully evaluate whether the findings are either accurate or valid. Further work by this group
has found that significant inconsistency between direct and indirect comparisons may be more prevalent
than previously observed.(18)
A systematic review by Schöttker et al. investigated multiple comparisons published between 1999 and
2008.(19) They found Bucher’s method of adjusted indirect comparisons to be the most common
methodology but noted the increasing popularity of Bayesian MTC. They also looked at the number of
discrepancies in results where both direct and indirect comparisons were used. Discrepancies were highest
when unadjusted indirect comparisons were used, followed by meta-regression, Bucher’s adjusted indirect
comparison and Bayesian MTC. Discrepancies were most commonly found where the assumption of
between-study homogeneity did not hold.

2.6. Additional considerations
The application of meta-analysis is multi-faceted and requires giving consideration to a wide range of issues
that are not necessarily related to the methodology being used. Some of the key issues are outlined below.

2.6.1.
Heterogeneity
It is assumed that the relative effectiveness of a treatment is the same across all studies included in a metaanalysis – that is, we assume similarity of studies. If the results of the studies are very different then we
observe heterogeneity and combining the results may not be appropriate.(20) Three broad forms of
heterogeneity have been identified: statistical, where effect estimates vary more than expected by chance
alone; clinical, due to differences in patient populations or study settings; and methodological, arising from
differences in study design and analysis.(21) It is possible to test for heterogeneity to provide evidence for
whether or not the study results differ greatly. This is not an optimal way to assess heterogeneity and, where
significant heterogeneity is observed, it is critical to closely examine the studies being combined. There can
be many causes of heterogeneity such as variations in study design, study subjects, setting, geographic
location, and outcome measures. In some instances it will be possible to partially explain heterogeneity
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between studies by differences such as those listed above. Even if the variability can be explained, there
must still be a decision whether or not to proceed with the meta-analysis and whether to consider subgroup
analyses. A subgroup analysis can involve including studies that are considered equivalent according to a
more narrowly defined set of criteria (e.g. age range of study participants).
Inconsistency is a measure of how closely a network of evidence fits together. A measure of inconsistency
can be calculated within Bayesian MTC while Lumley’s method of network analysis estimates incoherence
which is analogous to inconsistency, but is calculated in a different manner. In mixed treatment comparisons,
consistency between direct and indirect evidence is assumed. That is, if direct evidence suggests that
treatment A is better than treatment B, then that evidence should not be contradicted by the indirect
evidence. Depending on the amount of evidence available, indirect comparisons can sometimes generate
estimates of relative effectiveness via two or more different paths. In comparing treatments A and B, the
relative effectiveness should be similar whether derived via common comparator C or D. A statistically
significant difference in the estimate of relative effectiveness would indicate inconsistency. A difference in
direction of relative effectiveness, even if not statistically significant, would also raise concerns about
consistency. In a multiple treatment comparison involving both direct and indirect evidence, the evidence
network can become very complex with many comparisons based on only one or two studies. With
increasing complexity and greater numbers of treatments the prospect of inconsistency increases. There is
also a power trade-off between the number of pair-wise comparisons and the number of studies included in
the analysis – too many comparisons with too few studies and the analysis may be underpowered to detect
true differences.(10) Understanding the cause or source of inconsistency in a complex network can be
difficult to determine, which raises questions about how elaborate an evidence network should be in order to
be accepted for analysis. In the context of a multiple treatment comparison, the presence of heterogeneity
may mask inconsistency. If relevant heterogeneity is present, it is not advisable to proceed with a multiple
treatment comparison.

2.6.2.
Fixed and random effects
In fixed effect meta-analyses the true effect of treatment is assumed to be the same in each study. Use of a
fixed effect model therefore follows from the assumption that variability between studies is entirely due to
chance. In a random effects meta-analysis the treatment effect in each study is assumed to vary around an
overall average treatment effect.(2) As the random effects model assumes a different underlying effect for
each study it tends to result in wider confidence intervals than the fixed effect model.(20) When the reported
effect sizes are homogeneous the fixed and random effects approaches yield very similar results. The choice
between random and fixed effect models is context specific and the decision is often made following an
assessment of heterogeneity. Examples of common heterogeneity measures include I2 and Q. Substantial
heterogeneity suggests use of a random effects model but also raises the question of whether the studies
are actually comparable. The use of random effects has implications for the interpretation of results and the
distribution of effect estimates should be discussed.(11) A measure of heterogeneity should be reported to
support the choice between a fixed and random effects model. If relevant or explicable heterogeneity is
present then using a fixed effect model would not be correct. In such instances a fixed effect model should
only be presented in special situations (e.g. few studies and where sample sizes vary considerably).

2.6.3.
Publication bias
The issue of publication bias arises due to journals being more likely to publish studies showing beneficial
effects of treatments while equally valid studies showing no significant effect remain unpublished.(22) The
consequence of this bias is that a meta-analysis will show a spurious significant effect. Publication bias may
be detectable using funnel plots or regression techniques but these are not particularly powerful
techniques.(23) Asymmetry in a funnel plot may indicate publication bias or it may be a reflection of how
comprehensive the search strategy has been. English language bias and citation bias are forms of
publication bias in which studies with negative findings are more likely to appear in non-English language
publications and are less likely to be cited, respectively. It is of critical importance that the search strategy
element of the systematic review is as comprehensive as possible and that clinical trial registers are
searched, where possible. The presence of publication bias can impact on any meta-analysis irrespective of
the methodology used (i.e. direct, indirect or mixed treatment comparison).

2.6.4.
Outlier analysis and influential studies
The results of a meta-analysis may be overly influenced by one or a small number of studies. Similarly, some
studies may be outliers in a statistical sense. Outliers and influential studies are not synonymous: an outlier
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need not necessarily be influential and an influential study need not be an outlier. A first step is to visually
inspect a forest plot to identify any unusual data points or where the pooled estimate appears to be driven by
a single or small number of studies. In conventional direct comparisons, metrics such as Cook’s distance can
be used to identify influential studies and standardised study-level residuals can be used to identify
outliers.(24) In Bayesian MTC, visual inspection of QQ-plots has been used to identify outliers.(9) Sensitivity
analysis techniques can be used to determine the impact of influential studies and outliers on the results of a
meta-analysis. For example, an analysis can be conducted with and without a particular study to determine
the impact of that study on the results.(25) It is also useful to characterise outliers and gain an understanding
of why they might be different from other studies.

2.6.5.
Sensitivity to priors in a Bayesian approach
A common criticism of Bayesian techniques is that they rely on the use of priors for key parameters. A point
of criticism is that priors are subjectively chosen. In reality, most Bayesian analyses employ vague or noninformative priors. However, even with a non-informative prior, assumptions are made about the distribution
of that prior and often there are alternative formulations available so the use of sensitivity analysis is
important.(26) For a number of example analyses, Wells et al. found that the Bayesian methods were
insensitive to the prior chosen for the mean, but were sensitive to the prior chosen for the between study
variance.(5) They also found that the between study prior sensitivity was directly related to the number of
studies included in the analysis. A sensitivity analysis in this context is not trivial as there will be a number of
parameters with specified priors and there may be several potential priors for each parameter. In the event
that conclusions on the effects size are affected by the choice of prior then additional evidence will have to
be gathered to justify the choice of priors.

2.6.6.
Dose-response issues
For addressing the issue of REA of pharmaceuticals, it is also important to define which doses of
pharmaceuticals have been compared and to address the question of whether the dose-response
relationships of the individual pharmaceuticals allow extrapolation to other doses. In sponsored trials there is
also a risk that the comparator treatment may be administered at a sub-optimal dose or frequency to show
the active treatment in a more favourable light. For trials to be considered comparable it is therefore
important to assess the comparability of treatment regimens across the included trials.
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3. Discussion
Direct comparisons require a number of head-to-head studies to estimate the relative effectiveness of two
treatments. Should a third treatment be considered, unless sufficient studies were three-arm trials, a direct
comparison is no longer possible and a multiple treatment comparison would be required.(11) The ability to
consider more complex networks of evidence is an advantage of indirect methods, but this benefit may
increase the potential of introducing inconsistencies. It is recommended that comparisons should be based
on a focused research question with careful attention to ensuring that only comparable studies are included.
In presenting the indirect comparison method, Bucher contended that direct methods should be used
whenever possible in preference to indirect methods.(7) However, more recent developments suggest that
the combination of direct and indirect evidence may achieve a more accurate and comprehensive
analysis.(27) The use of indirect and mixed treatment comparisons highlights the importance of a thorough
literature search and identification of all relevant studies. Multiple treatment comparisons can be sensitive to
data, particularly when there may be only one study for a given pair-wise comparison.(28) Furthermore, there
is a power trade-off between the number of pair-wise comparisons and the number of studies included in the
analysis – too many comparisons with too few studies and the analysis may be underpowered to detect true
differences.(10)
Irrespective of methodology, a key principle of meta-analysis is that only comparable studies should be
combined.(29) For both direct and indirect comparisons, it is critical that only comparable studies are
selected for inclusion in the analysis. As an adjunct to studies being comparable, the results of the studies
should be consistent. That is to say, if A is more effective than B and B is more effective than C, then it is
anticipated that A will be more effective than C. Such a relationship is not a given and there is the potential
for inconsistencies to arise in indirect comparisons. Within Bayesian MTC there is the possibility of assessing
the level of inconsistency between direct and indirect evidence.(30) Lumley’s network meta-analysis enables
the estimation of incoherence in the evidence network which is analogous to inconsistency.(8) When direct
and indirect evidence differ or inconsistencies arise then the first step is to assess the similarity of
participants and interventions across studies.(1) In terms of study population or interventions, the studies
providing direct evidence may be sufficiently different from those providing indirect evidence to account for
inconsistency in the results. That is to say, there may be systematic heterogeneity between direct and
indirect evidence which may explain the conflicting results. In the event of such identifiable differences,
presenting both combined and individual results of direct and indirect comparisons is the most appropriate
approach. It should be borne in mind that the results of indirect comparisons are not valid if relevant
inconsistency is present.
In contrast to the frequentist approach, the output of a Bayesian approach can be interpreted in terms of
probabilities.(26) Thus Bayesian approaches facilitate the computation of useful measures such as the
probability of treatment superiority, the probability that a clinically meaningful difference exists, or the
probability of clinical equivalence.(31) It is possible to compute the probability that a given treatment is the
best amongst those analysed and how the other treatments are ranked, which constitutes information useful
clinically and to decision makers.(32) Bayesian methods also facilitate predicting the utility of conducting
additional head-to-head studies.(26) The benefits to the decision maker of Bayesian outputs need to be
weighed against the increased complexity of the modelling and expertise required in applying these
methods.
Indirect comparisons can be affected by the same forms of bias as direct comparisons but these forms of
bias can arise in subtle ways. For example, studies of new treatments often find them to be more effective
than existing treatments even though the benefit may be spurious.(33) In an indirect comparison the
chronology of studies will impact on the relative effectiveness of each treatment and it may be difficult to
tease out what is genuine and what may be spurious even with the aid of measures of inconsistency. With a
direct comparison a cumulative meta-analysis, for example, could be used to reveal changes in relative
effectiveness over time. In applying indirect comparisons, a thorough assessment of inconsistency or
incoherence must be carried out and reported. Song et al. suggest that Bucher’s adjusted indirect
comparison method could be used as a means to cross-examine evidence from direct comparisons as it may
be subject to different forms of bias.(34) Hence the two approaches, direct and indirect comparison, may act
to validate each other’s results. The use of indirect and mixed treatment comparisons highlights the
importance of a thorough literature search and identification of all relevant studies, including observational
studies and unpublished data.
The mixed treatment comparison incorporating direct evidence could be considered the ‘gold standard’
approach of carrying out indirect comparisons.(15) Of the indirect comparison methods, where the available
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evidence supports the use of either Bucher’s method of adjusted indirect comparison or Bayesian MTC, the
former approach offers the most in terms of transparency and relative ease of application.(5;35) Bayesian
MTC has gained popularity and has greater flexibility with regard to the network of evidence available but
these benefits must be counterbalanced by the difficulty in applying this methodology and the scope for
incorrect specification of the model. The application of Bayesian MTC involves many choices that may alter
the conclusions of the analysis but the justifications for those choices may seem somewhat arbitrary.(36) The
complexity of the Bayesian MTC models renders them less advantageous than Bucher’s method of adjusted
indirect comparison or network meta-analysis when the latter methods can be applied.
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4. Conclusion
To maximise the evidence on the relative effectiveness of a pharmaceutical treatment it is common to
combine results from several randomised controlled trials (RCTs) in a meta-analysis. Direct comparisons
combine the results of multiple head-to-head trials whereas indirect comparisons can infer the relative
effectiveness in the absence of direct head-to-head evidence. Irrespective of the methodology used, a metaanalysis must be preceded by a properly conducted and transparent systematic literature review.
Direct methods use well known meta-analysis techniques which may be either frequentist or Bayesian
although the former are more common. Methods of indirect comparison are a more recent development and
still evolving. Bucher’s adjusted indirect comparison method is being supplanted by the Bayesian MTC
approach. Both of these methods generate similar results when applied to the same data but Bayesian MTC
can be used to analyse far more complex networks of evidence and can include study-level covariates. It has
been suggested by a number of commentators that the least complex model that can be applied in a given
analysis is generally preferable.
There is no consensus on the best approach to comparisons, particularly when both direct and indirect
evidence are available. In the case of a head-to-head comparison where sufficient good quality studies are
available for a direct comparison, an indirect comparison may not be necessary. However, where the direct
evidence is limited, then combining the direct with indirect evidence is advantageous. Alternatively, if a
number of treatments are being considered simultaneously, then indirect or multiple treatment comparison
may be helpful. It may also be desirable to carry out direct and mixed treatment comparison separately to
determine the impact of incorporating indirect evidence. Alternatively, if a number of treatments are being
considered simultaneously, then a multiple treatment comparison is preferable. When both direct and indirect
evidence exists, it is important to investigate inconsistencies between the direct and indirect evidence and to
attempt to account for the discrepancies.
Bucher’s method of adjusted indirect comparison, Lumley’s method of network meta-analysis and Bayesian
MTC are acceptable methods for indirect comparisons in the context of REA.
Bayesian methods are advantageous for a number of reasons (e.g. they can incorporate additional sources
of evidence and they produce output that is inherently interpretable by decision makers). However, these
advantages must be weighed against the sometimes increased complexity of the Bayesian models and a
potential lack of transparency.
When conducting a treatment comparison, irrespective of methodology used there are a number of
additional issues to consider: heterogeneity; fixed and random effects models; the presence of bias;
influential observations and outliers; and, in a Bayesian context, to investigate the sensitivity of results to the
choice of priors.
In making a comparison between two or more treatments, it is critical that the reported relative effectiveness
is an accurate reflection of reality. That accuracy can only be achieved by using the best evidence available
synthesised using the most appropriate methods. The choice of methodology is context specific and should
be based on an objective assessment of the quality and quantity of the direct and indirect evidence, the
comparability of the selected studies, and of the fundamental assumptions in the different models. The
complexity of a model is not a measure of its accuracy or utility and preference is for the most parsimonious
model.
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Annexe 1. Methods of documentation and selection
criteria
Keywords that will be used for the bibliographic research:
 Meta-analysis
 Meta-regression
 Direct comparison
 Direct treatment comparison
 Indirect comparison
 Unadjusted indirect comparison
 Adjusted indirect comparison
 Mixed treatment comparison
 Indirect treatment comparison
 Multiple treatment comparison
 Network meta-analysis
 Bayesian
.

Sources of information
Data-bases
MEDLINE
MEDLINE via OVID
DARE
Cochrane Database of Systematic Reviews
CADTH/CEDAC
EBSCOhost
Websites
National Guideline Clearinghouse
National Institute for Health and Clinical Excellence
ISPOR
Pharmaceutical Benefits Advisory Committee (PBAC)
Centre for Reviews and Dissemination, University of York
University of Bristol
Haute Autorité de Santé (HAS)

Guidelines, reports, recommendations already available
Gartlehner G, Moore CG. Direct versus indirect comparisons: A summary of the
evidence. International Journal of Technology Assessment in Health Care, 24:2
(2008), 170–177.
Wells GA, Sultan SA, Chen L, Khan M, Coyle D. Indirect Evidence: Indirect Treatment
Comparisons in Meta-Analysis. Ottawa: Canadian Agency for Drugs and Technologies
in Health; 2009.
Books
The topic is relatively new; no relevant books were identified.
Other
Google and Google Scholar
ScienceDirect
Wiley-InterScience
Hand searching of references cited in relevant documents
The Cochrane Collaboration
The Cochrane Methodology Register
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Bibliographic search strategy
Direct comparisons are generally dealt with by way of standard meta-analytic techniques that are welldocumented. Indirect comparisons are a more recent development and most applications have occurred
since the paper of Bucher et al. in 1997. For PubMed, the search was limited to the period “last ten years”. In
EBSCO the search was limited to 2000 to 2010 (inclusive). In both cases the search was limited to English
language publications and human subjects.
Database searches used the following search strategy:
(("network meta-analysis" OR "mixed treatment" OR "multiple treatment" OR "multiple comparison" OR
"cross-trial") AND (meta-analysis OR systematic)) OR ((indirect comparison OR “direct comparison”) AND
(meta-analysis OR systematic))

Selection criteria
Reports, papers and other guidance documents were assessed on the basis of whether they described,
applied or assessed methods of direct and indirect treatment comparisons. Documents that only mentioned
methods, but did not describe, apply or assess them were discarded after being checked for useful
references. Documents describing new methods provided keywords and were also used to identify
subsequent citing documents that then either applied or assessed those new methods. Documents that
applied methods were used to determine the scope of application, utility and possible limitations of those
methods. Finally, documents that assessed methods were used to compare methods directly and to elicit
recommendations.
The full bibliography is provided in Annexe 2 and is split into two – methodological/review articles and
application articles. The former articles were used to form opinion and recommendations. The latter articles
were not reviewed in depth, but were used to determine the frequency with which the different methods are
applied as a marker of acceptability and diffusion into common practice.
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The primary objective of EUnetHTA JA1 WP5 methodology guidelines is to focus on
methodological challenges that are encountered by HTA assessors while performing a rapid
relative effectiveness assessment of pharmaceuticals.
The guideline “Comparators & comparisons: criteria for the choice of the most appropriate
comparator(s)” has been elaborated by experts from NICE, reviewed and validated by HAS and by
all members of WP5 of the EUnetHTA network; the whole process was coordinated by HAS. As
such the guideline represents a consolidated view of non-binding recommendations of EUnetHTA
network members and in no case an official opinion of the participating institutions or individuals.
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Acronyms – Abbreviations
AHRQ

Agency for Healthcare Research and Quality (USA)

ATC

Anatomical Therapeutic Chemical Classification System

CADTH

Canadian Agency for Drugs and Technologies in Health (Canada)

CE mark

a mandatory conformance mark on many products placed on the single market in the EU
(including medical devices)

CHMP

Committee for Medicinal Products for Human Use

EMA

European Medicines Agency

EUnetHTA

European network for Health Technology Assessment

FDA

Food and Drug Administration (USA)

HIQA

Health Information and Quality Authority (Ireland)

HTA

Health technology assessment

JA

Joint Action

MSAC

Medical Services Advisory Committee (Australia)

NICE

National Institute for Health and Clinical Excellence (England and Wales)

PBAC

Pharmaceutical Benefits Advisory Committee (Australia)

PICO

Population, Intervention, Comparator, Outcome

PHARMAC

Pharmaceutical Management Agency (New Zealand)

REA

relative effectiveness assessment

SMC

Scottish Medicines Consortium (Scotland)

SPC

Summary of Product Characteristics
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Summary and recommendations
Summary
A comparator in a relative effectiveness assessment (REA) is a health care intervention or other
technology with which a pharmaceutical is compared in order to establish if it has an added
therapeutic benefit (including clinical as well as quality of life benefits). Such comparator could
be another pharmaceutical, but also a medical device, a procedure or psychological approach,
radiotherapy, physiotherapy, surgery or, if appropriate, providing advice, for example advice on
diet or smoking, a combination of health care interventions carried out simultaneously or in
sequence, or “watchful waiting” (no intervention).

This document summarises the available literature, the advice provided by existing national
guidelines, and the information from current national practice on the choice of comparator for
REA 1 , established previously through a EUnetHTA background review on the use of REA
across Europe. The analysis of this information demonstrates that there is broadly agreement
across countries about the general definition of the comparator for a REA: in the context of
making decisions about where a new pharmaceutical would be used in clinical practice, or about
reimbursement, a comparator is commonly defined as current routine care in the individual
health care system, the most used, or what would be replaced by the introduction of that new
pharmaceutical.

Therefore, under ideal circumstances the comparator for a REA applicable across European
countries would be the reference treatment according to up to date high-quality clinical practice
guidelines at European or international level, with good quality evidence on the efficacy and
safety profile from published medical literature, and with an EU marketing authorisation for the
appropriate indication and line of treatment.

However, in many circumstances there is no consensus across European countries on what
constitutes routine clinical care, and real life patient populations are likely to be heterogeneous
across countries. Furthermore, in some countries the choice of comparator is governed by
legislation, and can also refer to cost. In other countries, it is governed by the purpose to gain as
much insight as possible about the new pharmaceutical; for this, the comparator needs to be
from a similar pharmaceutical class. Only for pharmaceuticals to treat rare diseases, the Orphan
Medicinal Designation endorses a consensus position on standard of care in rare diseases.

Therefore, the detailed approaches vary across countries and the choice of the comparator for
REA depends mainly on the specific assessment question in each country.

This document provides a summary of current national policies and best practice
recommendations for HTA assessors for selecting the most appropriate comparator for relative
effectiveness assessments.

1

This document does not intend to provide advice on how to design clinical trials.
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Recommendations
Recommendations on the choice of the most appropriate comparator depend on the specific
assessment question in any REA. The recommendations below assume that the assessment
question is to establish the relative effectiveness of a pharmaceutical compared with routine
clinical care, the most used, or what would be replaced by the introduction of that new
pharmaceutical.
Recommendation 1
Under ideal circumstances the comparator for a REA applicable across European
countries should be the reference treatment according to up to date high-quality clinical
practice guidelines at European or international level with good quality evidence on the
efficacy and safety profile from published scientific literature, and with an EU marketing
authorisation for the respective indication and line of treatment.
Recommendation 2
Where there is no European-wide agreed reference comparator


evidence needs to be available that the chosen comparator intervention is
routinely used in clinical practice (Recommendation 3)



the comparator intervention is validated for the respective clinical
indication/population and evidence is available (Recommendation 4)

Recommendation 3
Evidence that the intervention is used in routine clinical care could come, in order of
preference, from:


National reimbursement lists if available



Prescription statistics (if appropriate)



Market surveys



Discussion with clinical specialists and patient organisations



Registries



Validated clinical protocols



If the above are not available: Internet searches, in particular patient and
professional websites

Recommendation 4
The choice of comparator should be supported by evidence on its efficacy and safety
profile described in published medical literature, and based on randomised controlled
trials, pragmatic trials or good quality observational studies.
Recommendation 5
Where the comparator is a pharmaceutical, it has to be optimally dosed or scheduled in
EUnetHTA – European network for Health Technology Assessment
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line with its marketing authorization or high-quality clinical practice guidelines.
Where the comparator is not a pharmaceutical, it should be used according to evidence
based methodology and its instructions for use.
Recommendation 6
Where patient subpopulations are considered, for example according to disease
severity, lines of treatment, stages of disease or genetic characteristics, additional
comparators may need to be included and should be clearly identified.
Recommendation 7
The most appropriate comparators for an assessment should be identified before the
assessment begins or in the early phase of an assessment.
The following recommendations relate to specific national procedural rules, and are only
relevant for specific countries
Recommendation 8
If required by national procedural rules, the comparator must have an EU or national
marketing authorisation, or if not a pharmaceutical, another form of recognised
regulatory approval, for the appropriate indication and line of treatment.
Recommendation 9
If required by national procedural rules, if there are several alternatives, the more
economic therapy should be selected as comparator, preferably one for which there is a
reference price within the health care system.
Recommendation 10
If required by national procedural rules, and depending on the assessment question, the
comparator may need to be from a similar pharmaceutical class.

EUnetHTA – European network for Health Technology Assessment

7

1. Introduction
1.1. Definitions and general information
In the context of relative effectiveness assessment, a comparator is a health care intervention
with which a pharmaceutical is compared in order to establish if it has an added therapeutic
benefit (including clinical as well as quality of life benefits). Such comparator could be another
pharmaceutical, a medical device, a procedure or psychological approach, surgery or, if
appropriate, providing advice, for example advice on diet or smoking, any combination of these,
or “watchful waiting” (no intervention).
Because many aspects of selecting the appropriate comparator are governed by national
policies, and are not a scientific matter, a full methodological guideline is not possible to
establish. Therefore, this document provides a summary of current national policies and general
best practice recommendations for HTA assessors for selecting the most appropriate
comparator for relative effectiveness assessments.

1.2. Context
1.2.1. Problem statement
Comparing new pharmaceuticals with existing treatments is carried out for different purposes.
For the purposes of granting a marketing authorisation, the EMA and FDA specify the
comparator to be placebo and/or active comparator. The EMA has recently published a
consultation paper on the regulatory position of the importance of an active control in the
marketing authorisation application (EMA, 2010). In this paper, an adequate active comparator
has been defined as the gold-standard, EU-licensed product for the appropriate indication and
line of treatment, following relevant CHMP guidelines and international treatment guidelines as
appropriate, or if there is no licensed product for the claimed indication, as investigator’s best
choice of therapy, medicines licensed by other regulatory agencies but not in the EU, and/or
medicines for which use is clearly supported by medical literature. However, the paper does not
include advice on how this choice should have been made.
For HTA purpose, a relative effectiveness assessment (REA) compares the clinical outcomes
resulting from use of a pharmaceutical with those resulting from alternative options for
treatment, diagnosis or prevention of a disease, for example other available pharmaceuticals or
other health care interventions or technologies.
The relative efficacy and relative effectiveness (or added therapeutic benefit) of any intervention
depends on what this intervention is compared with, meaning ‘what it is relative to’. Therefore, it
is important to establish, and provide advice on, what constitutes an appropriate comparator
when conducting such assessment.
The High Level Pharmaceutical Forum (http://ec.europa.eu/pharmaforum/) has developed the
following definitions (High Level Pharmaceutical Forum, 2010):
 The relative efficacy is the extent to which an intervention does more good than harm,
under ideal circumstances, compared to one or more alternative interventions.


The relative effectiveness is the extent to which an intervention does more good than
harm compared to one or more intervention alternatives for achieving the desired results
when provided under the usual circumstances of health care practice.

For a REA conducted at the same time when the marketing authorisation is being granted, only
efficacy or relative efficacy data are available in most cases; evidence on the use of the
EUnetHTA – European network for Health Technology Assessment
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pharmaceutical when provided under the usual circumstances of health care practice are
normally not available at this stage. However, in some countries an extrapolation of outcomes
from the relative efficacy trials is made through disease modelling that takes into consideration
the natural history of the condition in the specific healthcare system and any empirical evidence
on the translation of surrogate endpoints into long term clinical outcomes. Therefore relative
effectiveness can be estimated based on the projected outcomes in real life (Massol et al,
2007), but only a reassessment of a pharmaceutical later in its life cycle can be based on
empirical real-life data (Le Jeunne et al 2008).

1.2.2. Discussion on the problem statement
REA can be carried out with a variety of aims, such as demonstrating the therapeutic benefit,
demonstrating cost-effectiveness (not addressed within EUnetHTA Joint Action 1 work package
5), defining the place of the new pharmaceutical in routine clinical practice and/or establishing if
the new pharmaceutical should be reimbursed in the health care system. Ideally, the
mechanisms to select the comparator across those aims should be broadly identical. However,
it is important to recognise that the most appropriate comparator depends on the explicit aim of
the assessment, that is: the specific research question or decision problem asked.
It is therefore important to consider





How a comparator should be established
o Whether recently approved pharmaceutical can be chosen as
comparator, or if it is preferable to use comparators with wellknown/well established efficacy and safety profile in the target
population
o Whether technologies not approved for the indication under
assessment can be included as comparators
o Whether technologies/ interventions other than pharmaceuticals
should or can be used as the comparator in the respective
assessments, and
o What to do in situations where it is not feasible to define one
pharmaceutical /technology/ intervention as the most appropriate
comparator, and instead several are used in clinical practice,
possibly for specific subpopulations of patients.
What sources should be used and who should be involved in establishing
the most appropriate comparator used
At what stage of the assessment process the comparator should be best
defined.
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1.3. Scope/Objective(s) of this document
This document is intended to summarise the available literature, the advice provided by existing
national guidelines and the information from current national practice on the choice of
comparator, and to outline some of the challenges arising when establishing what the
comparator for a specific assessment should be. Finally, this document provides a set of
internationally agreeable best practice recommendations for the selection of the most
appropriate comparator when completing a REA. This document is intended to be useful for
organisations carrying out HTA, HTA assessors and for organisations that make decisions
about the place of any new pharmaceutical in a health care system.

1.4. Relevant EunetHTA documents
The choice of comparator is relevant in the application of the EUnetHTA Core HTA model,
particularly for the effectiveness and safety domains.
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2. Synthesis of the analysed literature, available national and
international guidelines, and individual national practice
2.1. Definition of the comparator for REA 2
The definitions of the comparator in the published individual national guidelines from HTA
organisations (see Annex 3) vary, but the majority of HTA organisations responding to the
EUnetHTA survey specify the comparator as the intervention most used in clinical practice. This
is described in a variety of ways, for example:

‘Usual care’

‘Currently accepted standard therapy (therapies) that the new intervention is
intended to replace’

‘Routinely used standard therapy (therapies) in common practice’
The EUnetHTA survey of 26 European and Australia, Canada, New Zealand and the US has
shown that some countries state that they use ‘whatever was used in the registration trials’ for
REA, but these countries also indicated that this would not be the only option for the choice of
comparator. One country’s entry indicates ‘the most inexpensive treatment’, and other entries
refer to ‘treatments that have been shown to be cost-effective’. Four countries state that they
would use ‘best possible care’ as comparator, but only in one country would this be the only
option considered.
The majority of countries stated ‘best standard care’ or ‘other’ as the comparator, but further
analysis indicated this to be similar to routine care as described above as it was defined were
as follows:

Usually the treatment(s) used in current clinical practice

Most frequently used therapy

Routine care, that is, the technology or technologies most widely used in clinical
practice

Currently accepted therapy which is defined as the single most prevalent clinical
practice

Most commonly used alternative pharmaceutical

Currently reimbursed treatments with the same or equivalent therapeutic indication

The most relevant alternative treatment, usually the most cost effective alternative
In some countries, national legislation or other procedural requirements limit the choice of the
comparator within certain rules, for example in line with criteria related to cost such as a
reference price within the respective health care system, or the pharmacological class of the
pharmaceutical. Consideration should be given to special areas where legislation creates a
framework for identifying standard of care such as in rare diseases.

2.2. What is the most appropriate comparator
2.2.1. Pharmaceuticals or other interventions
The published national guidelines do not always specify whether or not the comparator must be
another pharmaceutical or can also be another healthcare intervention. The EUnetHTA survey

2

This document does not explore how to select comparators for clinical trials.
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indicates that, in the majority of countries (70%), health care interventions other than
pharmaceuticals can also be considered as comparator in REA.
However, there appears to be an ongoing debate if a comparison with another pharmaceutical
is considered more important than a comparison with another healthcare intervention.
However, this question depends very much on the assessment question asked and on the
evidence available for the comparator intervention, bearing in mind that the evidence base for
pharmaceuticals is often more extensive than for other interventions.
If the comparator is another pharmaceutical, some countries specify that it should have similar
pharmacological properties or a similar pharmacological mechanism of action as the
pharmaceutical to be assessed. However, this may not be possible in all cases, for example in
oncology, where products from new pharmaceutical classes such as monoclonal antibodies are
introduced where previously taxanes or platinum compounds were used.

2.2.2. Dose
Consideration should also be given to the choice of the adequate dose of the active comparator.
This should be a dose that has shown the best benefit/harm ratio and a clinically relevant effect
in the population of interest, or scheduled in line with its marketing authorisation or high-quality
clinical practice guidelines. Comparing inappropriate doses may lead to over-estimation of the
effect of the new drug (if the chosen dose of the reference treatment is too low) or
underestimation of its adverse effects (if the chosen dose of the reference drug is too high). A
source of information for choosing the right dose of a comparator can often be found in the
summary of product characteristics in the comparator’s marketing authorisation (SPC), and in
some countries, national legislation or other procedural requirements limit the eligible
comparator dose to the dose specified in the SPC. However, uncertainty can arise when the
use of a comparator in clinical practice differs substantially from its marketing authorisation,
when several doses of a comparator are available, and when there are variations of dosage
between countries (for example where there are national marketing authorisations). Where
there is uncertainty, discussion between the HTA assessor and the product sponsor could take
place to define how to best address it. Also, clinical practice guidelines should be considered,
but also prescription data from the real world clinical settings. Where the comparator is not a
pharmaceutical, it should be used according to evidence based methodology and in line with its
instructions for use.

2.2.3. Regulatory status
No explicit information is available in the majority of national guidelines published in English as
to whether or not the comparator must have a marketing authorisation. This question was not
explicitly asked in the EUnetHTA survey either. A small proportion of these guidelines are
explicit that only pharmaceuticals which have a marketing authorisation for the indication under
assessment can be used as comparator. On the other hand, guidelines from one country
explicitly state that comparators can include those that do not have a marketing authorisation (or
CE mark for medical devices) if it can be demonstrated that they are used routinely for the
indication in the health care service. The rationale behind this is the need to compare the new
pharmaceutical with what is currently being done (what would be replaced), regardless of
whether or not a product has a marketing authorisation, and recommendations are explicitly
made for the pharmaceutical under assessment, not the comparator. .

2.2.4. Level of evidence
Another important consideration is the evidence available for the chosen comparator particularly
if it has no marketing authorisation for the particular indication. If an intervention is used
routinely in clinical practice, it is most likely that evidence of its effectiveness and safety profile is
available for the target population. This however is not always the case for interventions that
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have been used historically for a long time and, in particular, for small target indications. It is
highly desirable that only comparators be used in REA for which a reasonable amount of good
quality evidence is available.
In addition, and under ideal circumstances, the evidence for the chosen comparator should
allow for a, preferably blinded, randomised controlled comparison, even if done indirectly.
Although not explicitly stated in the national guidelines, there seems to be in practice an implicit
preference for direct comparisons. It is acknowledged that this may sometimes be difficult
considering the way of administration, or any difference in safety profile and adverse effects that
can affect the blinding or favour different patient subpopulations. Evidence for the chosen
comparator can also be taken from pragmatic trials, observational studies or registries, but
these have to be of high quality. In addition, the decision whether or not specific studies are
suitable for a(n) (indirect) comparison often needs rigorous assessment of the studies, which
cannot be done for all possible comparators.
There are situations where no good evidence for the effectiveness of the routine care is
available, and in these situations no clear advice is given in any national guidelines. A possibility
in this situation is to find a proxy comparator and resolve this through a pragmatic and
deliberative rather than a fully evidence based approach.

2.2.5. Recently licensed medicines versus established
pharmaceuticals
Comparators are often pharmaceuticals licensed a long time ago for which there is extensive
efficacy and safety data available. However, comparators can also include pharmaceuticals
which have only recently received a marketing authorisation and for which there is less data
available and which may not have become routine practice. The general consensus seems to
be that such newer pharmaceuticals should be included as comparators where appropriate to
allow the REA to be as up to date as possible.
Challenges can also arise when it is identified that an alternative technology may be licensed
within the timeframe of the REA or is subject to another proposed or ongoing REA. This means
that at the point of decision making, routine clinical care may have changed, be at the point of
changing, or be subject to consideration at the same point in time as the technology. Often the
decision maker wishes to see comparisons with the new pharmaceuticals. However, this can
pose a problem, particularly for those conducting or contributing to a REA because the data
may not be available to support either direct or indirect comparison of effectiveness with the
most recent/emerging comparator.
A related challenge is that a new pharmaceutical might have just received a positive
reimbursement decision, could represent a clinical advancement and be therefore considered
‘best standard care’, but is actually not yet widely used in the health care service. This situation
happens regularly in therapeutic areas with rapid development of new treatments, such as
oncology, and it can be difficult to come to a unanimous approach about the comparator, and
this is usually resolved through a case-by-case basis.

2.2.6. More than one possible comparator/ treatment sequences
Several of the published national guidelines recognise that more than one specific treatment
may currently being used in clinical practice. One of the reasons for this could be that different
treatments are relevant for different subpopulations of patients (see section 2.2.7). However,
there may be other reasons. Some guidelines specify that in this situation, the main comparator
should be a pharmaceutical that is prescribed to treat the particular indication for the largest
number of patients. However, it does not go as far as specifying how this should be established.
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There is also no advice currently as to what approach should be taken in situations where there
is no clear main comparator identifiable or where there is considerable uncertainty, or where
there is an even split between several pharmaceuticals used in clinical practice.
It is also important to distinguish between situations where the intervention is an additional
element in a treatment pathway or treatment sequence (where the comparator would be the
same treatment pathway or sequence without the new intervention); this is similar to situations
where the new pharmaceutical is an-add on to standard care. This is different from the situation
where the new pharmaceutical is a distinct alternative that could replace another element in the
treatment strategy (where the comparator would be the treatment pathway or sequence
including the potentially replaced intervention). This is outlined in some of the national
guidelines.
There may also be legal requirements, stipulating that if there are several alternatives, the more
economic therapy should be selected as comparator, preferably one for which there is a
reference price within the health care system.

2.2.7. Subpopulations of patients
If a new pharmaceutical has a wide therapeutic indication, covering the treatment of patients at
different lines of treatment (for example 1st line or 2nd line), different degrees of severity,
different stages of a disease (for example early cancer or metastatic cancer), or genetic
characteristics, it is important to consider that the comparator for such different sub populations
within an overall indication could be different. Other specific clinical characteristics of patient
groups, such as co-morbidities can also be important. In this case it may be necessary to define
comparator interventions separately for all subgroups and sub-indications, depending on the
evidence available.

2.3. Sources used to specify the comparator
The published national guidelines do not usually specify which sources are used as input for
choice of comparator, by which method the most appropriate comparator should be established
and who should be involved in defining the comparator.
The responses received to the EUnetHTA survey showed that in the majority of countries the
product sponsor, clinical and patient experts, clinical guidelines, and (international)
methodological guidelines have an input into the choice of the comparator. In addition, others
involved in the choice of comparator included experts and internal technical teams within the
assessment organisation, as well as the decision making organisations.
However, in three countries the product sponsor does not play a role in the choice of the
comparator; in one of these only the HTA agency is involved, in the other two countries experts
are involved and clinical guidelines and international methodological guidelines are used. Only
in one country it was indicated that the product sponsor only chooses the comparator.
It appears that the variations in the responses to the survey are linked to the individual national
procedural requirements.

2.4. When should the choice of comparator be specified
National guidelines rarely specify whether or not the comparator is agreed before or during the
assessment. Ideally the comparator for a REA should be agreed before the assessment starts.
Such a process step is sometimes described as ‘scoping’, consistent with the PICO table
approach to define a research question (Population, Intervention, Comparator, Outcome). This
approach is in fact described in a number of the published national guidelines.
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If a final agreement on the comparator needs to be reached before the assessment starts, the
HTA organisation or the decision maker has to carry out validation work on the comparator
beforehand. This is not possible in all national processes, particularly where the process has to
follow tight timelines.
Additionally, it is possible that such scoping processes are carried out before the actual
assessment. This is also considered important by Bekkering and Kleijnen (2008) 3 . If scoping is
carried out a long time before the actual assessment, clinical practice may have changed by the
time the assessment starts, as outlined above. In this case the scoping process can only define
a maximum list of possible comparators, from which the actual comparator will have to be
chosen in the analysis. Other approaches may be to see the PICO table in the scope as definite
list of comparators to be included in the analysis, but this latter approach involves extensive
validation work beforehand to establish the comparator with certainty.

3

This publication does not describe the current status on methods for benefit assessments in Germany.
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3. Discussion and conclusion
The choice of the comparator in a REA, and the mechanism by which this choice is made,
widely depends on the aim of the respective health care system (whether explicitly stated or
not), and the legal and cultural context within which each national health care system operates.
The analysis of the information available for this document demonstrates that there is broadly
agreement across countries about what should be the comparator for a REA: in the context of
making decisions about the place of a new pharmaceutical in clinical practice, or about
reimbursement, this is mainly defined as current routine care in the individual health care
system, the most used, or what would be replaced by the introduction of that new
pharmaceutical.
Therefore, under ideal circumstances the comparator for a European-wide acceptable REA
would be




the reference treatment according to high-quality clinical practice guidelines at
European or international level
with good quality evidence on effect size and adverse effects from medical literature
with a EU or national marketing authorisation for the appropriate indication and line
of treatment.

However, in many circumstances there is no consensus across European countries of what
constitutes standard/routine/ best clinical care, and real life patient populations are likely to be
heterogeneous across countries because of the absence or multitude of validated therapeutic
recommendations. For any REA that is applicable across European countries, the comparator
would often be a difficult choice because of the absence of validated therapeutic
recommendations, or if the recommendations and procedural and legal requirements vary
across countries (Berdai et al 2010, Bekkering and Kleijnen 2008). It may be useful to take into
account the best active comparator identified by the EMA, although ultimately this may not be
an appropriate comparator for REA in all countries.
Furthermore, in some countries the choice of comparator is governed by legislation, and refers
also to cost (such as reference prices, or cost effectiveness). For creating reference prices,
similar pharmaceuticals are taken into consideration and these need to be included as
comparators. In other countries, the choice is governed by the purpose to gain as much insight
as possible about the new pharmaceutical; in that situation the comparator needs to be from a
similar pharmaceutical class.
In addition, establishing a priori the most appropriate comparator for a given REA applicable
across European countries would require additional time and resources. In some situations a
universal comparator that allows answering all countries’ needs for a specific REA may not
exist. However, there may be countries with similar health care patterns, and in this situation
‘clusters’ of countries with the same comparator could be established, and separate REA for
these clusters be carried out. Alternatively, several comparisons could be provided in one large
multi-comparator REA. However, in both cases it would need to be demonstrated that these
approaches could genuinely inform national decision making and thereby generate efficiencies.
In summary, the detailed approaches vary across countries and the choice of the comparator for
REA depends mainly on the specific assessment question. An exception exists with rare
diseases where Orphan Medicinal Designation offers a framework for identification and
endorsement of a European position on standard of care/comparator which can be used to
assist in the establishment of REA.
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Annex 2. Methods and results of literature search
A literature review was undertaken followed by a policy analysis of existing national guidelines.
Keywords
Decision making
Decision support techniques
Health care policy decisions
Policy
Cost benefit analysis
Clinical benefit
Outcome assessment
Pharmacoeconomic assessment
Pharmacoeconomic evaluation
Pharmacoeconomic research
Product evaluation
Treatment outcome
Comparator (free text search and truncated)
Active comparator
Best practice
Standard treatment
Gold standard
Reference therapy
Search engines and sources of information
Embase
Medline
Medline in Process
Health Technology Assessment
Cochrane Methodology Register
Google and Google Scholar
Other important sources were EMA, FDA, ISPOR, HTAi, PBAC, MSAC, CADTH/CEDAC,
AHRQ, GIN, but also the websites of national HTA/reimbursement agencies.
Strategies of research
Free-text searching and where appropriate, subject heading searching. As the search is
undertaken terms might need refinement.

Inclusion and non-inclusion criteria
Restricted to English language, although articles with an English abstract were considered for
inclusion. The search was restricted to the years 2000 to 2010.
Results of the literature search
The literature search resulted in 662 articles being retrieved. These articles were initially
screened by title and those that were not relevant were eliminated. Articles were considered to
be not relevant if they discussed the choice of comparator in randomised controlled trials, the
design of randomised controlled trials (ie should they be placebo-controlled or have an active
comparator) and the pharmaceutical approval process, because these were not considered
relevant for the current purpose. In addition, articles describing the results of RCTs or the
efficacy of new treatments were eliminated. In total 657 articles were eliminated at this stage.
The next stage of the selection process involved screening the abstracts of the remaining 5
articles and eliminating any that were duplicates. Two articles were identified as being
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duplicates - the same articles which had been published in two different journals. Therefore four
articles were identified as being relevant to the search topic.
Summary of literature search
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Reference

Main data/information

Berdai D, Hotton JM,
Lechat P (July 2010)
Comparators (Medicinal
and non Medicinal) for
Marketing Authorization,
for Public Health, for
Payers and at the
European Level. Therapie
65 (4): 329-334.

The authors outline that the choice of the comparator for any new
treatment is a key issue especially when there are differences in
medical practice and when the use of the comparators depends on
the geographical zones and their evolution with time. The choice of
the comparators must satisfy sometimes different expectations
from the regulatory authorities and for reimbursement decisions.
The authors suggest that a universal comparator that allows
answering all assessment questions does not exist, and that the
quantification of the clinical added value can only be carried out in
comparison with the current reference drug treatment/ current
therapeutic strategy. The reference treatment is sometimes a
difficult choice due to the absence of validated therapeutic
recommendations or if the recommendations vary across
countries. The expansion and international clinical practice
guidelines would reinforce the robustness and efficiency of clinical
research efforts with respect to the relevance of the comparison to
reference treatments, including non-drug treatments. The authors
also emphasise the importance of a consensus on clinically
significant thresholds for the size of evaluated effects.

Bekkering GE, Kleijnen J
(Nov. 2008) Procedures
and methods of benefit
assessments for
medicines in Germany.
Eur.J Health Econ. 9
Suppl 1: 5-29. 4

[Same article published in two journals]

Bekkering GE, Kleijnen J
(Dec. 2008) [Procedures
and methods of benefit
assessments for
medicines in Germany].
Dtsch.Med Wochenschr.
133 Suppl 7: S225-S246.

Massol J, Puech A,
Boissel JP (Sept. 2007)
How to anticipate the
assessment of the public
health benefit of new
medicines? Therapie 62
(5): 427-435.

In the article it says that the comparator is either the best possible
treatment or the currently used routine treatment. Although the
best treatment would be the comparator of choice, treatments
representing routine German care should also be included in the
evaluation. There may be several comparator treatments,
depending on regional differences. The comparator needs to be
defined as precisely as possible, especially if the circumstances of
its use differ from the circumstances of use for the intervention
being assessed. The choice of one (or more) comparator(s) needs
to be discussed in the scoping process and justified in the protocol.
As part of the licensing procedure, medicines are typically
compared with placebo. Such trials answer the question whether
the medicine is more effective than placebo. For benefit
assessments, from the perspective of the health-care system,
head-to-head trials comparing one medicine with another are to be
preferred if the comparison therapy is the current standard therapy.
Head-to-head trials should be evaluated in the same way as
placebo-controlled trials. If the assignment to both treatments has
been done randomly, such trials are level-1 evidence. If only
placebo controlled trials are available, the additional benefit of
medicines can be estimated using adjusted indirect comparisons
Summary derived from abstract only; main publication in French
The authors describe the assessments and criteria required for
defining the added therapeutic benefit (Public Health Benefit, PHB)
within the French context. Issues discussed include that data are
exclusively from randomised clinical trials which is not necessarily
sufficient for assessing PHB. The authors offer ideas as to how the
assessment of PHB differs from the marketing authorization

4

These two papers were published before new methods for benefit assessments in Germany were
developed. New regulation in Germany starting from January 2011 can be found at AM-NutzenV § 6:
http://www.bmg.bund.de/fileadmin/redaktion/pdf_gesetze/verordnungen/AM-NutzenV.pdf]
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process, particularly in terms of extrapolating the results from trial
populations to the real world clinical practice, the predictive value
of the surrogate criteria used in the trials, the lack of concurrent
and relevant epidemiological data related to indication. The
authors suggest to adapt the clinical development plans for a
better assessment of PHB, and to start early enough collecting
reliable and relevant epidemiological data and the necessary
elements for the assessment of the generalisability of the results.
The authors also outline the need for effectiveness modelling due
to the absence of all relevant trial or real life data. The authors'
general recommendations to update the development plans seem
especially appropriate as any such amendments would not only be
beneficial to France but to all health authorities who would wish to
assess the PHB of a new medicine on their territories.
Le Jeunne C, WoronoffLemsi MC, David N et al.
(Mar. 2008) Relative
added value: what are the
tools to evaluate it?
Therapie 63 (2): 113-11.

English abstract reproduced below; main publication in French
The relative added value of a drug is currently evaluated in France
by the Transparency Commission (TC) of the National Health
Authority (HAS), by assigning a level of Improvement in Actual
Benefit (IAB). IAB is based on two parameters, efficacy and safety
of the product, in a defined target population, either as compared
to one or more other drugs with similar indications, or within
therapeutic strategy. The items used for evaluation, including the
level of clinical effect, the relevance of the comparator, the choice
of comparison criteria and the methodology used (indirect
comparison, non-inferiority studies, etc.), have been reviewed by
the working group in Giens with regard to an analysis of the
opinion on TC issued between 2004 and 2007 in several
therapeutic areas. First of all, this attempt at rationalisation based
on the criteria used to assess the relative added value
demonstrated the rareness of direct comparative data, and was
followed by a discussion on the possible broadening of the
evaluation criteria. The group discussed taking into account the
Public Health Impact (PHI), which has now been incorporated into
the assessment of Actual Benefit (AB). The group believes that
PHI seems to be more related to the notion of IAB than to that of
AB. Indeed, it is frequently the relative added value of a new drug
that produces an impact in public health. Conversely, considering
the comparative evaluation criteria of PHI, which are not
systematically taken into account in AMSR (such as improvement
in the health of the population, meeting a public health need or
impact on the healthcare system), PHI could legitimately be
included in the assessment of the relative added value of a drug.
Other parameters such as compliance or impact on professional
practice have been considered. Thus, the notion of relative added
value, evaluated at initial registration, could be based on an
expected improvement in medical service. The notion of expected
medical service leads to the requirement of producing additional
data in real life (post-registration studies), which would support the
definitive notion of improvement in actual benefit at the time of
renewed registration, while taking into account the place occupied
by the drug in the therapeutic strategy.

The EUnetHTA survey gave the following options for the identification of the comparator:





Product sponsor
Experts
Clinical guidelines
(international) methodological guidelines
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other (these included experts within the assessment body and internal technical
teams in the assessment body).
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Annex 3. Other sources of information
Published guidelines
Published national guidelines or other information, available in English, from 2 regulatory
authorities, the European Medicines Agency (EMA) and the Food and Drug Administration
(FDA), and from HTA organisations, as listed below, were analysed for information related to
the choice of comparator:
 Agency for Healthcare Research and Quality (AHRQ)
 Agency for Health Technology Assessment (AHTAPOL) Poland
 Canadian Agency for Drugs and Technologies in Health (CADTH)
 Danish Centre for Health Technology Assessment, National Board of Health
(DACE HTA) Denmark
 Dental and Pharmaceutical Benefits Authority (TLV) Sweden
 Health Information and Quality Authority (HIQA)
 Hungarian proposal for methodology standards (Szende et al, 2002)
 Institut für Qualität und Wirtschaftlichkeit im Gesundheitswesen (IQWiG) Germany,
 International Society for Pharmacoeconomics and Outcomes Research (ISPOR)
 Medical Services Advisory Committee (MSAC)
 National Institute for Health and Clinical Excellence (NICE)
 Norwegian Medicines Agency
 Pharmaceutical Benefits Advisory Committee (PBAC)
 Pharmaceutical Management Agency (PHARMAC)
 Scottish Medicines Consortium (SMC)
EUnetHTA survey
As part of EUnetHTA JA work package 5, a survey was carried out amongst European and
other English speaking countries on REA. In total, 34 countries were included in the analysis
including 30 European countries, Australia, Canada, New Zealand and the US (with data of 27
countries available at time of writing). The responses to the questions relating to the choice of
comparator have been used as source for this guideline, and were supplemented with
information from contacts in the individual HTA organisations. The full survey results can be
seen at http://www.eunethta.eu/outputs/final-version-background-review-relative-effectivenessassessment.
The questions asked were:
With what is the pharmaceutical compared with?





Whatever is used in registration trials
Best possible care
Best standard care
Other

Is comparison limited to pharmaceuticals?
How is the comparator identified by the assessment body?






Indicated by the product sponsor
Experts
Clinical guidelines
(International) methodological guidelines
Other
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The primary objective of EUnetHTA JA1 WP5 methodology guidelines is to focus on
methodological challenges that are encountered by HTA assessors while performing
a rapid relative effectiveness assessment of pharmaceuticals.
This guideline has been elaborated by experts from KCE, reviewed and validated by
HAS and all members of WP5 of the EUnetHTA network; the whole process was
coordinated by HAS. As such the guideline represents a consolidated view of nonbinding recommendations of EUnetHTA network members and in no case an official
opinion of the participating institutions or individuals.

This guideline gives general recommendations related to HRQoL that are applicable to all types of REA
irrespective of their particular purpose. A specific addendum related to study design issues and
interpretation of HRQoL in the context of assessment of an added therapeutic benefit might be
elaborated in future if decided by EUnetHTA partners.
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Summary and recommendations
SUMMARY
Health-related quality of life (HRQoL) is often considered to be an important endpoint
of health care interventions. Because improvement in HRQoL is highly subjective, it
does not necessarily correlate well with objectively measurable clinical benefits.
Different types of HRQoL measures exist. A first distinction can be made based on
the content of the measures: generic measures cover dimensions that are
considered important for HRQoL in general, disease- or population specific measures
particularly focus on dimensions that are affected by a specific disease or population.
Disease-specific measures are generally considered to be more sensitive to small
changes in HRQoL than generic measures. Generic measures, on the other hand,
are more comprehensive and therefore likely to pick up unexpected effects on
HRQoL which are not measured by disease-specific instruments.
A second distinction can be made based on the result of the measurements: there
are measures that result in a HRQoL profile, with separate scores per item or
dimension of HRQoL, and measures that give an overall summary score as a result.
The latter encompass the utility indices, which are typically used to calculate
endpoints combining HRQoL outcomes with life expectancy outcomes, such as
QALYs. Also for HRQoL profile measures a summary score is often calculated. .
This guidance indicates which types of HRQoL measures are suitable for the
demonstration of the relative effectiveness of pharmaceuticals and summarizes the
caveats for interpreting HRQoL outcomes. It has a double purpose: (1) support
assessors in identifying the strengths and weaknesses in the evidence provided and
(2) inform researchers about the requirements regarding HRQoL assessment in
order to allow them to anticipate the collection of the required data for REA when
developing trial protocols.

1.1. FINDINGS
The main message of this guidance is that the appropriateness of the HRQoL
measure used depends on the purpose of the relative effectiveness assessment
(REA):


Is the purpose of REA to inform patients and health care professionals about
the HRQoL benefit of an intervention as compared to its comparator or is the
purpose to inform health care policy makers about the relative value of a
product? The level of decision making is clearly different, and therefore,
different needs can be identified.

In the latter case, the decision-making context also plays a crucial role:


is cost-effectiveness taken into account in drug reimbursement decisions and



are decisions taken within indications only or also comparing relative values
across indications?

Given these variations in context, there is not always a consensus on the required
HRQoL evidence. However, as these requirements are usually not mutually
exclusive, a set of basic requirements applicable to all contexts could be identified.
Where this is not the case, possible variations are mentioned and discussed.
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1.2. REA TO INFORM REIMBURSEMENT DECISIONS
For the purpose of informing health care policy decisions with respect to resource
allocation across indications, it is important to include a generic HRQoL measure in
the REA allowing to make comparisons across indications and intervention types.
Disease-specific measures are useful as complements in specific cases, for instance
when no improvement on one of the generic HRQoL dimensions can be
demonstrated but there possibly are improvements on disease-specific dimensions.
In countries where cost-effectiveness of interventions is a consideration in the
decision making process, it is moreover recommended to use a utility measure in the
REA. It is recommended that utility values derived from the general public or patients
and associated with an easily-administered generic descriptive HRQoL instrument
are used in order to ensure consistency in the utility values used for REA and for
cost-effectiveness analysis, and to ensure interpersonal comparability of HRQoL
scores. However, some countries only take decisions with respect to resource
allocation within the (licensed) indications, with or without the consideration of the
relative cost-effectiveness of interventions. In this case, disease-specific HRQoL
instruments can be considered sufficient because comparability across indications is
not required. It should be noted, however, that even in this context, generic HRQoL
instruments are useful to allow building up a reference framework for the
determination of the societal value of HRQoL benefits. The value of the health
benefits of the different interventions needs to be determined in the same way as for
reimbursement decisions considering multiple indications at the same time. The
systematic use of generic HRQoL instruments in all indications allows increasing the
consistency in this value judgement (or appraisal) process. For the sake of legitimacy
of the decision making process, consistency between decisions is important and, in
the apparent absence of consistency with previous decisions, justification is required.
The justification for an apparently inconsistent decision can be based on diseasespecific outcomes or other relevant decision criteria. It is therefore recommended to
use both a generic utility and disease-specific instrument in both policy contexts.

1.3. REA TO INFORM CLINICAL DECISION MAKING
For the purpose of informing patients and health care professionals about the HRQoL
outcomes of an intervention, the use of disease-specific HRQoL instruments is
recommended. Professionals and patients are first and foremost interested in the
dimensions of life that are affected by a disease and will be affected by an
intervention. However, it should be noted that the risk of focussing on diseasespecific measures is that they exclude dimensions of HRQoL that are generally not
affected by the disease or standard intervention, but might be affected by the new
intervention, e.g. through side-effects that were not present with the standard
intervention. Therefore, it is important to verify whether all affected domains of
HRQoL are covered by the disease-specific HRQoL instrument.

1.4. METHODOLOGICAL CONSIDERATIONS
All methodological considerations related to the psychometric properties of patientreported outcome measures apply to HRQoL measures. Due to the absence of a
gold standard for HRQoL measurement, it is often difficult, however, to measure
these properties for HRQoL instruments or to give general guidelines on what can be
considered a valid and reliable HRQoL instrument. Nevertheless, a number of basic
principles can be defined. For instance, to be appropriate and valid for the purpose of
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informing resource allocation decisions across indications, generic instruments
should encompass all dimensions considered important by the society. Diseasespecific instruments used for reimbursement decisions within one indication should
not only encompass dimensions expected to be positively affected by an intervention
but also the dimensions in which deterioration or no change is expected. In other
words, the instrument needs to be comprehensive in the HRQoL domains covered.
A number of caveats related to repeated measurements, the cultural adaptation and
translation, missing data, modes of administration and evaluation by proxies are
discussed and a position on each of these issues is taken.
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RECOMMENDATIONS
1. HRQoL instruments used in the context of REA should first and foremost be
valid for the purpose the REA intends to serve.(paragraph 1.2) REA
assessors should thus first consider for what purpose the REA will be used: to
inform reimbursement decisions or to inform clinical decision making. The
recommendations apply to both full REA and rapid REA.
2. A general recommendation applicable to all types of REA irrespective of their
particular purpose, is to require the inclusion of a disease- or population
specific and a generic HRQoL measure for most adequately capturing the
impact of a disease on daily life. In case there is a need for the calculation of
QALYs, a utility measure (Time Trade-Off or Standard Gamble) or generic
HRQoL, instrument associated with a reference set of utility values (generic
utility instrument) is recommended.
a. For countries that require an economic evaluation to support a
product reimbursement application, it is recommended to require
data emerging from the administration of a generic utility instrument
in the clinical trial(s). Utility values should be derived from the
general public (indirect utility measurement) or from patients (direct
utility measurement). There is no consensus across jurisdictions
about the most appropriate source. The choice between the
sources of utility values is a normative one and should be based on
careful consideration of the expected consequences for the
decisions for which the HRQoL measurements are used, especially
in case of decisions across indications. Consistency in the
application of the chosen source is required. In both decision
contexts, the use of other estimates for the HRQoL benefit in the
REA than in the economic evaluation should be avoided. To
improve comparability and consistency, countries might also
consider recommending the use of one particular instrument for
national reimbursement requests that is widely used (e.g. the EQ5D).(paragraph 2.1.3)
b. For countries that do not require an economic evaluation to support
a product reimbursement decision, a disease-specific or generic
HRQoL measure may be sufficient. Utility measures remain useful
for REA in this context, however, especially for the calculation of
QALYs, which are particularly useful for comparing interventions
affecting both mortality and morbidity.
3. REA performed for informing resource allocation decisions across
indications should primarily be based on HRQoL data obtained with a
generic HRQoL instrument, encompassing all HRQoL dimensions in which
improvements are considered important by the general public. If no
improvement on such generic HRQoL instrument is observed, the alleged
benefit of an intervention is less likely to be considered meaningful from a
societal point of view, given the range of existing health problems between
which public resources need to be allocated. REA should consider the effect
of an intervention on the HRQoL of a typical real life patient population, taking
the impact of patient’s co-morbidities on HRQoL into account.(paragraph 2.1)
4. REA performed for informing resource allocation decisions within
indications can be based on validated comprehensive disease-specific
HRQoL data, as comparability across indications is in this case less
important. Nevertheless, the consideration of generic HRQoL data remains
EUnetHTA – European network for Health Technology Assessment
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useful for reasons of coherence in the valuation of health benefits, and in
consequence, transparency of the decision-making process.(paragraph 2.1.2)
5. REA performed for the purpose of informing health care professionals
and patients could be based on disease-specific HRQoL instruments.
They can be considered as complementary to generic instruments in REA
performed for policy purposes. Disease-specific HRQoL instruments may be
useful for more in-depth assessment of the generic HRQoL dimensions
affected by an intervention. It should be borne in mind that the burden
imposed on respondents increases with the number of questionnaires
used.(paragraph 2.1.2)
6. HRQoL benefits of interventions should be demonstrated by means of
repeated measurements in both the intervention and the control
group.(paragraph 2.1.5.1)
7. Single item scores for HRQoL alone are considered insufficient to
demonstrate relative effectiveness because they are subject to bias and often
too crude to detect changes in health. Single item scores are scores derived
from one single question asking to value current overall health on a specific
scale.(paragraph 2.1.5)
8. Mapping of disease-specific or generic instruments to preference-based
instruments to obtain utility values is generally not recommended for REA.
Authorities should encourage researchers to always include a preferencebased instrument in their clinical trial protocol in order to avoid the need for
mapping. (paragraph 2.1.3.3)
9. Documentation of the validity, reliability, responsiveness and
acceptability of the HRQoL instruments used in REA should be provided,
taking into account the applied mode of administration and possible cultural
and/or language adaptations. (paragraphs 2.1.4, 2.1.5.2 and 2.1.5.3)
10. Evaluation of HRQoL by “proxy judges” is not recommended. Its acceptance
is limited only to cases where the patient cannot contribute him/herself or
where the use of proxies can be justified by the nature of the judgements to
be made.(paragraph 2.1.5.4)
11. Transparent reporting within due time of the results of all HRQoL
measurements is recommended. If not (yet) published, it is required to make
these results accessible for HTA bodies to allow critical appraisal.
12. When changes in survival and HRQoL are combined in one outcome
measure such as the QALY, separate reporting of changes in survival and
HRQoL and a description of the methods to combine the measurements
should be requested to allow for separate consideration of both
endpoints.(paragraph 2.2)

EUnetHTA – European network for Health Technology Assessment
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1.

INTRODUCTION

1.1. DEFINITIONS AND GENERAL INFORMATION
Quality of life has been defined by WHO as “individuals’ perception of their
position in life in the context of the culture and value systems in which they live
and in relation to their goals, expectations and concerns.” This is a general
definition, referring not only to quality of life related to individuals’ health status
but to life in general. Overall quality of life is affected by health, but also by
income, environment and freedom.1 Although income, freedom and environment
may affect health, they are usually not the main focus of health policy measures.
The current guidelines relate to “health-related quality of life” (HRQoL), or quality
of life related to factors that affect an individual’s health.2 It is considered that the
primary aim of a health care system is to maintain or improve health and HRQoL
of the population, rather than overall quality of life or well-being. There is little
agreement in literature about what constitutes HRQoL,3 even if the definition of
HRQoL has as a common basis, being the definition of health given by the WHO.
According to the definition of the WHO “health” is “a state of complete physical,
mental and social well-being and not merely the absence of disease”.
HRQoL is a broad concept which can be defined as a patient’s general
subjective perception of the effect of illness and intervention on physical,
psychological and social aspects of daily life.4, 5 Multidimensionality is a key
characteristic of HRQoL. Each domain (physical, psychological etc.) consists of
several dimensions. Physical functioning refers to mobility, self-care, usual
activities and other functional abilities. Psychological health includes elements
like cognitive functioning, emotional distress and anxiety. Finally, social health
refers to the quantity and quality of social contacts and interactions.6 A single
domain, e.g. physical functioning, is insufficient to cover HRQoL, even though it
is an endpoint relevant to patients.
HRQoL assessment is important in the context of relative effectiveness
assessment (REA) because objectively measurable clinical parameters such as
mortality and some measures of morbidity (e.g. myocardial infarction) are felt to
be insufficient to capture the full impact of an intervention from the patient’s
perspective. Objective clinical measures may correlate poorly to a patient’s own
feeling of wellness.7 8In non fatal -but sometimes severe- diseases where an
intervention does not increase survival, an improvement of HRQoL due to the
intervention may be as important as the improvements in the efficacy endpoints
(e.g. psoriasis, irritable bowel syndrome, asthma). Including HRQoL in clinical or
epidemiological studies facilitates understanding patients’ perspectives on what
is gained or lost as a result of a disease or illness or a medical intervention. It
can give insight into the balance between therapeutic benefits and adverse
effects of an intervention from the perspective of patients.
HRQoL is a patient-reported outcome (PRO) and fits within the definition of
patient-relevant outcomes (see guideline on “Endpoints used in REA of
pharmaceuticals”). PRO is an umbrella term used to describe any outcome
evaluated directly by the patient himself/herself, without interpretation by
clinicians or others, and based on patients’ perception of a disease and its
intervention(s). HRQoL represents a specific type/subset of PROs, distinguished
by its multi-dimensionality.
Different types of instruments exist for the assessment of HRQoL (Table 1).
Each type of instrument is used to collect information on patients’ perceptions of
their current health state.
This guideline distinguishes four major objectives of HRQoL measurement.
These are independent of the specific HRQoL instrument used. One instrument
can be used for several objectives (e.g. generic utility instruments). HRQoL can
be measured for the purpose of
1. describing the health status of a population (epidemiology of HRQoL),
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2. assessing the relative effectiveness of a product (REA), and/or
3. assessing the cost-utility of a product (CUA).
4. Informing clinical decision making
Although the requirements for HRQoL measures may depend on the objective(s)
they intend to serve, they are not necessarily conflicting. For example, a HRQoL
instrument used for the calculation of quality adjusted life years in the context of
a CUA, might also be useful for REA.
For the description of a population’s health status, as for instance in national
health surveys, descriptive HRQoL instruments are generally used. Descriptive
HRQoL instruments are generally more comprehensive, encompassing more
items than evaluative instruments used for REA. Several instruments (e.g. SF36, EQ-5D) are used for both descriptive and evaluative purposes. The use of
HRQoL instruments for descriptive purposes will not be considered further in this
guideline because the focus is on HRQoL measurement in the context of REA.
Evaluative instruments used for REA encompass a moderate number of items
(using several processes for reducing the number of items during the
psychometric validation) to reduce the burden of completion by patients and
enhance the response rate. To be useful for cost-utility analysis, evaluative
HRQoL instruments should moreover be associated with utility values for the
health states that can be described with the instruments. When an evaluative
instrument is used for CUA, utilities are measured indirectly. Alternatively, utilities
can also be measured directly using specific utility measurement techniques that
do not require the use of a descriptive or evaluative HRQoL questionnaire, e.g.
by means of the Time Trade-Off (TTO) or Standard Gamble (SG).
In terms of their content a distinction can be made between:


generic HRQoL instruments (e.g. EQ-5D, SF-6D, SF-36, WHOQOL)



disease-specific HRQoL instruments (e.g. Asthma Quality of Life
Questionnaire, the St Georges Respiratory Questionnaire) and



population-specific
Questionnaire).

HRQoL

instruments

(e.g.

the

Child

Health

In terms of the results, a distinction can be made between:


HRQoL profile measures, giving a separate score for each of the health
state dimensions included in the questionnaire and in some cases a
summary score, and



summary scores, giving one single score for overall HRQoL. Scores can
be expressed on any type of scale and do not necessarily have cardinal
a
or interval properties.



utility measures, -which can be regarded as a specific case of summary
scores but are subject to additional conditions for the resulting scores. In
contrast to summary scores, utilities are values on a 0 to 1 scale, where
0 is the value of death and 1 the value of perfect health (negative values
are possible for health states considered worse than death). The scores
must have interval properties, i.e. a change of 0.2 is twice as good as a
change of 0.1.

For utilities, a further distinction is made based on the measurement technique.
There are two possibilities:

Cardinal properties imply that a score of 80 on a scale from 0 to 100 is twice as
good as a score of 40. Interval properties imply that changes in scores have cardinal
properties; e.g. a change from 60 to 80 is twice as good as a change from 40 to 50.
a

EUnetHTA – European network for Health Technology Assessment
11



direct utility measurement, referring to the use of specific techniques to
value the utility of health states (time trade-off (TTO) or standard
gamble(SG)) rather than instruments or questionnaires,



indirect utility measurement, referring to the use of multidimensional
HRQoL instruments or questionnaires to which utility values that have
been collected previously can be connected. The instrument can, in
principle, be generic or disease-specific but is in practice most often
generic (e.g. the EQ-5D).

Some HRQoL instruments combine a health status profile with a summary score
or with a utility score. An example is the Health Utilities Index (HUI), which
combines individual dimension scores with an overall score.
Single item HRQoL questions, asking to value current overall health on a specific
scale (e.g. a Visual Analogue Scale) without a descriptive system accompanying
the score, are not considered valid HRQoL measures for REA or cost-utility
analysis and are therefore not considered further in this guideline.
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Table 1: Examples of instruments and outcomes of HRQoL measures
Evaluation of HRQoL
Descriptive instrument for HRQoL
without using the
Disease-specific
Generic
Result
intermediary of
descriptive instrument
Profile
Kidney Disease
Sickness Impact
Quality of Life Short
Profile, Nottingham
Form, Liver Disease
Health Profile, SF-36
Symptom Index
Summary score
End-stage Renal
Functional
SF-36 question about
Disease Symptom
Limitations Profile
change in HRQoL
Checklist*
(total summary score over 1 year (not
derived from
scaled)**
dimension scores)
Utility index (as a
EQ-5D, Health
Valuation of patients’
special case of a
Utilities Index, SF-6D health state with Time
summary score)
(indirect valuation)
Trade-Off, Standard
Gamble or Visual
Analogue Scale
calibrated on 0 to 1
scale (direct
valuation).
* combines profile measures with summary score
** Is a single item question, answered on an ordinal scale

1.2. CONTEXT
1.2.1.

Problem statement

The number of studies on HRQoL has been growing continuously over the past
two decades. A bibliographic study of HRQoL measurement (2002) found that
numerous HRQoL measures were developed, evaluated and used, with little
standardisation even within specialties.9
HRQoL is a broad concept that has an important inter-individual variability and
different meaning to each person.10 HRQoL is by definition subjective, i.e.
different respondents with the same health status might value their HRQoL
differently, influenced or not by societal ideas of what constitutes minimal or
optimal human happiness and well-being.11 In addition, there might be
measurement issues related to HRQoL. For example, different instruments give
different results, reducing the comparability of results across studies. Another
example is the problem of HRQoL assessment in specific population groups (e.g.
children or people with cognitive impairments). These issues need to be dealt
with when considering the inclusion of HRQoL measures in a REA. Therefore,
suitable study designs are needed to measure the effects of interventions on
HRQoL. The credibility and usefulness of any intervention-related improvement
in HRQoL may be jeopardised by the lack of standardisation in HRQoL
measurements.12
HRQoL can be measured for different purposes. The choice of the HRQoL
instrument (generic versus disease-specific, utility versus profile measure) used
will depend on the objective of the measurement. For cost-utility analyses, for
instance, a utility measure is needed. For informing patients or clinicians,
disease-specific HRQoL measures may be preferred over generic measures
because they might capture better the specific impact of the disease and its
intervention. For the REA of interventions that affect both HRQoL and survival,
assessors might want to combine both outcomes into a single outcome measure,

EUnetHTA – European network for Health Technology Assessment
13

such as quality-adjusted life years (QALYs) or Healthy Years Equivalents
(HYEs). This allows comparisons between interventions with diverging results on
HRQoL and survival respectively and may help decision makers in comparing
the relative value of interventions.13 QALYs are also frequently used as the
outcome measure in cost-utility analyses, but may also be useful for REA.

1.2.2.

Discussion (on the problem statement)

As explained in the ‘background review paper of WP5’14, the purpose of REA is
“to inform health care professionals, patients and decision makers about the
therapeutic added value of an intervention compared to already existing
interventions”. HRQoL assessment can be part of REA. Because the use of REA
in drug reimbursement decisions differs between countries, the development of
common guidelines for HRQoL assessment in REA is challenging. Three major
drug reimbursement system/process characteristics determine the requirements
for HRQoL measures in the context of REA:


whether decision makers have to consider resource allocation across
indications or only within indications,



whether or not the relative cost-effectiveness of pharmaceuticals is
considered during the reimbursement decision making process,15



whether or not the REA must serve at the same time the decision
makers and the professionals and patients.

When decision makers take resource allocation across indications into account
(when deciding on the reimbursement of a particular pharmaceutical),
comparability of the HRQoL measure across indications is important. It is less
important when resource allocation decisions are made within the same
indication.
When a cost-effectiveness analysis is required in the context of an application for
reimbursement of a pharmaceutical, the HRQoL measure should allow the
calculation of QALYs. The relevance of HRQoL measurement for economic
evaluation does not preclude its relevance for REA. A synergy between both
objectives may be found.
When a REA must serve at the same time the decision makers and the
professionals and patients, it should include the relevant information for each of
them. It can be argued that the same information should guide both clinical and
reimbursement decisions. Although this is generally true, clinicians faced with an
individual patient and different intervention strategies may still want more specific
information on the HRQoL dimensions affected by a disease or its intervention.
In summary, the purpose of the REA and the policy context determine the best
practice guidelines for HRQoL measurement in the context of REA.

1.3. SCOPE/OBJECTIVE(S) OF THE GUIDELINE
Guidelines on the way HRQoL should be assessed are needed to ensure that
HRQoL measurements are relevant and useful for the REA of interventions in
the context of health technology assessment. This guideline encompasses
HRQoL measures used for assessing HRQoL as one of the patient-reported
outcomes of an intervention targeting morbidity reduction as well as HRQoL
measures used in combination with life expectancy. As such, it relates mainly to
the use of HRQoL measures in clinical trials. The perspective taken is that of the
assessor of the relative effectiveness of an intervention in the context of a
reimbursement request.
HRQoL is also one of the patient-relevant endpoints (defined as morbidity,
mortality, and HRQoL); detailed discussion on patient-relevant endpoints is out
of scope of this guideline. For more information, please refer to the EUnetHTA
guideline on “Endpoints used in REA of pharmaceuticals: Clinical endpoints”.
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The guideline does not relate to the development of HRQoL instruments, nor to
the use of HRQoL measures in clinical practice, for case-mix adjustments in the
financing of health care services or for the assessment of the health status of the
general population. Also measurement of specific dimensions of morbidity only
(e.g. pain), without the measurement of their influence on physical, psychological
or social functioning, falls outside the scope of this guideline. Finally, this
guideline does not provide specific guidance on which disease-specific
instruments are preferred for specific diseases.
The guideline for HRQoL measurement in the context of REA is formulated
based on a literature review addressing the following questions:


Which types of HRQoL measures are relevant for REA and what are
their pros and cons?



What are potential issues with HRQoL data that should be considered in
a REA?



What do existing guidelines say about HRQoL measurement in the
context of a reimbursement request?

It has a double purpose: (1) support assessors in identifying the strengths and
weaknesses in the evidence provided and (2) inform researchers about the
requirements regarding HRQoL assessment in order to allow them to anticipate
the collection of the required data for REA when developing trial protocols.

1.4. RELATED DOCUMENTS
This document should be read in conjunction with the following documents:


EUnetHTA guideline: Endpoints used for REA of pharmaceuticals:
Clinical endpoints



Methodological guidelines related to the assessment of patient-reported
outcomes in the context of marketing authorisation applications:
o

U.S. Department of Health and Human Services, FDA Center for
Drug Evaluation and Research, U.S. Department of Health and
Human Services, FDA Center for Biologics Evaluation and
Research, U.S. Department of Health and Human Services, FDA
Center for Devices and Radiological Health. Guidance for
industry: patient-reported outcome measures: use in medical
product development to support labeling claims. 2009.
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegul
atoryInformation/Guidances/UCM193282.pdf

o

European Medicines Agency – Committee for Medicinal
Products for Human Use. Reflection Paper on the Regulatory
Guidance for the Use of Health-related Quality of Life (HRQL)
Measures in the Evaluation of Medicinal Products. London,
2005.
EMEA/CHMP/EWP/139391/2004.
www.ema.europa.eu/docs/en_GB/document_library/Scientific_g
uideline/2009/09/WC500003637.pdf
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2. SUMMARY OF THE ANALYSED LITERATUREb
2.1. HEALTH-RELATED QUALITY OF LIFE MEASUREMENT FOR REA
2.1.1.

Profiles and summary measures

There is a diverse range of HRQoL instruments available, most often reflecting
differences in objectives and focus. While some instruments focus on one
particular dimension of HRQoL (e.g. physical functioning) others aim to measure
HRQoL as a whole.16 The common denominator of all instruments is that they
address some aspect of the patient’s subjective experience of health and the
consequences of illness or its intervention.3
Descriptive measures for HRQoL usually consist of different items (questions),
grouped into dimensions (e.g. physical functioning, cognitive functioning, anxiety
and distress).1 Each of the items is scored by the respondent. Scoring systems
may use a binary scale (e.g. yes/no), an ordinal scale (e.g. 7-point Likert scale)
or a continuous scale (e.g. a Visual Analogue Scale, VAS). A dimension usually
consists of several items. Scores on separate items within a dimension are
sometimes combined as a weighted or unweighted sum to create dimensionspecific global measures. Descriptive measures for HRQoL find their theoretical
basis in psychometric theory.
The separate items and dimensions can be considered HRQoL endpoints in
themselves if they have been fully developed and validated. The study protocol
should then ideally have specified that a given dimension will be the main focus
of the HRQoL analyses and have taken this into account when determining the
power of the trial. The statistical analysis will in that case mainly be descriptive.
Interpretation problems may arise when an intervention performs better than its
comparator on one item (or dimension) but worse on another. In REA the relative
importance of the different HRQoL domains needs to be determined in order to
draw conclusions with respect to the ‘net’ relative effectiveness of an
intervention. This weighting –currently mostly implicit- might be controversial and
2, 15
If the global score is calculated by simply summing the
subject to discussion.
scores on all items in all dimensions, a dimension containing more items will get
a relatively higher weight. If the global score is calculated as the mean of
dimension scores, all the dimensions have the same weight. Relative weights
may also be determined based on observational data, using scores from a factor
analysis, summary item scores collected alongside separate item responses17 or
utility values obtained from a utility instrument administered alongside the
descriptive measures.2 A regression of summary or utility scores on individual
item responses can reveal the relative weight of the individual items.
More frequently, researchers opt for one summary item, generating a single
score for HRQoL, leaving the implicit weighing of the different dimensions to the
individual patient. Although there is evidence for validity and reproducibility of
summary items, such items do not allow the identification of opposing trends in
different dimensions of health.3 Especially if the response categories of simple
summary items are limited to a few items, the response categories may be too
crude to detect subtle but important changes in health.18

2.1.2.

Generic and disease-specific instruments

HRQoL instruments can be generic or specific for a disease or population.
Generic HRQoL instruments measure general aspects and are applicable to a
broad range of indications, whereas specific instruments are only applicable to a
specific indication, population or intervention. Table 2 briefly summarizes the

Details on the literature search and inclusion/exclusion criteria are presented in
Appendix 1 and Appendix 2.

b
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advantages and disadvantages of disease-specific and generic instruments,
mainly based on a review by Fitzpatrick et al.3.
Table 2: Advantages and disadvantages of disease-specific and generic
HRQoL instruments
Disease-specific
instruments

Generic
instruments

Advantages
Are expected to:
- have relevant content
- be more likely to detect
important changes that
occur over time in the
disease studied
- be more acceptable to
patients and thus have a
higher response rate

-

Useful for broad range of
health problems
- Enables comparisons
across interventions for
patients with different
diseases
- May detect unexpected
positive or negative effects
of an intervention
- Reduced patient burden if
generic instrument replaces
(battery of) disease-specific
instruments
- Potential to enhance the
value and interpretability of
HRQoL outcomes if trials
generally converged on the
use of (a) generic HRQoL
instrument(s)
Source: adapted from Fitzpatrick et al.3

Disadvantages
It is impossible to:
- administer diseasespecific instruments on
samples who do not
have the disease
- make comparisons with
HRQoL outcomes of
interventions in other
disease areas
- may fail to capture
unexpected change in
HRQoL not addressed
19
by the instrument
- Less detail in terms of
relevance to specific
illnesses
- May sometimes be less
sensitive to changes due
to an intervention

Several authors have argued that the choice between using a generic or a
disease-specific instrument depends on the purpose of the study and the future
use of the data resulting from the study.3, 20 In contrast to disease-specific
instruments, generic HRQoL instruments allow comparisons of outcomes across
a range of diseases. Therefore, they are generally considered to be of greater
interest to policy makers having to allocate health care resources across different
disease areas. However, even in situations where reimbursement decisions are
made on a case-by-case basis and where policy makers assess resource
allocations within one particular indication rather than across indications, generic
HRQoL instruments are useful. In both contexts, the value of the health benefits
of the different interventions needs to be determined. This value is by definition
always relative and depending on several parameters. The systematic use of
generic HRQoL instruments in all indications allows increasing the consistency in
this value judgement (or appraisal) process. For the sake of legitimacy of the
decision making process, coherence between decisions is important and, in the
apparent absence of consistency with previous decisions, justification is
15
required. The justification for an apparently inconsistent decision can be based
on disease-specific outcomes or other relevant decision criteria, such as the
number of patients contributing to a specific increment in HRQoL.15 The major
argument in favour of the consideration of generic HRQoL measures in REA is
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the potential for increasing the consistency between decisions across disease
areas and hence transparency of the drug reimbursement system. Moreover, it
should be borne in mind that disease-specific instruments might not capture
unexpected changes in dimensions of HRQoL that are not included in the
disease-specific instrument but are, nevertheless, important. Complementing
disease-specific instruments with a generic instrument is therefore always useful.
Generic HRQoL instruments are believed to be less responsive than diseasespecific instruments, although empirical evidence confirming this belief is often
missing. However, it should be kept in mind that the goal is not to measure the
largest difference in specific HRQoL outcomes, but rather to measure the impact
on general HRQoL. Nevertheless, as demonstrated by the development of the
EQ-5D-5L (EQ-5D with 5 levels of severity in each dimension instead of 4),
researchers acknowledge this critique and are looking for ways to increase the
responsiveness of generic HRQoL instruments, while maintaining their
advantage of being generic.
Disease-specific instruments may be specific to a disease (e.g. asthma), a site or
region (e.g. the hip), a population (e.g. the elderly), a certain function (e.g. sleep)
or a HRQoL dimension (e.g. pain). They are considered to be of greatest interest
1, 3
However, disease-specific HRQoL instruments are
to patients and clinicians.
also useful in the context of REA for policy making purposes. They can allow to
justify reimbursement decisions that are, apparently, inconsistent with previous
decisions. For example, a positive reimbursement decision for a pharmaceutical
with the same effect on HRQoL than non-reimbursed pharmaceutical for another
indication, ceteris paribus, might be justified by the disease-specific HRQoL
effects. It might happen that the effect on a disease-specific HRQoL
questionnaire –although important from the patients’ point of view- is insufficient
to bring about an observable effect on any of the domains of a generic HRQoL
questionnaire. In that case, the information provided by the disease-specific
HRQoL instrument is relevant for the REA.
In clinical trials that study an intervention’s efficacy, lack of specificity of HRQoL
measures may sometimes be considered to be a problem: if a person has
multiple co-morbidities, changes in overall HRQoL or absence of changes in
21
HRQoL may be related to aspects that have nothing to do with the intervention.
This argument is often used to justify the use of a disease-specific HRQoL
instrument. However for REA, aiming to assess the intervention’s efficacy in real
life, co-morbidities and their impact on HRQoL are extremely relevant, in very
much the same way as all-cause mortality is more important than diseasespecific mortality. Whenever a significant improvement is observed on a diseasespecific HRQoL measure and no effect on a generic HRQoL measure, the
assessor should critically evaluate whether the changes in disease-specific
HRQoL do not inflate the estimated effect of an intervention.
For a policy-oriented REA, it is recommended that the results of generic HRQoL
measures are at least considered in the assessment. The generic instrument
should include all HRQoL dimensions on which improvement is considered
meaningful from a societal point of view. Any improvement on such a generic
HRQoL instrument can then be considered meaningful according to society. In
other words, a generic HRQoL instrument should be valid for its purpose of
informing health care policy. This validity requirement is not different from the
validity requirement imposed upon disease-specific instruments for their purpose
(informing practitioners or health care policy makers assessing efficiency within
indications). A specific caveat applies to disease-specific HRQoL instruments.
Assessors should assess whether all potentially relevant dimensions are actually
included in the disease-specific instrument used to demonstrate relative
effectiveness, not only the dimensions on which an improvement is expected
following the intervention. This is important so that the effects of unexpected
side-effects are covered by HRQoL outcomes.
Disease-specific instruments can be considered relevant in the following cases:
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To get additional information on HRQoL during the assessment of the
risk-benefit of a pharmaceutical for registration purposes.20



More in-depth assessment of how life is affected precisely if an effect is
observed on a generic HRQoL instrument. In this case disease-specific
HRQoL measures provide complementary information to generic HRQoL
measures.



Assessment of the HRQoL benefits of a product compared to a relevant
comparator for the same indication if no effect on a generic HRQoL
instrument is found but a HRQoL benefit is nevertheless assumed.



Assessment of HRQoL benefits of a product if no adequate generic
instrument, reflecting the HRQoL dimensions on which change is
considered meaningful according to the society, is available. As most
commonly used generic HRQoL instruments have been assessed on
this point, this might be considered to be a rather theoretical possibility.

2.1.3.

Utility measures

Utility measures for HRQoL are measures that lead to a single score for HRQoL
with specific properties. In contrast to the summary item scores or aggregate
HRQoL scores obtained by summing weighted or unweighted item or dimension
scores, utilities are obtained using preference-based or choice-based methods.
Utilities could reflect either patients’ preferences for specific health states or the
general public’s preferences for these states. c The major significance of utility
measures is that, first, a single index directly elicits the individual’s overall
preference for a health state and, second, they provide a simpler figure for the
analysis of the net health benefit of interventions, compared with the many
outcomes produced by multi-dimensional HRQoL measures.3 The theoretical
background for utility measures comes from the field of economics and decision
theory.

2.1.3.1. Methods for utility measurement
Instruments used for utility measurement are the time trade-off (TTO), the
standard gamble (SG) and the visual analogue scale (VAS). The SG and TTO
are choice-based methods, requiring respondents to make a choice between two
hypothetical situations and deriving utility values for health states based on the
choices made by the respondent. The VAS is a preference-based method, not
involving a choice but asking to reveal the relative value of health states on a
thermometer-like scale. Utilities are measured on a continuous 0 to 1 scale,
where 0 is the value for death and 1 the value for perfect health. Negative scores
are possible. Utility values can be used for the calculation of Quality Adjusted
Life Years (QALYs), a frequently used outcome measure in cost-utility analyses.

2.1.3.2. Direct and indirect methods
There are two different methods for assessing patient utilities: the direct method
and the indirect method.3 The direct method implies the elicitation of utilities
directly from patients who are in the health states of interest using a TTO, SG or
VAS. Because utility scores obtained in this way do not provide information on
which domains of HRQoL are affected by an intervention, this method is often
used in combination with a descriptive generic or disease-specific22 HRQoL
instrument in which the patient describes his current health state. As such,
descriptive information on the health state as well as the value of that health
state for the patient is obtained. For example, the EQ-5D, a descriptive measure
consisting of five HRQoL dimensions with three levels of severity in each
dimension, can be used to describe a patient’s health state, while the TTO can

c

The terms ‘preference’ and ‘utility’ are frequently used as synonyms, although
technically, ’utilities’ are preferences obtained by methods that involve uncertainty (i.e.
the standard gamble approach).
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be used to derive the utility for this health state from the patient. The same health
state on this descriptive system might be valued differently by different
individuals, depending on the relative importance of each of the dimensions for
these individuals. These interpersonal differences in preferences need to be
taken into account when analysing and presenting HRQoL data. For example,
comparing utility scores of individual patients over time make sense, while
comparing utility scores, obtained through direct elicitation, of different people is
less meaningful.
The indirect method involves the use of a descriptive generic HRQoL
instrument, on which patients report their health states. The utility values
subsequently attached to these health states come from prior survey data, in
which utilities have been measured from appropriate samples of respondents. A
well-known and frequently used instrument used for this approach is the EuroQol
EQ-5D with the EuroQol “tariff”. The “tariff” is a list of the utility values of every
health state that can be described with the EQ-5D. The utility values are derived
from the general public. The public values are derived based on a sample of the
general public valuing hypothetical health states described by means of the EQ5D. In clinical trials, patients simply complete the 5-dimensional EQ-5D to
describe their health state. Subsequently, the corresponding utility value from the
“tariff” is assigned to the patient’s health state. Other examples of generic
descriptive instruments for which utility values have been collected from the
general public in some countries are the Quality of Well-Being Scale (QWB), the
Health Utilities Index (HUI), the SF-6D (6 dimensions of the SF-36), the 15D and
the AQOL. In all cases a multi-attribute utility function gives the utility value
corresponding to each of the health states that can be described with the
instrument. For some instruments, various tariffs exist. This is due to the fact that
the selection of the multi-attribute utility function that will be used to generate the
tariff values is not straightforward and is often a matter of choice. Results of the
assessment may vary depending on the utility function applied. Moreover,
different generic utility instruments may yield different results. It is therefore
recommended to select one instrument with one tariff and apply this to all
assessments to ensure consistency in the REA. The disadvantages of the
indirect methods for assigning utilities to health states are the same as the
disadvantages of the generic descriptive HRQoL instruments (see Table 2).

2.1.3.3. Mapping
The indirect approach mostly uses a generic descriptive instrument, although the
use of a disease-specific instrument is theoretically possible. However, utility
values for disease-specific descriptive instruments are rarely available.
Therefore, mapping of disease-specific data to a generic HRQoL measure is
sometimes applied in order to assign utility values generated with the generic
instrument to the disease-specific health state descriptions.22 This approach is
also used when generic HRQoL data have not been collected in a trial or a
generic instrument was used in a trial for which no utility values exist.22, 23 Utility
data are required to assess the cost-utility of an intervention,24 but because costutility assessment is usually not the primary purpose of a trial, generic HRQoL
instruments allowing translation of health state descriptions to utility scores are
often missing in the trial protocol. Mapping of disease-specific to generic or
generic non-utility measures to generic utility measures always introduces
uncertainty.23, 25, 26
Considering the arguments for mapping, it can be argued that mapping is
actually a compensation for an imperfect trial protocol. It demonstrates the need
for careful consideration of the purpose and future use of trial data when
designing the protocol of a study. If HRQoL is expected to be an important
outcome and trial data are meant to be informative for policy makers assessing
the relative effectiveness of interventions, the appropriate HRQoL measures
should be included in the study protocol.23 As for clinical data, post-hoc solutions
to solve the problem of uncollected HRQoL data such as mapping, should be
scrutinised in REA, because such solutions are by definition inferior to adequate
data collection.
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2.1.3.4. From whom to derive utility values
The choice of the people from whom to derive utility is a crucial one. It is
determined by the purpose of the data collection. The two main options are
patients and the general public. In general, it seems most appropriate to use
utility values from patients if the objective is to address a particular clinical
question, while it seems more appropriate to use values from the general public
if the objective is to inform resource allocation decisions (decisions across
indications).3
In the context of economic evaluations, intended to inform the process of
assessing the societal value of an intervention, health state utilities used have
therefore usually been derived from the general public. This has also been
proven to be a practical approach. However, there is no overall consensus about
whether patients’ utility values or the general public’s values should be used. It is
recognized that both approaches have their advantages and disadvantages.16
Different countries may have different opinions. For decisions within indications,
utility values from patients could be used for economic evaluations without any
clear objection.
For REA, however, the choice is not straightforward. On the one hand, REA is
concerned with patient-relevant outcomes and thus patient preferences are most
relevant. On the other hand, REA is performed to serve a certain goal, being to
make a decision about the appropriateness of reimbursement. In this case,
utilities from the general public become more relevant. When using individual
patient utility values, issues related to the analysis of patient preferences should
not be neglected (e.g. problem of inter-personal comparability, making it less
straightforward to assess baseline differences in health status utility between
experimental and control group). This problem is avoided when using public
utility values, because the same health state description cannot have different
utility values. It goes without saying that the use of public utility values is not
without problems either (e.g. lack of distributions in scores, giving a false image
of preciseness of the utility values). The only fixed health states are death (value
of 0)and perfect health (value of 1).
It is important to be clear about how to handle the choice between patient utilities
and utilities of the general public in REA, in order to avoid confusion with the
public. How to deal with a situation where the gain in utility is much higher if
measured directly in patients than if measured indirectly, using preference values
from the general public? The opposite might also happen: the gain in utility might
be much higher if measured indirectly than if measured directly in patients
because patients (especially those with chronic diseases) might have coped with
their condition. It makes little sense to use a different health benefit estimate for
the assessment of the relative effectiveness than for the assessment of the value
for money. The distinction between decisions across and within indications
becomes relevant again. The effect of coping with a disease might have
important consequences for the outcomes of cost-utility analyses. If patients are
coping well with their disease, their directly measured utility will be relatively high
compared to the utility assigned to this health state by the general public. As a
consequence, the potential utility gain will be lower when directly measured
utilities are used than when indirectly measured utilities are used in cost-utility
analyses. For decisions within an indication, this is not a problem, as utilities are
measured in patients suffering from the same condition. For decisions across
indications, the conclusion might be that the interventions targeted to these
conditions with which the patients cope well are not cost-effective, because of
the limited potential gain in utility. As coping is more frequently occurring in
patients with chronic conditions than in patients with acute conditions, equity
issues may arise. It is therefore a social choice whether a country prefers to use
utility values directly measured in patients or utility values derived from the
general public. Awareness of the pros and cons of each approach and the
possible consequences when using them for decision making is crucial.
Moreover, consistency in the applied approach is essential. Once it has been
decided to use utilities derived directly from patients, this approach should be
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applied to all evaluations. The feasibility of this choice, as compared to using a
generic utility instrument, should be carefully considered.

2.1.4.

Psychometric properties of HRQoL measures

The psychometric requirements for HRQoL measures are similar to those for
other patient-relevant endpoints such as patient satisfaction. To be useful for
relative effectiveness assessment, HRQoL measures must be valid, reliable,
responsive and acceptable.1, 27 An overview of these concepts, based on the
framework used by the FDA for its guidelines on PROs,5 is given in Appendix 3.
The problem is that the criteria of validity, reliability, responsiveness and
acceptability are not consistently defined in the literature. It is therefore difficult, if
not impossible, to make explicit statements about the extent to which a HRQoL
measure used in a particular trial satisfies these criteria.3 Nevertheless, it is
reasonable to expect at least an indication for the performance of the HRQoL
measure on each of these criteria in the REA. Several guidelines for assessing
the psychometric properties of HRQoL instruments have been developed by
international societies such as the ISOQOL d and ISPOR e . In addition, the FDA
has published recommendations for assessing the psychometric properties of
PROs.5 We refer to these references for further information on this aspect.

2.1.5.

Measurement issues
2.1.5.1. Repeated measurements

In the context of REA, one is interested in the change in HRQoL due to an
intervention. This implies repeated measurement of HRQoL in groups of
patients, at least before and after intervention and at crucial events (e.g.
occurrence of serious side-effects or complications). The results should provide
information concerning statistical differences within groups and among groups
and rates of response for the HRQoL dimensions. For utility measures, used in a
reimbursement decision context, this is less relevant, as the decision will in that
case be based on the societal value of the demonstrated improvement in utility,
reflected by how much society is willing to pay for the increase in utility.
Single item scores asking about changes in HRQoL compared to the past are
prone to many biases and should not be used to draw conclusions about the
relative effectiveness of interventions. It has been shown that individuals tend to
recall poorer health states than actually experienced and that the degree of
improvement tends to be exaggerated, and that respondents’ answer may be
influenced by their current health state when asked to compare current with past
3, 28
health states.
When dealing with longitudinal multidimensional HRQoL data, multilevel analysis
can be applied. The first level relates to the analysis of the various HRQoL
dimensions. The second level involves the analysis of the observations over
time. The third level is the level of the individual patients.29 The advantage of
multilevel modelling is that it provides estimates of the intervention effect for
each dimension separately as well as –if appropriate- an overall summary
estimate and the corresponding test statistics.
Multilevel modelling should only be applied if it can be assumed that the missing
data mechanism is ‘ignorable’, i.e. missing data are missing completely at
random. This is often not the case in longitudinal HRQoL studies.2 Often, missing
data are informative, for instance, if data are missing due to drop-out as a
consequence of illness or death. A more complete discussion on missing data is
provided in paragraph 2.1.6.1.

d
e

http://www.isoqol.org/
http://www.ispor.org/
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2.1.5.2. Cultural and language barriers
Questionnaires developed and tested in a specific language cannot simply be
translated and supposed to have the same psychometric properties as in the
language and country of origin.30 Translated versions might be interpreted
differently and cultural differences might adversely affect an instrument’s
measurement properties.1 Therefore, translated HRQoL instruments should be
properly validated and tested before use in clinical studies that aim to
demonstrate improved relative effectiveness of an intervention.31
A literature review of methods to translate HRQoL questionnaires concluded that
there is no empirical evidence in favour of one specific method for translating
HRQoL instruments.32 The translation and cultural adaptation process should
cover an assessment of equivalence. Equivalence covers several concepts, e.g.
conceptual, item, semantic, operational, measurement and functional
equivalence.33
For REA it is important that the assessments of equivalence are documented
when HRQoL data are derived with translated and adapted instruments. The
assessor of the relative effectiveness should evaluate the methodological rigour
of the translation and cultural adaptation process, as well as the psychometric
properties of the translated and adapted version, if this has not been done at the
level of EMA (e.g. if new HRQoL is presented compared to the registration
document). Several questionnaires have been translated, adapted and tested for
cross-cultural applicability (e.g. SF-3630, 34, EQ-5D35).

2.1.5.3. Modes of administration
HRQoL data can be obtained by administering HRQoL instruments through
different modes: interview, mailing, telephone or self-administration. It has been
demonstrated that the mode of administration can have an impact of HRQoL
scores (see, for example, a study by Lyons et al.36) The advantages and
disadvantages of the different modes of administration from the perspective of
the researcher have been described by Guyatt et al.1, Jackowski et al.7, Coons et
al.37 and Hacker38. Possible sources of bias related to the mode of
administration, to be considered for the REA, are described in Fout!
Verwijzingsbron niet gevonden.Table 3Fout! Verwijzingsbron niet
gevonden..
Table 3: Possible sources of bias related to modes of administration of
HRQoL instruments
Self-administration

Interview

Telephone with live
interviewer
Mailing

Telephone with
interactive voice
response
Computer-based
technology

Possible type of bias
Selection bias (non-response, exclusion of illiterate, less educated, other
language)
Respondent may misunderstand the questions
Researcher may misunderstand the answers
Interviewer bias
Reporting bias
Characteristics of the interviewer (voice inflections, age, race, gender) may
introduce bias
Selection bias (only respondents with a telephone can be surveyed)
Voice inflections of the interviewer may introduce bias
Selection bias (non-response, exclusion of illiterate, less educated, other
language)
Respondent may misunderstand the question
Researcher may misunderstand the answers
Selection bias
Selection bias possible, although it might also reduce selection bias, by
applying easily accessible formats with touch screen and audio
components.
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Web/internet-based
technology

Selection bias (only patients with access to the internet)

Today, interactive voice response (IVR), computer-based and web-based
technology are increasingly used for collecting HRQoL data. Several HRQoL
instruments initially developed for paper-and-pencil administration are now
available in IVR version, e.g. the EQ-5D. f38 The use of multimedia tools for the
collection of HRQoL data has several advantages: it may reduce the number of
missing data by notifying respondents of unanswered questions, allows for the
application of features that help people with low literacy, allows the language to
be chosen, can reach populations in a variety of geographic locations and
enables 24 hours data collection.38 Computer adaptive testing programmes for
HRQoL assessment, where the type and order of the questions depends on the
answers of the respondent to previous questions, are a recent development
within HRQoL research.39 The experience with this approach is still limited and
therefore the relevance of data collected in this way for REA is still unclear.
It is recommended to document the psychometric properties of a HRQoL
instrument, given the mode of administration. Because the mode of
administration may have an impact on the psychometric properties of an
instrument, these need to be re-evaluated whenever a different mode of
administration is applied.38, 40 For example, an interview-based standard gamble
may yield different results from a paper-based standard gamble.41 For electronic
versions of paper HRQoL questionnaires, the measurement equivalence should
be addressed using the appropriate techniques. The appropriateness of
techniques for measurement equivalence testing depends on the magnitude of
modifications to the content and format of the original paper version of the
questionnaire required during the migration process.37 Ideally, such
measurement equivalence testing should have been performed before
application of the electronic version of an originally paper questionnaire in a
clinical trial that is performed to inform REA processes.
Some researchers suggest that, given the differences in responses depending
on the mode of administration, mode-specific population norms should be
established and used when HRQoL data from patients are compared to those of
the general public as the standard population.42

2.1.5.4. Evaluation by patients versus proxies
It is recommended that HRQoL, as a patient reported outcome, be assessed by
patients themselves (self-report). The use of proxies, such as caregivers or
family, should be avoided where possible. However, the use of proxies for the
measurement of HRQoL is unavoidable in some cases, e.g. cognitively impaired
patients, small children. Sometimes patients are too ill to complete HRQoL
questionnaires. Recording this as missing data would potentially bias the results.
Using proxy judges may be an option to this. However, evaluators should be
aware that the correspondence between patient and proxy response to HRQoL
measures varies depending on the domain assessed and the choice of the
proxy. A review of empirical studies concluded that proxy responses on more
observable domains, such as physical functioning and cognition, are generally
more highly correlated with responses from patients, whereas proxies tend to
overestimate patients’ functional limitations (proxies tend to overestimate patient
1
dysfunction relative to the patients themselves). Medical professionals may be
inclined to focus on the limitations a particular functional impairment presents,
whereas patients may emphasise the possibilities still left to them.43
Because of the demonstrated lack of agreement between patients-reported and
proxy-reported HRQoL, proxy valuation is generally discouraged and accepted

http://www.euroqol.org/eq-5d/eq-5d-products/eq-5d-3l-translations/alternativemodes.html
f
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only if the patient cannot contribute him/herself.3 There might be scope for proxy
judgements of HRQoL if the reason for patients not contributing is ill health and
the judgements are relatively simple. For instance, it might be acceptable to let
proxies fill out a simple generic utility instrument and subsequently assign public
utility values to these health states if patients are not able to fill out the
descriptive questionnaire themselves. It is less evident to assume that a
multidimensional HRQoL questionnaire, where items are to be valued on a VAS
reflecting patient’s feelings, filled out by a proxy is valid and hence useful for
REA. By using public utility values for the health states, the influence of
differences in subjective perceptions about HRQoL between the proxy and the
patient is limited to potential differences in the health state descriptions. Because
the proxy judges do not value the health state of the patients but only describe
the patients’ health state, differences in preferences do not influence the
judgements. In principle, it is recommended not to use proxy data if important
differences between patient and proxy assessment are possible.
When designing a study protocol, researchers should carefully consider the
possibility of non-response due to ill health and possible solutions to this risk. For
example, alternative modes of administration might be considered for HRQoL
instrument(s) if there is a risk of a higher drop-out rate with self-completed paper
questionnaires due to ill health.
In this context, it should be noted that low literacy or visual impairment does not
justify the use of proxy judges or the exclusion of these patients from the study. It
would lead either to bias in the results or lack of representativeness of the
sample, which are both important considerations in REA. In these cases, the
administration mode for the HRQoL instruments could be changed to allow
patients to participate in the study (e.g. interview or self-administrated multimedia
40
survey instead of self-completed paper survey).
Reasons for using proxy judges should always be justified.

2.1.6.

Data analysis issues specific for HRQoL
2.1.6.1. Missing data

Missing data in a longitudinal HRQoL study induce similar problems as in other
types of longitudinal studies. However, there are some specific issues with
missing data in multi-dimensional and multi-item HRQoL instruments. Types of
missing data are item non-response (responses on some items are missing) and
unit non-response (the whole questionnaire is missing). Unit non-response can
be due to patient drop-out from the study, intermittent missing questionnaires
and late entry into the study.44 The major undesirable effects of both types of
missing data are the introduction of bias due to inadequate modes of analysis
and the loss of efficiency due to reduced sample sizes (loss of power) and, as a
consequence, the diminished ability to draw useful conclusions from the study.45
The particular problem with item non-response in HRQoL studies is that they can
drastically reduce the number of patients for analyses which assume availability
of complete patient data. This may be a major issue where repeated HRQoL
measurements are required to demonstrate relative effectiveness.
The assessor should be able to evaluate whether the researchers have done
everything to minimize avoidable missing data: e.g. by maintaining confidentiality
at all times, clearly describing the purpose of the assessment to patients,
planning for sufficient time in good material conditions, explaining that there are
no incorrect answers. It is recommended to follow the HRQoL-instrumentspecific guidelines for handling missing data if these are available. The
assessors should be able to access the reference to these instrument-specific
guidelines.
At the level of the statistical analysis, it is essential to distinguish between data
missing completely at random, data missing at random and data missing not at
random.44, 46, 47 There is a difference between data missing completely at random
and data missing at random. A HRQoL questionnaire is missing completely at
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random if the probability of having a missing questionnaire is independent of
scores on previous observed questionnaires and independent of the current and
future scores had they been observed. It means that the reason for missingness
must be independent of the patient’s HRQoL. For missingness at random, the
probability of having a missing questionnaire may depend on previous scores but
must be independent of the current and future scores, i.e. current HRQol should
not be the reason for the missingness, although previous poor HRQoL may have
an impact on the likelihood of missingness at the current assessment.44
Theoretically, it can be tested whether data are missing completely at random or
at random.46 However, this is not trivial and relies on fundamentally un-testable
assumptions.44 Informative drop-out – i.e. patient drop-out due to ill health or
death- should be recorded as such, as it is not random. Several approaches can
be used for adjusting for informative dropout (e.g. generalized linear mixed
models, conditional linear models).48
In general, it can be recommended that missing data should be avoided and if
not, they should be replaced in the analysis with a value derived from
hypotheses about the HRQoL of patients with missing data.
Missing data on single items in a HRQoL study mainly cause problems in the
calculation of global scores. Values for items missing in the dataset need to be
imputed or the calculation of global scores needs to accommodate them.2, 45
Values can be imputed if the number of items on which data are missing is
limited, e.g. from values of the other items in the patient’s HRQoL questionnaire,
from the patient’s values of the other items within the same dimension or from
the patient’s values of the item on t-1 and t+1.2, 45 Alternatively, the global score
could be expressed as a percentage of the maximum achievable score over all
completed items. A final option is to record the global score as missing if one of
the item scores is missing.45 The latter approach should always be applied if the
item non-reponse is non-random.

2.1.6.2. Multiple testing
Due to the multi-dimensional nature of many descriptive HRQoL instruments, the
problem of multiple testing may arise if a hypothesis is formulated for the
outcome of each of the dimensions included in the instrument.2 The multiple
testing problem refers to the increasing probability of finding a false-positive
result as the number of tests increases. Suggested ways to deal with this
problem are:
1. to limit the number of hypotheses tested (i.e. specify a priori the
dimensions of particular interest, which serve as the basis for the
principal analysis on HRQoL) and analyse the remaining variables
descriptively,
2. to combine dimension scores to create a summary score (if this is
provided for in the HRQoL questionnaire),
3. to combine results of univariate tests on multiple outcomes (e.g.
Bonferroni correction or other methods), and
4. to apply a hierarchical approach.2, 5
The hierarchical approach has been recommended by the FDA. It implies a clear
definition of the hierarchy of endpoints and relationships between them in the
study protocol and sequential testing, i.e. testing the secondary endpoints only
after success on the primary endpoint.5 Multilevel modelling is also an example
of the hierarchical approach for longitudinal multi-dimensional HRQoL data.2

2.1.7.

Presentation of the results of HRQoL studies

Results of HRQoL studies can be presented in various ways, depending on the
type of instrument (descriptive multi-dimensional or generating a summary
measure for HRQoL) and the design of the study (longitudinal or cross-
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sectional). Specific guidelines for reporting results of quality of life assessments
in clinical trials have been published.19, 49, 50
Important to retain is that means and medians are not meaningful in the case of
ordinal HRQoL scales. For ordinal or binary data, proportions of patients with a
specific score should be used.
For longitudinal studies using global measures for HRQoL, individual data on
each time point could be plotted. The individual summary measures could then
also be stratified by survival time to reveal a consistent pattern across patients.18
This approach may, however, not be practical for large studies.2
For groups of patients, the mean and the median of a summary measure for
HRQoL can be presented or the proportion of patients with a certain level of
HRQoL (in both cases with their appropriate confidence interval), depending on
the properties of the scores obtained with the HRQoL instrument. The same can
be done for separate domains of HRQoL, to see whether the overall pattern of
response to the various dimensions differs between treatments.51

2.2. MEASURES COMBINING HEALTH-RELATED QUALITY OF LIFE
AND LIFE EXPECTANCY19, 52
In health care, it is important to consider not only HRQoL (morbidity) but also life
years (mortality). An intervention may reduce mortality at the expense of a worse
HRQoL (e.g. intensive end-of-life treatment) or vice versa (e.g. an invasive
surgical procedure with a high operative mortality but good HRQoL for survivors).
Combining these two dimensions results in a combined outcome measure, that
is the number of life years adjusted for HRQoL. The most frequently used
outcome measure combining HRQoL and survival is the QALY. This measure is
also often used in economic evaluations to support rational decision making.
QALYs allow outcomes to be compared across different disease areas and are
therefore useful for health care policy systems aiming to allocate resources
efficiently across disease areas, where efficiency is defined as maximising health
given the available resources. For systems focussing on efficiency within disease
areas, QALYs might be used as a way to combine HRQoL and mortality
outcomes in one measure.
A published review of reimbursement agency requirements for HRQoL data in
Australia, Canada, England & Wales, Germany, Scotland, and Sweden revealed
many differences between agencies’ requirements regarding methods for
53
deriving utilities. The authors conclude that standardisation of approaches to
the collection of utility data would reduce variation in REA and in economic
evaluations. They further observe that for utilities, there seems to be a general
agreement that choice-based methods to collect preferences are to be prefered,
that a societal perspective should be taken that includes national preferences
rather than the preferences from other countries. Generic measures such as the
EQ-5D, HUI and SF-6D seem to be the favorites.53
All guidelines included in the current review recommend that HRQoL be
considered if it is a clinical relevant or principal intended outcome and mention its
use to develop a cost-utility analysis (CUA) when meaningful differences in
HRQoL between intervention and comparators have been demonstrated. There
is also a consensus that health effects should be expressed in terms of QALYs in
economic evaluations. QALYs are preferred for CUA because of their clarity,
simplicity, ease of application, and face validity.54, 55 The strengths and
weaknesses of alternative measures such as the healthy-year equivalent are
considered not to be fully established.56
While most HTA institutes use QALYs as an outcome measurement, there is
less consensus on which instrument to use to measure HRQoL weights when
calculating QALYs. QALYs require the use of preference weights for HRQoL.57
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Appendix 5 provides an overview of opinions and/or recommendations regarding
which instrument can/should be used.
Most guidelines on utility measures recommend explicitly the use of a
preference-based measure (i.e. a generic instrument with an index measure),
especially if the data are to be used for the calculation of QALYs. These
instruments measure health on a cardinal scale with death being scored 0 and
perfect health 1 and allow scores less than 0 for health states worse than death.
The following instruments are most often recommended / mentioned in the
retrieved guidelines:


EQ-5D13, 54-68



Health Utilities Index (HUI)13, 54-58, 61, 63, 65-67, 69, 70



Quality of Well-being (QWB)55, 63, 65, 69



SF-6D54, 55, 57, 58, 62, 64



15D13, 54



AQoL13, 55, 57, 58

The overview shows that there is no gold standard for HRQoL measurement.
Nevertheless, to maximise comparability across submissions, it is frequently
recommended that a generic HRQoL instrument associated with ‘off-the-shelf’
utility values be consistently administered in randomised trials.57, 60 Currently,
only NICE explicitly identifies a specific instrument (the EQ-5D) to be used.56
Also ISPOR recommends that analysts collect preference weights as part of
clinical trials.65 To support availability of HRQoL data for economic evaluations
and to improve comparability across disease areas, the use of a preferencebased utility measure in clinical trials should be encouraged. This does not
preclude the use of a complementary disease-specific measure in trials.
In the base-case, i.e. the minimally required analysis, it is often preferred that
patients describe their health state57, 64 (or proxy judges –their carers rather than
healthcare professionals56- if appropriate). The preference weights connected
with these health states are preferably generated by a representative sample of
the general public.54, 56, 60, 71 A US guideline70 mentions that the choice depends
on the perspective of the study. Values can be provided by the population at
large or by a sample of patients with the condition for which the intervention is
being evaluated. If the issue is allocating resources between competing
programmes the former might be used; if it is deciding the best way to treat a
given condition the latter might be used. In contrast to other guidelines, Sweden
recommends these weights to be derived from persons in the health state
described.72 The survival data (i.e. length of life) and assessment of the health
state (i.e. the quality weight) should be reported separately.54, 64, 67, 71 The
procedure to combine these two elements should be reported transparently.54, 64,
71

While it is generally preferred that utility scores are derived from the country’s
own population,55 it is recognised that these scores are often not available.
Moreover, primary data on patients’ individual health state descriptions are often
also not publicly available, as a consequence of which it becomes impossible to
assign national utility values to patients’ reported health states. For example, a
REA might be partly based on results of studies published in scientific literature,
in which case the results might not be country-specific. Therefore, it is often
allowed to use utility scores from the general public of other countries with similar
cultural or political backgrounds and economic circumstances.57, 63, 64
Several HTA institutes mention several methodological disadvantages linked to
QALYs as well as disadvantages related to their practical use in the context of
reimbursement decisions. Concerns relate to the distributive justice and equity of
the resource allocation resulting from the use of the cost-per-QALY as an
absolute decision criterion. Therefore, cost-per-QALY is more often considered
as one of the decision criteria, amongst others.15, 73 Full elaboration of these
issues is outside the scope of this guideline.
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In conclusion, although there is no consensus on the most appropriate
instrument, the use of a standard instrument to measure HRQoL would improve
comparability and reliability of economic evaluations. If HRQoL aspects seem to
be important, systematically adding a generic utility HRQoL instrument
associated with utility values from the general public (e.g. EQ-5D), could be a big
step forward in countries where economic evaluations are used in
reimbursement decision making. Investigators using instruments that do not use
a single index need to think carefully about the future use of the results of their
study.74 If one of the (future) aims might be to calculate an intervention’s cost
effectiveness to support a reimbursement request, measuring the impact on
HRQoL with a generic utility instrument may improve the comparability of the
outcomes of these analyses.75
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3. DISCUSSION AND CONCLUSION
The measurement of HRQoL is especially important when assessing the impact
of long-term illness or chronic disease where the goal of intervention is to
improve how people are able to function.7 It can have different aims: to inform
clinicians about the intervention most likely to improve a patients’ HRQoL, to
inform patients about the expected impact of an intervention on his or her
HRQoL as compared to alternative interventions, to inform regulatory authorities
about the relative benefits of a product from the perspective of the patient and to
inform policy makers about the relative effectiveness and/or cost-effectiveness of
a product, compared to an alternative intervention for the same disease or
compared to alternative courses of action elsewhere in the health care sector.
HRQoL assessment in the context of a relative efficacy assessment for
registration purposes is distinct from REA for reimbursement purposes.
Guidelines for HRQoL measurement for product registration purposes can
therefore not be simply extended to REA. While safety and benefit-risks are the
prior concerns for registration, REA is primarily concerned with relative
effectiveness compared to existing alternatives. The role of HRQoL is different in
case of risk-benefit assessments than in REA. For example, HRQoL is only
considered in a registration dossier at EMA if efficacy and safety have been
demonstrated on the primary endpoint (hierarchical testing), while in REA
HRQoL is one of clinical endpoints assessed together with other clinical
endpoints to substantiate an added benefit of a pharmaceutical (see EunetHTA
guideline on clinical endpoints). Nevertheless, there are also similarities between
the requirements for HRQoL measures for product registration and the
requirements for REA.
For example, guidelines related to HRQoL assessment for clinical trial protocols
19, 52
Proof of validity of the HRQoL instrument for the
have been published.
condition studied is required as a prerequisite of its use as well as a definition of
clinical meaningful changes in HRQoL scores. Statistical analyses of HRQoL
outcomes should be of the same rigor as for other clinical efficacy endpoints.
Ways of handling missing data in the statistical analyses should be described in
the study protocol. The same requirements could be imposed on the evidence
for claims of HRQoL improvements in REA: results from clinical trials, based on
a protocol specifying with which validated HRQoL instrument HRQoL would be
measured and which hypothesis would be tested, including definitions of
meaningful improvements in HRQoL scores, should be presented. It needs to be
defined whether decrements in any domain are acceptable or not. There is no
scientific guidance for this matter, as it is basically a matter of weighting. The
outcome of the weighting process depends for instance on the relative
importance of the domain that deteriorates compared to the domain that
improves.
In REA, the definition of the hierarchy of endpoints seems to be crucial. HRQoL
data will often not even be considered if an intervention shows a deterioriation on
the primary endpoints such as overall survival. When HRQoL does become a
consideration in the REA, there are still different options for HRQoL
measurement, depending on whether or not countries wish to make comparisons
across indications and whether or not countries consider cost-utility in their
decision making process.
Disease-specific HRQoL instruments are generally considered to be more
sensitive to small changes in HRQoL. If no benefit in HRQoL is observed on a
generic HRQoL instrument, a disease-specific instrument might still show an
added benefit of the intervention. Such instruments might be useful for
comparisons within one indication, but still need to be treated with caution as
they may ignore changes in domains of HRQoL that are not included in the
disease-specific questionnaire but are nevertheless important to patients.
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REA is often used in a policy context to assess if the product should be paid for
from public resources. Some countries use REA to inform decisions about the
allocation of resources across indications, while others use REA to assess the
relative value of interventions within indications.
For informing resource allocation decisions across indications, REA, being
one element in the decision making process, is mainly concerned with the value
of a therapeutic benefit from a societal point of view. Value is a relative concept,
i.e. the value of a particular therapeutic benefit depends on the benefits that can
be obtained elsewhere in the health care sector. This implies the need for
comparisons across disease areas and types of interventions. Only generic
HRQoL instrument, covering a broad range of HRQoL dimensions, allow such
comparisons. Disease-specific instruments are useful complements to provide
more detailed information on the HRQoL dimensions that have
improved/deteriorated. This is especially relevant if besides HRQoL,
interventions have an equal weight on all other relevant decision making criteria.
For informing resource allocation decisions within indications, diseasespecific HRQoL instruments are often preferred, because comparability with
HRQoL outcomes in other indications is considered less important. However, it
should be noted that generic HRQoL instruments remain relevant and useful for
decision makers in this case. When judging the efficiency of different
interventions for the same indication, policy makers still have to define the value
of the health benefits. By using the same generic HRQoL instruments across
different indications, decision makers can build up reference cases in order to
determine this value. Even though the value of an equal benefit on a generic
HRQoL can differ between indications (e.g. because of the weight given to the
disease-specific outcomes), it potentially increases the transparency of the
15
appraisal process.
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APPENDIX 1: METHODS OF THE LITERATURE SEARCH
KEYWORDS
The keywords used for HRQoL were defined as broadly as possible, in order to
be as sensitive as possible. Besides HRQoL, keywords such as well-being, utility
and preferences were used to retrieve relevant literature. These were then
combined with a set of keywords related to REA. The different sets of keywords
used in the search strategy are presented in Table 4.
Table 4: Topics and keywords used for the search strategy on HRQoL and
relative effectiveness assessment
Topic
Keywords
Quality of life
quality of life
QoL
life quality
quality life
well being
wellbeing
Utilities
Utilities, utility
preference(s)
Measures combining quality of life and life
quality adjusted
expectancy
quality of life adjusted
QALY, QALD, QALE, HYE, HYEs, HYE’s
quality survival time
healthy life expectancy
healthy years equivalent(s)
Relative effectiveness
technology assessment
relative effectiveness
comparative effectiveness
drug reimbursement
Guidelines for quality of life research
Guidelines
All keywords for quality of life, utilities and combined measures were combined
using the Boolean expression “or” in order to capture all references related to
these topics. Subsequently, the yield was reduced by requiring that at least one
of the keywords related to relative effectiveness or guidelines were relevant for
the reference. This was done by using the Boolean expression “and”.

SEARCH ENGINES AND SOURCES OF INFORMATION
Guidelines,
agencies

reports,

recommendations

from

regulatory

European Medicines Agency (EMA): “Reflection Paper On The Regulatory
Guidance For The Use Of Health-related Quality Of Life (Hrql) Measures In The
Evaluation Of Medicinal Products”, 2005.4
FDA: “Patient-Reported Outcome Measures:
Development to Support Labeling Claims”, 2009.5

(Pharmacoeconomic)
recommendations

guidelines,

Use

in

Medical

Product

reports

and

Guidelines and templates for reimbursement request files for pharmaceuticals
were screened for specific guidance on HRQoL measures in the context of the
demonstration of relative effectiveness. They were retrieved through screening of
web-sites of reimbursement agencies. The search was not limited to Europe guidelines from Canada, Australia and New Zealand were also included. In
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addition, guidelines for economic evaluations of health interventions were
screened in order to make meaningful recommendations for HRQoL
measurement for the calculation of measures combining HRQoL and life
expectancy.
Besides reimbursement agencies also other governmental, semi-governmental
or private organisations develop guidelines for HRQoL. These have been
retrieved through screening the websites of HTA agencies and research groups.
A list of institutes’ and organisations’ websites that were searched as well as a
complete list of all guidelines included in the review are presented in Appendix 4
and 5 respectively. If several guidelines were retrieved from the same institute,
the most recent one was included. The guidelines retained were often broader
than just relating to HRQoL, e.g. offering guidance for full economic evaluations.
The actual guidelines for HRQoL measurement, as part of these broader
guidelines, are cited in Appendix 6.

Bibliographic databases
The following bibliographic databases were searched:


Medline (OVID)



Embase



Cochrane methodology register

Others
NICE’s guide to the Mehods of Technology Appraisal:
http://www.nice.org.uk/niceMedia/pdf/TAP_Methods.pdf
NICE’s Briefing paper for methods review, related to key issues in utility
measurement:
http://www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalpr
ocessguides/selectedfurtherreadingguidetothemethodsoftechnologyappraisal.jsp
?domedia=1&mid=4A655B27-19B9-E0B5-D45D0B46FC59F61C
Handsearching, based on reference lists of retained articles.

SEARCH STRATEGIES
The Medline search was performed in Medline (OVID) on January 12th, 2011.
References published in 1995 or later were retrieved. The full search strategy is
presented in Table 5.
Table 5: Medline Search Strategy
Database: Ovid MEDLINE(R) 1948 to Present with Daily Update
Search Strategy: performed on 12/01/2011
-------------------------------------------------------------------------------1 exp Comparative Effectiveness Research/ (261)
2 exp Technology Assessment, Biomedical/ (8213)
3 relative effectiveness.mp. (1949)
5 exp Insurance, Health, Reimbursement/ or exp Fees, Pharmaceutical/ (34492)
6 exp "Quality of Life"/ (85774)
7 exp Health Status/ (77780)
8 "well being".mp. (27220)
9 "wellbeing".mp. [mp=title, original title, abstract, name of substance word, subject
heading word, unique identifier] (2967)
10 "well-being".mp. [mp=title, original title, abstract, name of substance word,
subject heading word, unique identifier] (27220)
11 exp Quality-Adjusted Life Years/ (4638)
12 QAL*.mp. (3154)
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13 HYE*.mp. [mp=title, original title, abstract, name of substance word, subject
heading word, unique identifier] (523)
14 quality survival time.mp. [mp=title, original title, abstract, name of substance
word, subject heading word, unique identifier] (3)
15 Healthy life expectancy.mp. (90)
16 HLE.mp. [mp=title, original title, abstract, name of substance word, subject
heading word, unique identifier] (1763)
17 HYE.mp. [mp=title, original title, abstract, name of substance word, subject
heading word, unique identifier] (33)
18 Healthy years equival*.mp. [mp=title, original title, abstract, name of substance
word, subject heading word, unique identifier] (26)
19 utilit*.mp. (80435)
20 exp Patient Preference/ (496)
23 6 or 7 or 8 or 9 or 10 or 11 or 12 or 13 or 14 or 15 or 16 or 17 or 18 or 19 or 20
(258111)
35 2 or 3 or 4 or 5 (44404)
38

23 and 35 (1305)

44

limit 38 to (english language and yr="1995 -Current") (960)
The Embase search was performed on January 19th, 2011. References
published in 1995 or later were retrieved. The full search strategy is presented in
Table 6.

Table 6: Embase search strategy
No. Query Results
#1 comparative effectiveness research'/exp OR 'comparative effectiveness
research'
#2 technology assessment biomedical'/exp OR 'technology assessment
biomedical'
#3 'relative effectiveness'

Results
686

#4 comparative effectiveness research'/exp OR 'comparative effectiveness
research'
#5 'reimbursement'/exp OR reimbursement

686

#6 'quality of life'/exp OR 'quality of life'

197,922

#7 'health state'/exp OR 'health state'

92,934

#8 'wellbeing'/exp OR wellbeing

24,703

#9 quality adjusted life years'/exp OR 'quality adjusted life years'

7,628

#10 qal*

4,681

#11 hye*

18,642

#12 'quality survival time'

5

#13 'healthy life expectancy'

118

#14 hle

766

#15 hye

8,751

#16 'healthy years equivalent'

15

#17 'healthy years equivalents'

18

#18 utilit*

220,006

#19 'patient preference'

2,262

10,541
2,375

33,281
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#20 # 2 OR # 3 OR # 4 OR # 5

46,512

#21 # 6 OR # 7 OR # 8

292,85

#22 # 9 OR # 10 OR # 11 OR # 12 OR # 13 OR # 14 OR # 15 OR # 16 OR # 17

28,568

#23 # 18 OR # 19

222,161

#24 # 21 OR # 22 OR # 23

526,757

#25 # 20 AND # 24

2,655

#27 practice guideline'/exp OR 'practice guideline'

233,69

#28 Guideline

243,447

#29 # 28 NOT # 27

9,757

#30 # 24 AND # 29

872

#31 # 25 OR # 30

3,52

#32 # 25 OR # 30 AND [english]/lim AND ([article]/lim OR [article in press]/lim OR 2,617
[conferencepaper]/lim OR [conference review]/lim OR [editorial]/lim OR
[review]/lim OR [short survey]/lim) AND [1995-2011]/py

The Cochrane Methodology register was searched using the keyword ”quality of
life”. The search was limited to references published after 1995 in English.
In contrast to the database searches, the search of the (pharmacoeconomic)
guidelines was not restricted to guidelines published in English but also included
guidelines published in Dutch or French.

INCLUSION AND NON-INCLUSION CRITERIA
Inclusion criteria:


Critical analyses of HRQoL measurement



English language



General reflections, theoretical considerations

Exclusion criteria:


Studies on specific interventions, one specific instrument or specific
populations



Letters, conference abstracts



Studies about quality of care



Studies on the use of HRQoL measures for case-mix adjustments for
financing or for purposes not related to the reimbursement of specific
interventions.
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APPENDIX 2: ANALYSIS AND SYNTHESIS OF THE
LITERATURE

LITERATURE SEARCH RESULTS
The search in Medline, Embase and the Cochrane Methodology Registry
resulted in 3723 references. On a first selection, based on title and abstract, we
retained 332 references of which the full text was obtained. Selection based on
full texts reduced the number of relevant papers to 81.
3723 articles identified through
Medline (OVID), Embase and
Cochrane Methodology Registry

3394 articles excluded based on
title and abstract:
- Different subject
- Results of empirical
study in specific
population
- Non-English
- Other

5 references identified
through handsearching
and snowballing

334 articles selected for full text
review
2 full text not found
251 excluded based
on full text
81 articles selected

This flow chart does not include the guidelines for reimbursement submissions or
guidelines developed by other agencies or research groups. Twenty-four existing
guidelines were included for review (see appendix 4).
The relevant references were classified according to their main topic and the
subsequent analysis was performed per topic. The following topics were defined:


Descriptive HRQoL measures: profiles and summary measures,
disease-specific and generic instruments,



Utility/preference-based HRQoL measures



Psychometric properties



Measurement issues: evaluation by patients versus proxies, practical
measurement issues



Data analysis issues: missing data, multiple testing



Presentation of HRQoL study results



Guidelines for HRQoL measurement in specific diseases



Guidelines for HRQoL measurement for product registration purposes



HRQoL measurement for the calculation of measures combining
HRQoL and life expectancy as described in existing guidelines.
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Several general papers on HRQoL were found. These were mainly used for the
introduction. Two extensive reviews on HRQoL measurement were used as the
basis of this review.2, 3 They encompassed all relevant topics for the current
guideline. Other references were used if they included additional information
fitting within the scope of this guideline.
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APPENDIX 3: PSYCHOMETRIC PROPERTIES OF
HRQOL
INSTRUMENTS:
CONCEPTS
AND
DEFINITIONS*
Property
Reliability

Type
Test-retest reliability and
intra-interviewer reliability
(for intervieweradministered
questionnaires)
Internal consistency

Inter-interviewer reliability
(for intervieweradministered
questionnaires)
Content validity

Validity

Construct validity

Responsiveness/
ability to detect
change

Acceptability

What is assessed?
Stability of scores over time when no change
is expected in the concept of interest. 7

-

Extent to which items comprising a
scale measure the same concept
- Intercorrelation of items that contribute
to a score
- Internal consistency
Agreement among responses when the PRO
is administered by two or more different
interviewers.
Evidence that the instrument measures the
concept of interest including evidence from
qualitative studies that the items and
domains of an instrument are appropriate
and comprehensive relative to its intended
measurement concept, population, and use.
Testing other measurement properties will
not replace or rectify problems with content
validity.
Evidence that relationships among items,
domains and concepts conform to a priori
hypotheses concerning logical relationships
that should exist with measures of related
concepts or scores produced in similar or
diverse patient groups. It involves the
establishment of a model or theoretical
framework defining the logical relations that
should exist between changes observed on
a HRQoL measure and changes observed
on other (e.g. clinical) measures.1
Evidence that a PRO instrument can identify
differences in scores over time in individuals
or groups (similar to those in the clinical
trials), who have changed with respect to the
measurement concept. Responsiveness of
HRQoL instruments might be influenced by
ceiling effects and floor effects. In case of a
ceiling effect, a relatively large deterioration
can be observed in patients with a good
initial health (highest score), while the floor
effect might imply that further deteriorations
cannot be observed anymore in patients with
1
an initially bad health state (lowest score).
Evidence on the extent to which an
instrument is considered acceptable for
respondents to complete.3 In this context it is
important to consider the burden associated
with the administration and processing of an
instrument or a batch of HRQoL
instruments.3 Accumulation of HRQoL
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questionnaires with the aim of increasing the
amount of information obtained, might be
counterproductive. Moreover, each addition
of a HRQoL measure increases the number
of statistical analyses and therefore the
probability of significant effects arising by
chance. The latter problem may be solved by
requiring the research protocol defining the
hypothesis that will be tested.
* Based on FDA Guidance for Industry for Patient-Reported Outcome measures.5
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APPENDIX
4:
LIST
OF
ORGANISATIONS
SEARCHED TO RETRIEVE RELEVANT GUIDELINES
Organisation
AETMIS
AETS
AETSA
AGENAS
AHRQ
AHTA
AHTAPol
ASERNIP-S
AVALIA-T
CADTH
CAHTA
CDE
CEDIT

Full name
Agence d´Évaluation des Technologies et des Modes
d´Intervention en Santé
Agencia de Evaluación de Tecnologias Sanitarias
Andalusian Agency for Health Technology Assessment
L'Agenzia nazionale per i servizi sanitari regionali - The
Agency for Regional Healthcare
Agency for Healthcare Research and Quality
Adelaide Health Technology Assessment
Agency for Health Technology Assessment in Poland
(Agencja Oceny Technologii Medycznych)
Australian Safety and Efficacy Register of New
Interventional Procedures -Surgical
Galician Agency for Health Technology Assessment
(Axencia de Avaliación de Tecnoloxías Sanitarias de
Galicia)
Canadian Agency for Drugs and Technologies in Health
Catalan Agency for Health Technology Assessment and
Research
Center for Drug Evaluation

CNHTA
CRD

Comité dÉvaluation et de Diffusion des Innovations
Technologiques
Centro Nacional de Excelencia Tecnológica en Salud
Reforma
Committee for New Health Technology Assessment
Centre for Reviews and Dissemination

CVZ

College voor Zorgverzekeringen

DACEHTA
DAHTA
@DIMDI
DECIT-CGATS

Danish Centre for Health Technology Assessment
German Agency for HTA at the German Institute for
Medical Documentation and Information
Secretaria de Ciëncia, Tecnologia e Insumos
Estratégicos, Departamento de Ciência e Tecnologia
Danish Institute for Health Services Research (Dansk
Sundhedsinstitut)

CENETEC

DSI

Country
Canada
Spain
Spain
Italy
USA
Australia
Poland
Australia
Spain
Canada
Spain
Taiwan,
Republic of
China
France
Mexico
Korea
United
Kingdom
The
Netherlands
Denmark
Germany
Brazil
Denmark

ETESA

Department of Quality and Patient Safety of the Ministry
Health of Chile (Evaluación de tecnologías de la Salud)

Chile

EUnetHTA
FinOHTA
GÖG
GR

European Network for HealthTechnology Assessment
Finnish Office for Health Care Technology Assessment
Gesundheit Österreich GmbH
Gezondheidsraad

HAS
HIQA
HSAC
HTAi
ICTAHC
IECS

Haute Autorité de Santé
Health Information and Quality Authority
Health Services Assessment Collaboration
Health Technology Assessment International
Israel Center for Technology Assessment in Health Care
Institute for Clinical Effectiveness and Health Policy
(Instituto de Effectividad Clinical y Sanytaria
Institute of Health Economics
International Health Economics Association (iHEA)

Europe
Finland
Austria
The
Netherlands
France
Ireland
New Zealand
International
Israel
Argentina

IHE
iHEA

Canada
International
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INAHTA

NHS QIS

International Network of Agencies for Health Technology
Assessment
Institut für Qualität und Wirtschaftlichkeit im
Gesundheitswesen
International Society for Pharmacoeconomics and
Outcomes Research
Belgian Federal Health Care Knowledge Centre
(Federaal Kenniscentrum voor de Gezondheidszorg)
Ludwig Boltzmann Institut für Health Technology
Assessment
Health Technology Assessment Section, Ministry of
Health Malaysia (
Medical Advisory Secretariat
Medicare Services Advisory Committee
Medical Technology Unit - Swiss Federal Office of Public
Health
National Coordinating Centre for Health Technology
Assessment
Quality Improvement Scotland

NHSC

National Horizon Scanning Center

NICE

National Institute for Clinical Excellence

NOKC
NZHTA
OSTEBA

Norwegian Knowledge Centre for Health Services
New Zealand Health Technology Assessment
Basque Office for Health Technology Assessment
(Osasun Teknologien Ebaluazioa)
Pharmaceutical Management Agency
Swedish Council on Technology Assessment in Health
Care (Statens beredning för medicinsk utvärdering)
Unidad de Evaluación de Tecnologías Sanitarias
HTA Unit in A.Gemelli University Hospital (Unità di
Valutazione delle Tecnologie)
State Health Care Accreditation Agency under the
Ministry of Health of the Republic of Lithuania (Valstybinė
akreditavimo sveikatos priežiūros veiklai tarnyba prie
Sveikatos apsaugos ministerijos )
VA Technology Assessment Program
The Medical and Health Research Council of The
Netherlands

IQWiG
ISPOR
KCE
LBI of HTA
MaHTAS
MAS
MSAC
MTU-SFOPH
NCCHTA

PHARMAC
SBU
UETS
UVT
VASPVT

VATAP
ZonMw

International
Germany
International
Belgium
Austria
Malaysia
Canada
Australia
Switzerland
United
Kingdom
United
Kingdom
United
Kingdom
United
Kingdom
Norway
New Zealand
Spain
New Zealand
Sweden
Spain
Italy
Lithuania

USA
The
Netherlands
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APPENDIX
5:
GUIDELINES
FOR
HRQOL
MEASUREMENT
FROM
REIMBURSEMENT
AGENCIES, HTA AGENCIES AND RESEARCH
GROUPS INCLUDED IN THE REVIEW
Country
Australia
(PBAC)
Australia
(MSAC)
Austria
Baltic countries
Belgium

Canada
Denmark
France (CES)
France (HAS)
Germany
(Hanover
Consensus
Group)

Germany
(IQWIG)
Hungary

Italy

Ireland
ISPOR

Reference
Pharmaceutical Benefits Advisory Committee. Guidelines for preparing
submissions to the Pharmaceutical Benefits Advisory Committee (Version
4.3). Australian Government, Department of Health and Ageing; December
2008.57
Medical Services Advisory Committee. Economics Section of the MSAC
Guidelines. Australian Government, Department of Health and Ageing;
August 2008.58
Walter E, Zehetmayr S. Guidelines on Health Economic Evaluation.
Consensus paper. IPF Institut für Pharmaökonomische Forschung; April
2006.76
Behmane D, Lambot K, Irs A, Steikunas N, Hill S, Freemantle N. Baltic
guidelines for economic evaluation of pharmaceuticals
(pharmacoeconomic analysis). August 2002.59
Cleemput I, Van Wilder P, Vrijens F, Huybrechts M, Ramaekers D.
Guidelines for Pharmacoeconomic Evaluations in Belgium. Health
Technology Assessment (HTA). Brussels: Health Care Knowledge Centre
(KCE); 2008. KCE Reports 78C.60
Canadian Agency for Drugs and Technologies in Health. Guidelines for the
economic evaluation of health technologies: Canada. Ottawa: Canadian
Agency for Drugs and Technologies in Health (CADTH); 2006. 3rd ed.54
Kristensen F, Sigmund H: Health Technology Assessment Handbook.
Copenhagen: Danish Centre for Health Technology Assessment, National
Board of Health; 2007.13
Collège des Économistes de la Santé: French guidelines for the economic
evaluation of health care technologies. September 2004.69
Haute Autorité de Santé. L’évaluation économique à la Haute Autorité de
Santé Principes et méthodes. Décembre/janvier 2010.61
Graf von der Schulenburg JM, Greiner W, Jost F, Klusen N, Kubin M, Leidl
R, Mittendorf T, Rebscher H, Schoeffski O, Vauth C, Volmer T, Wahler S,
Wasem J, Weber C, Hanover Consensus Group: German
recommendations on health economic evaluation: third and updated
version of the Hanover Consensus. Value in health : the journal of the
International Society for Pharmacoeconomics and Outcomes Research
2008, 11:539-544.62
IQWIG, Institute for Quality and Efficiency in Health Care. General
Methods (Version 3.0 of 27.05.2008). 2008.77
Szende Á, Mogyorósy Z, Muszbek N, Nagy J, Pallos G, Dózsa C:
Methodological guidelines for conducting economic evaluation of
healthcare interventions in Hungary: a Hungarian proposal for
methodology standards. Eur J Health Econom 2002, 3:196–206.63
Capri S, Ceci A, Terranova L, Merlo F, Mantovani L, Attanasio E, Benzi G,
Berto P, Bruzzi P, Bruzzone M, Colombo G, Fattore G, Massotti M, Negrini
C, Palazzo F, Paoletti R, Pasotti V, Reggio S, Santi L, Serra G: Guidelines
for economic evaluations in Italy: Recommendations from the Italian group
of pharmacoeconomic studies. Drug Inf J 2001, 35:189-201.66
Health Information and Quality Authority. Guidelines for the Economic
Evaluation of Health Technologies in Ireland. 2010.64
Ramsey S, Willke R, Briggs A, Brown R, Buxton M, Chawla A, Cook J,
Glick H, Liljas B, Petitti D, Reed S: Good research practices for costeffectiveness analysis alongside clinical trials: the ISPOR RCT-CEA Task
Force report. Value in health : the journal of the International Society for
Pharmacoeconomics and Outcomes Research 2005, 8:521-533.65
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The
Netherlands
New Zealand
Norway
Poland
Portugal
Spain
Sweden
UK
US

College voor zorgverzekeringen: Guidelines for pharmacoeconomic
research, updated version. 2006.67
Pharmaceutical management Agency (PHARMAC). Prescription for
Pharmacoeconomic Analysis - Methods for cost-utility analysis. May 2007.
Version 2.55
Norwegian Medicines Agency. Norwegian guidelines for
pharmacoeconomic analysis in connection with applications for
reimbursement. 2005.68
Agency for Health Technology Assessment. Guidelines for conducting
Health Technology Assessment (HTA). Warsaw: April 2009.78
da Silva E, Pinto V, Sampaio C, Pereira J, Drummond M, Trindade R.
Guidelines for Economic Drug Evaluation Studies. Infarmed; 1998.79
López-Bastida J, Oliva J, Antoñanzas F, García-Altés A, Gisbert R, Mar J,
Puig-Junoy J: Spanish recommendations on economic evaluation of health
technologies. European Journal of Health Economics 2010, 11:512-520.71
Pharmaceutical Benefits Board. General guidelines for economic
evaluations from the Pharmaceutical Benefits Board. 2003.72
National Institute for Health and Clinical Excellence (NICE). Guide to the
methods of technology appraisal. June 2008.56
Academy of managed care pharmacy (AMCP). The AMCP Format for
Formulary Submissions, version 2.1. A Format for Submission of Clinical
and Economic Data in Support of Formulary Consideration by Health Care
Systems in the United States. April 2005. 70

Guidelines in other languages80-87 or that do not include guidance on HRQoL measurement88have not been included in this overview.

90
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APPENDIX 6: RETRIEVED RECOMMENDATIONS
ON HOW TO MEASURE QOLg
Guidelines with explicit or implicit preference for (a) specific (types of) HRQoL instrument(s)
Australia
The generally preferred method of measuring QALYs is by the repeated application of a
valid, reliable and responsive multi-attribute utility instrument (MAUI) questionnaire to
(PBAC)57 and
(MSAC)58
participants in a randomized double-blind trial, together with the application of an
appropriate scoring algorithm.
Acceptable MAUIs are the Health Utilities Index (HUI2 or HUI3), the EQ5D (‘EuroQol’),
the SF-6D (a subset of the Short Form 36, or SF-36) or the Assessment of Quality of Life
(AQoL) instrument. Currently, there is insufficient basis for a preference to be expressed
between these MAUIs.
Origin of the utilities used in the analysis should be explained and the instrument, whether
Baltic
generic or disorder-specific, used for measurement of quality of life has to be validated. It
countries59
is recommended to use the EuroQoL and the Health Utility Index methods.
Belgium60
In the reference case, a generic health-related quality of life measure should be used for
the description of health states. The health state description should be done by patients
on a generic descriptive system, such as the EQ-5D or SF-36. Other instruments exist,
e.g. the HUI or QWB scale, but these have not been validated in Dutch or French for
Belgium. Health state descriptions with the EQ-5D or SF-36 in similar patient populations
in other countries may be used, provided that the criteria for valuation are fulfilled.
If it is thought that a generic instrument is insufficiently sensitive to relevant changes in
health in a specific disease, additional (disease-specific) quality of life results can be
described in separate analyses.
Canada54
Preference-based measures provide a summary score that numerically reflects the
HRQL, and are the only approaches that are suitable for use in a cost-utility analysis
(CUA).
If HRQL is being measured in a prospective study, it is advisable to include a preferencebased measure where the intention is to undertake an economic evaluation.
Preference-based scores (i.e., the quality-weight for a CUA) can be measured directly or
indirectly.
- Three methods are used for the direct measurement of preferences: standard
gamble, time trade-off, and visual analogue scale. Analysts prefer the standard
gamble approach because of its strong normative foundation in von NeumannMorgenstern utility theory. There are arguments against the superiority of the
standard gamble approach. Visual analogue scales are inappropriate to use alone
because of well known biases.
- “Off the shelf” instruments are available for obtaining utilities without undertaking
direct measurement. Some widely used instruments in this category are the
Health Utilities Index (HUI), the EQ-5D, the SF-6D, and the 15D. These
instruments use preferences from the “informed” general public, which is the
appropriate source to use for collective resource allocation purposes.
Analysts are encouraged to use indirect measurement instruments, because they are
easy to obtain, compare, and interpret.
Some studies use expert judgment with an extensive sensitivity analysis as the source of
quality-weights. This approach is not favoured.
Denmark13
Depending on the objective of the study, it is often recommended to use both a generic
and a disease-specific instrument in the same study.
Certain generic instruments are also index measures and can be used for calculating
QALYs in cost-utility analyses:
Besides functioning as a profile measure for describing patients’ self-assessed health,
certain health status instruments can also be used as utility measures in economic
evaluations. In this context, the instrument must be able to generate a simple preferencebased index score (on a scale of 0-1) for health status, e.g. for various patient groups or

Literal quotes from the original guidelines. Specific (types of) instruments
that are mentioned explicitly are underlined and italic, even though they are not
underlined or italic in the original guidelines.
g
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France (CES)69

France (HAS)61

Germany
(Hanover
Consensus
Group) 62

Hungary63

Ireland64

treatment alternatives. The original document presents five generic instruments, which
have either been developed primarily as utility measures (EQ-5D, 15D, HUI, AQoL) or aim
at this on the basis of broad use as a profile measure (SF-36). Whereas 15D and AQoL
are relatively new, the other instruments are widely used and perform well with respect to
validity and reliability.
Utilities are derived from surveys of the general population using preference revelation
methods. The utility so calculated is thus an evaluation of the average preference rating
that would be attributed to this health state by a random sample of the general population.
The main methods used are QWB (Quality of Well-being), HUI (Health Utility Index) and
Euroqol EQ-5D… These methods cumulate the assumptions of the techniques used to
determine utility scores for the general population (standard gamble or time trade-off) and
the assumptions of multi-attribute utility, but they have the advantage of simplicity in that
they avoid the need for population surveys.
Dans l’analyse de référence, les scores de préférence devraient être obtenus grâce à une
méthode reposant, d’une part, sur un instrument descriptif générique et validé en France
et, d’autre part, sur un système de scorage garantissant une mesure d’utilité ou de valeur
également validé en France.
De nombreux instruments sont disponibles pour décrire les états de santé, sous le
vocable de questionnaires de qualité de vie. Très peu d’instruments sont en fait
directement utilisables dans une évaluation coût-utilité : la plupart d’entre eux peuvent
être valides pour décrire les états de santé, mais ils ne disposent pas d’un système de
scorage adapté à l’évaluation coût-utilité (l’exemple le plus connu étant le SF 36). En
aucun cas, des scores issus d’un tel instrument descriptif de qualité de vie associée à la
santé, non fondés sur les préférences, ne peuvent être utilisés pour le calcul d’un nombre
de QALYs.
La description des états de santé repose en priorité sur une étude prospective auprès
d’un échantillon français, à partir d’un instrument générique disposant d’une fonction de
scorage adaptée à l’évaluation coût-utilité, tels que l’EQ-5D ou le HUI 3 . D’autres
instruments existent (QWB, SF6D), mais n’ont pas été validés pour la France.
Les instruments de mesure de la qualité de vie spécifiques à une pathologie ne sont pas
recommandés dans l’analyse de référence.
When applying cost-effectiveness and cost-utility analyses, the selection of outcome
parameters is of key importance. If utility values (e.g., QALYs) are included in a study,
these should be preferably determined through direct generation of individual values via
standard gamble, the time-trade-off method, or with validated, preference-based, generic
instruments (e.g., EQ-5D or SF-6D). The validation and preferences of these
questionnaires should be based on a representative population sample from Germany. In
specific study situations the application of a visual analog scale (VAS) can also be
appropriate, if the validity of the information can be justified. In well-substantiated
exceptions, it is acceptable to deviate from population-based preference values.
Disease-specific and non-utility-based generic quality-of-life (QoL) measurement that
expresses health improvements in scores or in clinically important minimal changes is
increasingly used in cost-effectiveness studies. Validated versions exist of several
disease-specific and generic (such as the Medical Outcomes Study 36-Item Short-Form,
SF-36) QoL questionnaires in Hungary. Analyses using non-utility-based generic
questionnaires are unsuitable for cost-utility studies. [However, there are new mapping
studies that calculate a formula between the non-utility-based questionnaire results and
utilities, and these are increasingly used for cost-utility studies. The most commonly
applied mapping formula was developed by John Brazier (1998 and 2001) and enables
researchers to elicit utility values (SF-6D) from the SF-36 questionnaire. Because a
Hungarian version is available for the SF-36, this method might become important for
Hungarian cost-utility studies in the future.]
It is preferable for health status weights for QALY calculations to be derived from the use
of utility-based health-related QoL questionnaires, for which preference values were
elicited by general population surveys. Internationally recommended questionnaires
include the EQ-5D, Health Utilities Index, Quality of Well-Being Scale, and Years of
Healthy Life.
Use of an indirect preference-based measure, such as the EQ-5D or SF-6D, is
recommended for the reference case as these measures have wide-spread availability,
are easy to use and interpret and because they are based on preferences of the general
public. The population from which these preferences are derived should be clearly

EUnetHTA – European network for Health Technology Assessment
50

ISPOR65

Italy66

The
Netherlands67

New Zealand55

Norway68
Portugal79

described along with their relevance to the Irish population. Alternatively, direct HRQoL
methods such as time trade-off or standard gamble may be used provided these have
been gathered in a relevant population.
Because cost–utility analyses are widely accepted, we recommend that analysts collect
preference weights as part of clinical trials. The most common method of assessing
preferences is the use of a preference-weighted health state classification system such as
the EuroQol-5D, one of the three versions of the Health Utilities Index, or the Quality of
Well-Being Scale. Analysts may also consider the inclusion of a rating scale to measure
patient-based preferences. Frequency and timing of these assessments should capture
changes in patients’ quality of life that may be affected by the treatment but will be
influenced by the disease severity of the study population, the study duration, the timing
of trial visits, and patient burden.
Other options for collecting preference data include direct-elicitation methods such as
standard gamble or time-tradeoff exercises. These methods have certain theoretical
advantages; however, their use in clinical trials is often difficult.
It is suggested to simultaneously apply, if possible, general instruments, such as, for
example, the Short Form 36 (a widely used quality of life questionnaire which in36
questions gives the health profile according to six attributes: physical, role-emotional,
social, mental health, health perceptions, and pain), specific instruments for the group of
patients being analyzed or for the pathology, and instruments for surveying
preferences/utility such as the Health Utility Index, similar in principle to the EuroQol but
more complex with seven attributes and up to five levels for each of them, the EuroQol
[…], quality of well being, and so forth.
For the economic evaluation which uses the cost-utility analysis, a utility value is
attributed to health conditions using specific techniques, preferably “standard gamble” and
“time trade-off”.
Descriptive quality-of-life questionnaires (generic, illness-related and domain-related)
cannot be used as a measurement of effect in pharmacoeconomic evaluations. It is often
useful to add such questionnaires to the study, particularly in order to determine the
health domains where alterations occur.
In the case of empirical studies, health assessment systems such as EQ-5D, HUI 2/3
which are completed by patients or by proxy, can be used. The replies to the questions
are subsequently used to calculate assessments with the aid of algorithms.
There has been much debate in the literature regarding the most appropriate tool for
measuring preferences in health gains. Given the multidimensional nature of HRQOL, no
single measure has been (or is likely to be) accepted as the gold standard.
Instruments available include (but are not limited to) the EuroQol 5D (EQ-5D); Health
Utility Index (HUI); Short-Form 36 (SF-36); Short-Form 6D (SF-6D); Quality of Well Being
index (QWB); Quality of Life and Health Questionnaire (QLHQ); Rosser-Kind Index;
Assessment of Quality of Life instrument (AQOL); Sickness Impact Profile (SIP); and
Index of Health Related Quality of Life (IHRQOL).
The New Zealand EQ-5D Tariff 2 should be referred to first when measuring healthrelated quality of life, and should be used to describe the health states. The Global
Burden of Disease disability weights should be used to check for consistency with the
estimated EQ-5D values. The New Zealand EQ-5D Tariff 1 should be included in the
sensitivity analysis.
Utility values may be obtained through questioning the general public, patients,
physicians, and/or related health professionals and caregivers. This can be done using
the Standard Gamble (SG), Time Trade-Off (TTO) or VAS techniques. However time
constraints mean this is often not a feasible option at PHARMAC.
A number of indices have been developed to assist in performing QALY-calculations, for
scoring complex health profiles on a life quality scale from zero to one (e.g. ’EuroQol’).
Descriptive tools should be presented, as they are an asset to any assessment study.
Whenever possible, it is advisable to present results based on generic measurements
(such as the SF-36, Sickness Impact Profile or Nottingham Health Profile) and specific
instruments (i.e. those designed to measure concrete health problems) at the same time.
Descriptive instruments cannot replace value-based ones, however, and do not constitute
an adequate base for a cost-utility study.
The literature on the comparative advantages of any of the value-based methods does
not enable us to say that any one of them is better than the others. We cannot, therefore,
exclude the possibility of using any of them, provided that it has been validated for
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Portugal and we can justify that the choice is appropriate for the study.
Indirect methods to measure utilities are preferable, as they are easier to obtain,
compare, and interpret. However, these considerations do not rule out direct
measurements when their use and scientific validity is justified for the study in question.
Sweden72
QALY-weightings should be based on methods such as the Standard Gamble (SG) or
Time-Trade-Off (TTO) methods. In a second instance, QALY-weightings should be based
on the rating scale method. QALY-weightings can be based either on direct
measurements with the above-mentioned methods or indirect measurements (where a
health classification system such as EQ-5D is linked to QALY-weightings). QALY
weightings based on appraisals of persons in the health condition in question are
preferred before weightings calculated from an average of a population estimating a
condition depicted for it (e.g. the “social tariff” from EQ-5D). Using weightings for current
health conditions collected from previous studies may be a solution.
UK56
For the reference case, the measurement of changes in HRQL should be reported directly
from patients and the value of changes in patients’ HRQL (that is, utilities) should be
based on public preferences using a choice-based method. … To quantify the effects of
technologies on HRQL, the EQ-5D (a standardised and validated generic instrument) is
preferred. Different classification systems produce different utility values; therefore,
results from the use of different systems cannot always be compared. Given the
comparative nature of the Institute’s work and the need for consistency across appraisals,
a single classification system, the EQ-5D, is preferred for the measurement and valuation
of HRQL. … The methods to elicit EQ-5D utility values should be fully described. When
EQ-5D data are not available or are inappropriate for the condition or effects of treatment,
the valuation methods should be fully described and comparable to those used for the
EQ-5D. Data collected using condition-specific, preference-based measures may be
presented in separate analyses.
It is recognised that the current version of the EQ-5D has not been designed for use in
children. When necessary, consideration should be given to alternative standardised and
validated preference-based measures of HRQL, such as the Health Utility Index 2 (HUI
2), that have been designed specifically for use in children.
US70
Estimates obtained by time trade off methods reflect respondents’ attitudes to time as well
as their attitudes to the health state being valued. Likewise, estimates obtained by
standard gamble methods reflect respondents’ attitudes to risk as well as their attitudes to
the health state being valued. Economists are still debating which approach is most
desirable.
Another cheaper approach is to include in the clinical trial a generic health state
preference instrument, such as the EuroQoL (EQ5D) or McMaster health utilities index.
The responses from patients to a simple questionnaire can then be expressed as a health
state preference value by reference to pre-scaled responses (obtained by standard
gamble or time trade oft) from a relevant reference group.
Values can be provided by the population at large or by a sample of patients with the
condition for which the treatment is being evaluated. The choice depends on the
perspective of the study. If the issue is allocating resources between competing
programmes the former might be used; if it is deciding the best way to treat a given
condition the latter might be used. In reporting their results authors should explain why a
particular source of values has been used.
Guidelines without explicit or implicit preference for (a) specific (types of) HRQoL instrument(s)
Austria76
If the quality of life is to serve as an outcome variable, it must be ensured that the variable
measured is also an appropriate measure for comparing the chosen treatment
alternatives. Outcomes of this kind, in other words utilities, can be determined in the
following way:
- specific scales (rank scales),
- game theory procedures (e.g. standard gamble, time-trade off, etc),
- psychometric scale procedures which include generic and disease-specific
procedures as well as one-dimensional and multidimensional instruments.
These individual measures are suitable for combining with quantitative objective
measurements such as survival time in the form of quality adjusted life years (QALYs).
In the assessment of QoL and patient satisfaction, only instruments should be used that
Germany
are suited for application in clinical trials and have been evaluated accordingly.
(IQWIG)77
Poland78
The state of health utility values can be sought based on data from published research. It
is admissible to perform the quality of life measurement in the patient population or the
Spain71
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preference measurement in the general population. It is a requirement to maintain the
standards accepted in the literature and to present a detailed description of the methods
used.
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The primary objective of EUnetHTA JA1 WP5 methodology guidelines is to focus on
methodological challenges that are encountered by HTA assessors while performing a rapid
relative effectiveness assessment of pharmaceuticals.
This guideline “Endpoints used for REA of pharmaceuticals - Safety” has been elaborated by
experts from AIFA, reviewed and validated by HAS and all members of WP5 of the EUnetHTA
network; the whole process was coordinated by HAS. As such the guideline represents a
consolidated view of non-binding recommendations of EUnetHTA network members and in no
case an official opinion of the participating institutions or individuals.
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Acronyms – Abbreviations
ADR: Adverse drug reaction
AusPAR: Australian Public Assessment Report
CER: Comparative effectiveness review
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Summary and recommendations
Summary
This guideline aims at providing a framework for the evaluation of relative safety performed by HTA
assessors in the context of Relative Effectiveness Assessment (REA) of pharmaceuticals.
When performing relative safety assessment the safety profile of the pharmaceutical is assessed in
comparison to the comparator(s) of the same or different therapeutic class and to the safety profile
of non-pharmaceutical alternatives (when available).
It is important to carry out balanced assessments of the interventions, taking into account both
beneficial and adverse effects, in order to support clinicians, policy makers and patients in making
informed decisions. For this reason beneficial and adverse reactions/effects should be assessed
with similar methodological rigour and accuracy. Although the importance of a balanced
assessment is well recognised the assessment of adverse reactions/effects is still more
troublesome than the assessment of benefits. In this guideline some important methodological
issues concerning relative safety assessment have been addressed and recommendations were
given.
Consistent and precise terminology should be used and for this purpose the MedDRA should be
used for describing adverse reactions/effects.
When conducting a rapid assessment, just after the marketing authorisation of a medicine,
European Public Assessment Report (EPAR), Summary of Product Characteristics (SPC), Risk
Management Plan (RMP) (when available), manufacturer’s dossier and published and unpublished
randomised clinical trials are generally used as primary sources of information. It is important to
assess, apart from risk of bias of studies, also the quality of data on adverse effects, taking into
account how adverse effects data are collected and reported to decide on their inclusion and
interpretation. Main characteristics of selected studies and their limitations should be described
and reported preferably in tabular form.
Results from individual studies should be reported both for the pharmaceutical and comparator(s),
using summary tables for the different study designs.
Finally, the assessment of relative safety should be performed between the pharmaceutical and its
comparator(s) with special regard to the most frequent, serious and severe adverse reactions. This
assessment together with the assessment of comparative benefits will contribute to establish a
balanced assessment of the relative effectiveness of the pharmaceutical and to decide upon the
possible consequences on coverage decision.
In the discussion of results limitations and external validity of results should be investigated and
discussed, considering all factors (e.g. patient characteristics, co-morbidities, type and severity of
disease) which may contribute to the occurrence of adverse reactions.

Recommendations

Recommendation

The recommendation is
based on the following
elements

Recommendation 1
In relative safety assessment of pharmaceuticals main objectives 2.1. Objectives of the HTA
assessors
of HTA assessors are summarised as follows:
- To identify the adverse reactions
- To quantify the adverse reactions in terms of frequency
categories, incidence, severity and seriousness
- To compare the safety profile of the pharmaceutical with its
comparator(s)/best standard of care.
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Recommendation 2
HTA assessors may focus their investigation on the following 2.1 Objectives of the HTA
assessors
areas:
- The most frequent adverse reactions.
- The “important identified” and “potential” risks associated
with use of the product, according to the RMP. These
should include only the important identified and potential
adverse events/reactions, important identified and potential
interactions with other medicinal products, foods and other
substances, and the important pharmacological class
effects.
Recommendation 3
The HTA assessors should use consistent and precise 2.2 Terminology
terminology to avoid misleading results. They should use the
MedDRA Dictionary for describing adverse reactions.
Recommendation 4
Main sources of information of HTA assessors are:
-

EPAR, SPC and RMP (when available)
Published and unpublished (where acceptable under the
specific HTA system guidelines) randomised clinical trials
Manufacturer dossier
Unpublished full study reports (where acceptable under
the specific HTA system guidelines)
Observational studies

2.3 Identification of adverse
reactions:
sources
of
information

Recommendation 5
It is necessary to evaluate both the risk of bias of sources of 2.4 Evaluation of sources of
information and the quality of data on adverse reactions.
information
Methods used to assess the risk of bias should be clearly
described and results should be reported. It should be clearly
explained how the information on risk of bias will be used in the
synthesis of data.
To assess the data on adverse reactions, how the adverse
effects were collected and reported should be evaluated.
Useful questions to assess how the adverse reactions are
collected:
- Were definitions given of reported adverse effects?
How
were
adverse
effects
data
collected:
prospective/routine monitoring, spontaneous reporting,
patient checklist/ questionnaire/diary; systematic survey of
patients?
Useful questions to assess how the adverse effects are reported:
- Were any patients excluded from the adverse effects
analysis?
- Did the report give numerical data by intervention group?
- Which categories of adverse effects did the investigators
report?
- Did investigators report on all important or serious adverse
effects, and how were these defined?
EUnetHTA – European network for Health Technology Assessment
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-

Were methods used for monitoring adverse effects
reported?
Was an independent data safety monitoring board
established?

Recommendation 6
Characteristics of selected studies should be summarised in a 2.5.1 Description of included
table. Useful information on studies characteristics are the sources of information
following:
- methods (study design, follow-up period);
- participants for both arms (setting, age, sex and
country/geographic area),
- intervention and comparators (for pharmaceuticals: the
name, dose, frequency, way of administration and duration);
- outcomes;
- methods to collect adverse effects.
Different tables should be elaborated for RCTs and observational
studies.
Recommendation 7
Results from individual studies should be presented by group in
tabular form, using the following measures:
- Number of participants in both study arms
- Number of patients excluded from the analysis dataset
- Patient-years of exposure
- Number of participants with the event
- Number of events
- Absolute risk; incidence rate (95% CI)
- Relative risk (95% CI)
- Quality of evidence
Different tables should be elaborated for RCTs and observational
studies.
Adverse effects should be grouped according to the System
Organ Class (SOC).
Adverse effects which are common and serious should be
reported separately.
If possible, adverse effects should also be provided by severity
grade.
When adverse effects are collected from different study designs
and when the degree of heterogeneity is high the data cannot all
be pooled together using standard meta-analysis principles.
Therefore in these circumstances adverse effects data is best
summarised in a qualitative or descriptive manner.
Recommendation 8
The safety profile of the pharmaceutical is described in
comparison to the comparator(s), with special regard to the most
frequent, serious and severe adverse reactions.
A table is preferable for the comparison of the safety profile of the
new pharmaceutical and the comparator(s).
HTA assessors should describe if there is a clinically significant
difference in adverse reactions between products.
In the discussion of results limitations and external validity should
be investigated and discussed, considering all factors (e.g.

2.5.2
Quantification
of
adverse effects in terms of
frequency,
incidence,
severity and seriousness

2.5.3 The comparison of the
safety
profile
of
the
pharmaceutical
to
the
comparator(s)
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patient characteristics, co-morbidities, type and severity of
disease) which may contribute to the occurrence of adverse
reactions.

Recommendation 9
The assessment of relative safety together with relative benefits 2.5.4 Balanced discussion of
will contribute to establish a balanced assessment of the relative benefits and adverse effects
effectiveness of the intervention, and to decide upon possible
consequences on coverage decision.
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1. Introduction
1.1. Definitions
Adverse effects and adverse reaction
The two terms refer to the same phenomenon, but an adverse effect is seen from the point of view
of the pharmaceutical, whereas an adverse reaction is seen from the point of view of the patient.
The pharmaceutical causes an effect, whereas the patient has a reaction.
Source: Aronson JK, Ferner RE. Clarification of Terminology in drug Safety. Drug Safety 2005; 28
(10): 851-870.
Adverse event
Any untoward medical occurrence in a patient administered a medicinal product and which does
not necessarily have to have a causal relationship with this treatment.
An adverse event (AE) can therefore be any unfavourable and unintended sign (for example,
including an abnormal laboratory finding,), symptom, or disease temporally associated with the use
of a medicinal product, whether or not considered related to the medicinal product.
ICH Harmonised Tripartite Guideline. Post approval safety data management: definitions and
standards for expedited reporting (ICH E2D)
Adverse reaction/adverse drug reaction
Noxious and unintended effects resulting not only from the authorised use of a medicinal product at
normal doses, but also from medication errors and uses outside the terms of the marketing
authorisation, including the misuse and abuse of the medicinal product. The suspicion of an
adverse drug reaction, meaning that there is at least a reasonable possibility of there being a
causal relationship between a medicinal product and an adverse event should, be sufficient reason
for reporting.
Source: Directive 2010/84/EU of the European Parliament and of the council of 15 December
2010.
Adverse reaction (Serious)
An adverse reaction which results in death, is life-threatening, requires in-patient hospitalisation or
prolongation of existing hospitalisation, results in persistent or significant disability or incapacity, or
is a congenital anomaly/birth defect, and is a medically important event or reaction.
For the terms "serious" and "severe," which are not synonymous, the following note of clarification
is provided: The term "severe" is often used to describe the intensity (severity) of a specific event
(as in mild, moderate, or severe myocardial infarction); the event itself, however, may be of
relatively minor medical significance (such as severe headache). This is not the same as "serious,"
which is based on patient/event outcome or action criteria usually associated with events that pose
a threat to a patient's life or functioning. Seriousness (not severity) serves as a guide for defining
regulatory reporting obligations.
Source: ICH Harmonised Tripartite Guideline. Clinical Safety Data Management: Definitions and
Standard for Expedited Reporting E2A, (Article 1(12) of Directive 2001/83/EC).
ICH Harmonised Tripartite Guideline. Post approval safety data management: definitions and
standards for expedited reporting (ICH E2D)
Adverse reaction (Severity Grade)
Grade 1
Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only; intervention not
indicated.
Grade 2
Moderate; minimal, local or non-invasive intervention indicated; limiting age-appropriate
instrumental Activities of Daily Living
Grade 3
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Severe or medically significant but not immediately life-threatening; hospitalization or prolongation
of hospitalization indicated; disabling; limiting self care Activities of Daily Living.
Grade 4
Life-threatening consequences; urgent intervention indicated.
Grade 5
Death related to AE.
Source: Common Terminology Criteria for Adverse Events (CTCAE) Version 4.0. Available and
accessed
in
May
2011:
http://evs.nci.nih.gov/ftp1/CTCAE/CTCAE_4.03_2010-0614_QuickReference_5x7.pdf
Adverse reaction (Unexpected)
An adverse reaction, the nature or severity of which is not consistent with the applicable product
information.
Source: ICH Harmonised Tripartite Guideline. Clinical Safety Data Management: Definitions and
Standard for Expedited Reporting E2A
An ADR whose nature, severity, specificity, or outcome is not consistent with the term or
description used in the local/regional product labelling (e.g. Package Insert or Summary of Product
Characteristics) should be considered unexpected. When a Marketing Authorisation Holder is
uncertain whether an ADR is expected or unexpected, the ADR should be treated as unexpected.
Source: ICH Harmonised Tripartite Guideline. Post approval safety data management: definitions
and standards for expedited reporting (ICH E2D)
Benefit - Risk Balance
In the regulatory context: an evaluation of the positive therapeutic effects of the medicinal product
in relation to its risks (any risk relating to the quality, safety or efficacy of the medicinal product as
regards patients' health or public health and any risk of undesirable effects on the environment).
Source: Directive 2001/83/EC of the European Parliament and of the Council of 6 November 2001
on the Community code relating to medicinal products for human used. (PHIS Glossary).
Case by Case Causality assessment
The evaluation of the likelihood that a medicine was the causative agent of an observed adverse
reaction. Causality assessment is usually made according established algorithms.
Source: WHO. Glossary of terms used in Pharmacovigilance. Available and accessed on October
15 2010: http://www.who-umc.org/graphics/15338.pdf
http://www.who-umc.org/Graphics/24729.pdf
Classification of causality
- Certain
- A Clinical event, including a laboratory test abnormality, that occurs in a plausible
time relation to drug administration and which cannot be explained by concurrent
disease or other drugs or chemicals
- The response to withdrawal of the drug (dechallenge) should be clinically plausible
- The event must be definitive pharmacologically or phenomenologically, using a
satisfactory rechallenge procedure if necessary

-

Probable/likely
- A clinical event, including a laboratory test abnormality, with a reasonable time
relation to administration of the drug, unlikely to be attributed to concurrent disease
or other drugs or chemicals, and which follows a clinically reasonable response on
withdrawal (dechallenge)
- Rechallenge information is not required to fulfil this definition

-

Possible
EUnetHTA – European network for Health Technology Assessment
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-

A clinical event, including a laboratory test abnormality, with a reasonable time
relation to administration of the drug, but which could also be explained by
concurrent disease or other drugs or chemicals
Information on drug withdrawal may be lacking or unclear

-

Unlikely
- A clinical event, including a laboratory test abnormality, with a temporal relation to
administration of the drug, which makes a causal relation improbable, and in which
other drugs, chemicals, or underlying disease provide plausible explanations

-

Conditional/unclassified
- A clinical event, including a laboratory test abnormality, reported as an adverse
reaction, about which more data are essential for a proper assessment or the
additional data are being examined

-

Unassessable/unclassifiable
- A report suggesting an adverse reaction that cannot be judged, because information
is insufficient or contradictory and cannot be supplemented or verified
Source: Edwards IR, Aronson JK. Adverse drug reactions: definitions, diagnosis, and
management. Lancet. 2000;356:1255-9. WHO-UMC Causality Categories
Causal relationship
A relationship between one phenomenon or event (A) and another (B) in which A precedes and
causes B. Source: WHO. Glossary of terms used in Pharmacovigilance
Harms
The totality of possible adverse consequences of an intervention or therapy; they are the direct
opposite of benefits, against which they must be compared.
Source: Ioannidis JP, Evans SJ, Gotzsche PC, O'Neill RT, Altman DG, Schulz K, Moher D. Better
reporting of harms in randomized trials: an extension of the CONSORT statement. Ann Intern Med
2004; 141(10):781-788.
The nature and extent of actual damage that could be caused by a drug.
Source: WHO. Glossary of terms used in Pharmacovigilance
Pharmacovigilance
The science and activities relating to the detection, assessment, understanding and prevention of
adverse effects or any other drug related problem.
Source: WHO. Glossary of terms used in Pharmacovigilance. Available and accessed on October
15 2010: http://www.who-umc.org/graphics/15338.pdf
Risk
The probability that an event will occur, e.g., that an individual will become ill or die within a stated
period of time or by a certain age.
Also a nontechnical term encompassing a variety of measures of the probability of a (generally)
unfavourable outcome.
Source: Last. A dictionary of epidemiology edited for the International Epidemiological Association.
(PHIS Glossary).

Safety
Substantive evidence of an absence of harm. The term is often misused when there is simply
absence of evidence of harm.
Source: Ioannidis JP, Evans SJ, Gotzsche PC, O'Neill RT, Altman DG, Schulz K, Moher D. Better
reporting of harms in randomized trials: an extension of the CONSORT statement. Ann Intern Med
2004; 141(10):781-788.
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Side effect
Unintended drug effects. The term, however, does not necessarily imply harm, as some side
effects may be beneficial. Furthermore, it tends to understate the importance of harms because
“side” may be perceived as denoting secondary importance.
Source: Ioannidis JP, Evans SJ, Gotzsche PC, O'Neill RT, Altman DG, Schulz K, Moher D. Better
reporting of harms in randomized trials: an extension of the CONSORT statement. Ann Intern Med
2004; 141(10):781-788.
It is recommended that this term no longer be used and particularly should not be regarded as
synonymous with adverse event or adverse reaction.
Source: ICH Harmonised Tripartite Guideline. Clinical Safety Data Management: Definitions and
Standard for Expedited Reporting E2A
Tolerability
A term that usually refers to medically less important (i.e. without serious or permanent sequelae)
but unpleasant adverse effects of drugs. These include symptoms such as dry mouth, tiredness,
etc, that can affect a person’s quality of life and willingness to continue the treatment. As these
adverse effects usually develop early and are relatively frequent, RCTs may yield reliable data on
their incidence.
Source: Loke YK, Price D, Herxheimer A, Cochrane Adverse Effects Methods Group. Systematic
reviews on adverse effects. Framework for a structured approach. BMC Med Res Method 2007;
7:32; 7:32.
Toxicity
Describes drug-related harms. The term may be most appropriate for laboratory-determined
measurements, although it is also used in relation to clinical events. Abnormal laboratory values
may be described as laboratory-determined toxicity. The disadvantage of the term “toxicity” is that
it implies causality. If authors cannot prove causality, the terms “abnormal laboratory
measurements” or “laboratory abnormalities” are more appropriate to use.
Source: Ioannidis JP, Evans SJ, Gotzsche PC, O'Neill RT, Altman DG, Schulz K, Moher D. Better
reporting of harms in randomized trials: an extension of the CONSORT statement. Ann Intern Med
2004; 141(10):781-788.

1.2. Context and problem statement
The importance of assessing both benefits and adverse reactions with similar rigour in order to
provide balanced assessments of alternative interventions is well recognised. 1,2 Nevertheless,
assessing adverse effects may be difficult because of the greater prominence given to the
beneficial effects of therapies and the ongoing methodological issues with assessment of adverse
effects. 3,4,5,6, 7
In the context of safety two different evaluations are performed:
- The benefit-risk assessment carried out by regulatory authorities, during the pre-approval
phase to grant marketing authorisation and continuously during the post-approval phase
taking into account new risks or changes in known risks.
- The relative safety assessment of a medicine or a class of medicines, conducted by HTA
assessors. In this case the safety profile of a pharmaceutical is compared to the safety
profile of the comparator(s) belonging to the same or different therapeutic class and to the
safety profile of non pharmaceutical alternatives (when available). In some cases it could
be also necessary to consider how both the intervention and the comparator are
administered and if different procedures may contribute to the occurrence of adverse
reactions.
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1.3. Scope/Objective(s) of the guideline
This guideline focuses on the relative safety assessment performed by the HTA assessors when
conducting Relative Effectiveness Assessment (REA) of pharmaceuticals and deals with the
following methodological issues:
- objectives of HTA assessors
- terminology
- identification of adverse reactions: sources of information
- evaluation of sources of information
- synthesis and reporting of results compared to other interventions
These issues are addressed and discussed in the main chapters of the document.

1.4. Related EUnetHTA documents
This guideline should be read in conjunction with the following documents:
o
o
o
o

EUnetHTA guideline on Endpoints used in REA of pharmaceuticals: Composite endpoints
EUnetHTA guideline on levels of evidence: applicability of evidence in the context of
relative effectiveness assessment of pharmaceuticals
EUnetHTA guideline on levels of evidence: internal validity (of randomized controlled trials)
EUnetHTA guideline on comparators and comparisons: direct and indirect comparisons
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2. Analysis and synthesis of literature
2.1 Objectives of the HTA assessors
In relative safety assessment of pharmaceuticals the main objectives of HTA assessors should be
the following:
o To identify the adverse effects
o To quantify the adverse effects in terms of frequency, incidence, severity and seriousness
o To compare the safety profile of the pharmaceutical with its comparator(s)
Finally, in a context of Relative Effectiveness Assessment, HTA assessors will discuss in a
balanced way the adverse effects and benefits related to the technology in comparison with
alternatives.
Within the REA, the relative safety assessment can contribute to coverage decisions; because of
the safety profile of a medicine in comparison with alternatives payers can decide:
o to limit the coverage to specific population subgroups and to specific therapeutic indications
o to partially reimburse or to not reimburse the pharmaceutical.
In order to carry out analyses in a systematic, manageable and useful way HTA assessors may
focus their investigation on the following areas:
o the most frequent adverse reactions
o The important identified and potential risks associated with use of the product, according to
the RMP. These should include only the important identified and potential adverse
events/reactions, important identified and potential interactions with other medicinal
products, foods and other substances, and the important pharmacological class effects.
.

2.2 Terminology
It is important that the HTA assessors use consistent and precise terminology to avoid confusion
and misleading conclusions.2
For this purpose the Medical Dictionary for Regulatory Activities (MedDRA), developed by the
International Conference on Harmonisation, could be a useful instrument. 8 MedDRA includes
medical signs, symptoms, syndromes and diagnoses as well as social conditions, surgical and
medical procedures and laboratory and clinical investigations. It comprises five levels: lowest level
terms (LLTs); preferred terms (PTs); high level terms (HLTs); high level group terms (HLGTs) and
it is organised in 26 system organ classes (SOCs). 9 It is important to note that due to the multiaxial
structure of MedDRA, it may be necessary to combine several PTs in order to represent and to
analyse one overlying medical concept (e.g. bleeding). In most cases it is not sufficient to rely upon
one single PT. Standardised MedDRA Queries (SMQs), which are provided with the regular
terminology updates, are preferred, especially when analysing medical conditions involving PTs
across several SOCs.
MedDRA does not include a severity ranking. The use of MedDRA for recording and reporting
adverse effects/reactions data on marketed medicines is mandatory in the European Union.
MedDRA is available free of charge to regulatory authorities and to certain non-profit-making
organisations and on payment of an annual subscription to other users. 10
Since MedDRA contains neither severity descriptors nor descriptors of seriousness or intensity it
may be useful to consider these characteristics of adverse effects in line with ICH E2D. The
definitions given in this guideline (chapter 1.1) provide an adequate and comprehensive foundation
for the analysis of adverse effects regarding characteristics not covered by MedDRA.
Besides MedDRA-coded adverse events it may be useful to also analyse endpoints measuring
harms not based on this terminology. These concern explicitly pre-planned endpoints which are
recorded according to pre-planned definitions (e.g. different evaluations of bleeding events: major
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bleeding, minor bleeding etc). For observational studies in claims databases and electronic health
records, other terminology may be used for AE assessment (ICD-9, ICD-10, READ).

2.3 Identification of adverse reactions: sources of information
A broad range of evidence sources may be considered to identify adverse effects relevant for the
assessment. These sources may include regulatory sources (e.g. EPAR, SPC and RMP),
manufacturer dossier, randomised clinical trials, observational studies, country registries and case
reports. Various sources can bring different and complementary information; randomised clinical
trials may inform on common risks, whereas other data sources, although at higher risk of bias,
(e.g. observational studies, country registries and case reports) can give insight on less frequent
risks, long-term risks, and risks in populations not being part of randomised clinical trials. Singh et
al used RCTs and observational studies to assess the risk of heart of failure associated to
thiazolidinediones and collected complementary information from case reports on specific
characteristics of adverse effects such as dose, time and susceptibility factors.46
In practice, for the identification of adverse effects in the first appraisal, the most important sources
of data that are used by HTA assessors are the EPAR, SPC, RMP (when available), manufacturer
dossier and randomised clinical trials reports and/or publications.
When possible, adverse effects relevant for the assessment should be identified in advance and
should be listed in the protocol of the HTA report.

2.3.1 Regulatory sources
The regulatory authorities’ documentation (mainly EPAR and SPC) elaborated during approval
phase is an important source of information and the most commonly available, especially when
conducting rapid assessment. Moreover regulatory agencies provide important data in the post
approval phase as well.
Data from different regulatory authorities, when available, should be used and compared for two
main reasons:
o The safety assessments from different regulatory authorities may vary
o The technology may have different regulatory status across different jurisdictions: it could
be in the approval phase in a jurisdiction and may have been marketed in a different
jurisdiction.
Data at approval phase
At approval phase regulatory authorities synthesise the available data in specific documents.
At European level (EMA):
o The European Public Assessment Report (EPAR) and the Summary of Product
Characteristics (SPC) provide a useful summary of adverse effects of medicines 11 and may
be useful to obtain data in order to evaluate adverse effects and to compare them between
different products. They represent the main evidence for the HTA assessors.
o The Risk Management Plan (RMP), which is presented by applicants and/or marketing
authorisation holders to describe the pharmacovigilance and risk minimisation activities
summarises the important identified and potential risks of a medicinal product and
important missing information on unidentified risks. A summary of the RMP will be publicly
available according to the new European legislation. Assessors should also determine
whether risk minimization activities (RMM) are required.
o

HTA Assessors should verify if post-authorisation safety studies (PASS) were required.
Post-authorisation safety studies (PASS) can be required by regulatory authorities either as
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a commitment at the time of authorisation or in the post-authorisation phase to further
12
assess a signal.
At US level (FDA):
Medical review
Summary review
Risk evaluation and mitigation strategy (REMS)
Statistical review
At Australian level (TGA)
Australian Public Assessment Report (AusPAR)
At Canadian level (Health Canada)
Product Monograph

Data at post approval phase
After the marketing authorisation the safety profile is continuously monitored by pharmacovigilance
systems of regulatory agencies. Spontaneous reports of suspected adverse drug reactions provide
important early signals of safety concerns and include:
At European level:
Eudravigilance database, which collects reports received from EU regulatory agencies and from
pharmaceutical companies. Data from EudraVigilance are published in the European database of
suspected adverse drug reaction reports.
The periodic safety update report for marketed pharmaceuticals (PSUR) provides a critical
evaluation of the benefit-risk balance of a medicinal product, in consideration of new or changing
post-authorisation information and analyses all adverse reactions reported in the period since the
last PSUR. 13 According to the new legislation the following documents shall be made publicly
available by means of the European medicines web-portal:
- List of EU reference dates and frequency of submission of PSURs, final assessment
conclusions of the adopted assessment reports;
- Pharmacovigilance Risk Assessment Committee (PRAC) recommendations including
relevant annexes;
- Coordination Group for Mutual Recognition and Decentralized Procedures (CMDh) position
including relevant annexes and where applicable, detailed explanation on scientific grounds
for any differences with the PRAC recommendations;
- Committee for medicinal products for Human Use (CHMP) opinion including relevant
annexes and where applicable, detailed explanation on scientific grounds for any
differences with the PRAC recommendations;
- European Commission decision
The European Network of Centres for Pharmacoepidemiology and Pharmacovigilance (ENCePP)
Database of Research Resources which is a public, fully searchable electronic index of the
available EU research resources in the field of pharmacoepidemiology and pharmacovigilance.
ENCePP is a collaborative scientific network coordinated by the European Medicines Agency and
developed in collaboration with European experts in the fields of pharmacoepidemiology and
pharmacovigilance. Its goal is to further strengthen the post-authorisation monitoring of medicinal
products in Europe by facilitating the conduct of multi-centre, independent, post-authorisation
studies focusing on safety and on benefit:risk, using available expertise and research experience
across Europe.

EUnetHTA – European network for Health Technology Assessment

16

At US level:
The Adverse Event Reporting System (AERS), which is the database which supports the FDA's
post-marketing safety surveillance program for all approved pharmaceuticals and therapeutic
biological products. In MedWatch website FDA collects information about adverse reactions and
data are publicly available.
At international level:
Vigibase Services, which is an international collection of spontaneous reports of suspected
adverse reactions, from countries participating in WHO Program for International Drug Monitoring
and is maintained by Uppsala Monitoring Centre. National and regional centres in all official and
associated member countries have access to the data.
Early signal detection is the task of regulatory authorities and not really of HTA assessors. Unless
confirmed by regulatory authorities, they should not contribute to a re-appraisal of a
pharmaceutical by a HTA agency. There are other possible safety triggers for re-appraisal of a
pharmaceutical: relevant serious adverse events observed post-authorisation that may change
benefit/harm balance or published literature data indicating an increased risk (e.g. increased
incidence of cancer). However, this information is assessed by regulatory authorities and, if they
change the benefit-risk balance, appropriate measures are taken so that the benefit-risk balance
remains positive (a restriction of conditions of use or the need of periodic diagnostic procedures,
among others). At re-appraisal, identified safety concern of a pharmaceutical (e.g. incidence of
hepatotoxicity) is compared to the same safety concern (incidence of hepatotoxicity) of a
comparator. However the whole overall safety picture of both medicines has to be considered, in
order to assess other advantages/disadvantages.
The European Commission has amended the current pharmacovigilance system and proposed
new EU pharmacovigilance legislation (Regulation (EU) No 1235/2010 Directive 2010/84/EU) in
order to continue to ensure greater patient safety. The new pharmacovigilance legislation will
strengthen the current system for safety monitoring of medicines on the European market in order
to obtain major robustness and transparency. A new scientific committee, the Pharmacovigilance
Risk Assessment Committee (PRAC), was set up. The new pharmacovigilance legislation will
cover all aspects of the risk management of the use of medicinal products for human use including
the detention, assessment, communication relating to the risk of adverse reactions, taking into
account the therapeutic effect of the medicinal product, the design and evaluation of postauthorisation safety studies and pharmacovigilance audit. It is useful to take into account the new
rules laid down by the new pharmacovigilance legislation in consideration of the possible
implications for the safety assessment in the field of Relative Effectiveness Assessment.

Where to find the information
-

EPAR: http://www.ema.europa.eu/ema/
ENCePP: http://www.encepp.eu/index.shtml
Eudravigilance database: http://www.adrreports.eu/EN/disclaimer.html
Vigibase Services, Uppsala Monitoring Centre: http://www.who-umc.org
Medwatch: http://www.fda.gov/medwatch/index.html
FDA summary review: http://www.fda.gov/Drugs/default.htm
Australian Public Assessment Report (AusPAR): http://www.tga.gov.au/
Product Monograph: http://www.hc-sc.gc.ca/index-eng.php
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2.3.2 Randomised Clinical Trials (RCTs)
From RCTs data on well-recognised, frequent, easily detectable adverse reactions are normally
identified.1 Whether or not information on rare and long term effects that occur in clinical practice
can be inferred from RCT, depends on the size, duration and other features of trials, but this also
applies to all other types of studies. Clinical trials are usually powered to detect statistical
significance of possible benefit(s) of a pharmaceutical and only secondly designed to study
safety.1,2,14 As a result the evidence on adverse effects generated by RCTs may not be conclusive.
Patients included in clinical trials may not reflect the features of populations who will undergo the
treatment in clinical practice affecting the external validity of the trial.1 In fact RCTs may fail in
identifying risks in populations not included in the trial and in identifying, depending on the design
of the study, some categories of reactions such as reactions where young or old age is a risk
factor, the effect of the medicine on other diseases, the effect on pregnancy, reactions related to
female sex, reactions due to genetic variations in different ethnic groups, those associated with
other uses not studied in the trial, withdrawal effects, and unfavourable changes in death rate
15
because of low number of participants and short period of observation.
Although head to head RCTs are the most direct evidence on comparative safety, placebocontrolled RCTs may be important to obtain information on absolute and relative risks and more
precise estimates of adverse reactions.2
Studies sufficiently powered to assess (differences in) adverse effects, when possible, are
important sources of information in the safety assessment.
The HTA assessors should also attempt to include results of completed but not published RCTs
and unpublished results of published trials.2 This kind of information may be collected searching
abstracts presented during congresses and through the public assessment report performed by
regulatory authorities.

2.3.3 Observational studies
RCTs are considered the best standard for evaluating benefits, but for safety assessment the use
of additional sources of information could be necessary.2
In some cases, observational studies provide a wider number of participants observed for a longer
period of time and may be more likely to capture rare and long term effects.11 Whether or not data
from observational studies have higher degree of external validity than RCTs, depends on the
specific question and the design of specific studies. Nevertheless, because of the lack of
randomisation the observational studies are more subject to risk of bias, which are normally taken
into account in the design itself or in the data analysis.
There is debate concerning the capacity of the different study designs (randomised controlled trials
and observational studies) to yield reliable quantitative estimate of adverse reactions.
Papanikolaou et al. found that non randomised studies are often conservative in estimating
absolute risks. These differences were largely due to inconsistencies in study populations. 16 On the
other hand a recent review presented no difference on average between estimates of adverse
effects from meta-analyses of RCTs and of observational studies. Therefore it suggested
evaluating a broad range of studies to obtain an exhaustive assessment of adverse reactions with
wider generalisability. 17
Observational studies based on analyses of large administrative database are efficient in providing
information on safety issues since they can be performed in shorter timeframes. They are probably
more useful for evaluating serious adverse effects that are more reliably recorded than less serious
adverse effects that may not generate a specific clinic visit or diagnostic code.2

2.3.4 Case Reports
Case reports are useful to collect data on uncommon, unexpected or long-term adverse reactions
not normally identified in clinical trials. 18 One of the most important advantages of case reports is
to contribute to signal generation which may then be confirmed by further studies. 19,20
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A study showed that the 90% pharmaceuticals withdrawals from French market between 1998 and
2004 were supported by spontaneous case reports. 21 This study was in accordance with Arnaiz et
al which investigated reasons for withdrawals of pharmaceuticals in Spain between 1990 and
1999. 22 However it should be pointed out that case reports present relevant limitations, being their
role the generation of signals that need to be further confirmed. Limitations include the lack of
important information, such as conclusive evidence on the estimate of the incidence.11 In addition,
even though they may be published in scientific journals they are seldom subjected to confirmatory
investigations. 23

2.3.5 How and where to find the information: search strategy
Because of poor indexing and inconsistent terminology the identification of studies reporting data
on adverse reactions may be problematic. 24,25,26
There is no single approach of search strategy to collect evidence on adverse effects, but a
combination of different approaches is required. Two main approaches can be followed: searching
electronic database using index terms (such as MeSH in MEDLINE) and free text terms. The two
approaches should be combined. 27
A search through clinical trials registers (i.e. clinicaltrials.gov, EU clinical trials register,
www.controlled-trials.com) to identify ongoing or completed but not published trials could provide
additional information. In the EU, abstracts and summary results of post authorisation safety
studies requested by regulatory authorities to marketing authorisation holders will be public
according to new legislation. EVIDENT database could be searched for identifying
requests/recommendations by agencies for additional evidence collection concerning safety.

2.4 Evaluation of sources of information
HTA assessors should adequately assess the risk of bias of studies and the quality of safety data
to decide on the inclusion in the assessment and then on their interpretation.
2.4.1 Regulatory sources
The documentation supporting authorisation usually includes clinical trials; therefore the quality
issues relating RCTs described in the 2.4.2 paragraph can be applied also to the regulatory
sources. Nevertheless the safety assessment from different regulatory authorities may vary,
making a comparison useful. Moreover a technology may have a different regulatory status across
jurisdictions; it could be in approval phase in a jurisdiction and may have been marketed in another
jurisdiction and therefore different data may be available.

2.4.2 Randomised clinical trials (RCTs)
It is recommended to evaluate both the risk of bias of individual studies and the quality of data on
adverse effects. For the assessment of risk of bias several methods are available and they may be
in the form of scales, checklist or individual components. A tool was developed by the Cochrane
Collaboration. 28 In any case methods used to assess the risk of bias should be clearly described
and results should be reported, also in table format. Moreover it should be explained how the
44
information on risk of bias will be used in the synthesis of data.
In assessing quality of data HTA assessors should evaluate two main aspects:
o how adverse effects were identified and collected and
o how they were reported.
HTA assessors should bear in mind that methods used to monitor or detect adverse effects greatly
1,7,11
influence their reported frequency.
As a result, studies using different methods of monitoring
1
effects are difficult to be compared.
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For instance active methods (such as querying patients) and use of check list are more likely to
1,2
identify adverse effects than passive (relying on patient self report) or less focused methods. It is
also important to consider how adverse effects are measured and if there are differences in
measurements between studies (for example, for the adverse effect fever how and when the
temperature is measured across trials should be taken into account).
7
Useful questions (also for observational studies), elaborated by the Cochrane Collaboration , to
evaluate how adverse effects are collected are the following:
o Were definitions given of reported adverse effects?
o How were adverse effects data collected: prospective/routine monitoring, spontaneous
reporting, patient checklist/ questionnaire/diary; systematic survey of patients?
The quality of adverse effects reporting in RCTs is often variable. 29,30,31,32,33,34
An evaluation of safety reporting in randomised trials across seven different medical areas
demonstrated that safety reporting was often varying. Adverse effects were reported adequately
only in 39% of the trials identified and many trials reported adverse effects without specifying
severity and frequency.33
The categorisation of adverse effects may differ across trials, making the synthesis of results
difficult6. Using a common, widely accepted scale would have the advantage that information can
then be compared and synthesised across different studies. 35 Standardised scales are available
for some conditions,2 including National Cancer Institute (Common Terminology Criteria for
Adverse Event ) 36 and WHO scales 37 . The CTCAE is considered the standard for reporting the
severity of adverse effects in oncology clinical trials. 38
For these reasons HTA assessors should adequately evaluate how adverse effects are reported.
The Cochrane Collaboration identified questions to assess the quality of reporting (also valid for
observational studies):
Were any patients excluded from the adverse effects analysis?
Did the report give numerical data by intervention group?
Which categories of adverse effects did investigators report?
Did investigators report on all important or serious adverse effects, and how were these
defined?
Were the methods used for monitoring adverse effects reported?
Was an independent data safety monitoring board established?7
If adverse effects are independently adjudicated and/or confirmed by chart review, they should be
evaluated.
The Consolidated Standards of Reporting Clinical Trials (CONSORT) presented the most frequent
inadequate practices in reporting adverse effects in RCTs (see table 1) 39 which should be
considered when assessing data to include in the analysis.
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Table 1. Practices to avoid in reporting adverse effects in RCTs (Ioannidis JP et al. 2004)
1. Using generic or vague statements, such as “the drug was generally well tolerated” or “the
comparator drug was relatively poorly tolerated.”
2. Failing to provide separate data for each study arm.
3. Providing summed numbers for all adverse events for each study arm, without separate data for
each type of adverse event.
4. Providing summed numbers for a specific type of adverse event, regardless of severity or
seriousness.
5. Reporting only the adverse events observed at a certain frequency or rate threshold (for
example, >3% or >10% of participants).
6. Reporting only the adverse events that reach a P value threshold in the comparison of the
randomised arms (for example, P <0.05).
7. Reporting measures of central tendency (for example, means or medians) for continuous
variables without any information on extreme values.
8. Improperly handling or disregarding the relative timing of the events, when timing is an important
determinant of the adverse event in question.
9. Not distinguishing between patients with 1 adverse event and participants with multiple adverse
events.
10. Providing statements about whether data were statistically significant without giving the exact
counts of events.
11. Not providing data on harms for all randomly assigned participants

Although withdrawals are an important outcome, HTA assessors should be cautious when
interpreting withdrawals as surrogates for safety or tolerability because of the potential for bias.

2.4.3 Observational studies
Because of the lack of randomisation the quality of observational studies should be adequately
assessed.
Available instruments for evaluating observational studies vary in scope, number and types of
items used and developmental rigor.2
The STROBE (Strengthening the Reporting of Observational Studies in Epidemiology) is a
guidance on how to properly report observational studies and provides a checklist of 22 items that
should be addressed in papers reporting cohort, case-control, and cross-sectional studies (see
Annex 1. The STROBE statement - checklist of items that should be addressed in reports of
observational studies). 40
Moreover, the Newcastle-Ottawa scale was developed to assess the quality of non randomised
studies in meta-analysis. A study is judged according to three aspects: the selection of the study
groups; the comparability of the groups; and the ascertainment of either the exposure or outcome
of interest for case-control or cohort studies, respectively. 41
Additional factor to be considered can be: a) any validation of the case definition and/or outcomes
(or absence of outcome) in the data source - either as part of the ongoing study or from literature.
b) justification of the suitability of the proposed case/outcome definition for the safety study.
It is necessary to assess the quality of data on adverse reactions in observational studies. Most of
the considerations presented for RCTs are valid and helpful also for observational studies.
2.4.4 Case reports
Given the considerable limitations HTA assessors should adequately assess published case
reports when judging about their inclusion.
For this purpose the HTA assessors should consider the following aspects: 7
Do reports have a good predictive value?
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Is there a causal relation between the intervention and the adverse event?
Is there a plausible biological mechanism linking the intervention to the adverse events?
Do reports provide enough information to allow detailed appraisal of the evidence?
Are there any potential problems from using data from the reports, which might outweigh the
perceived benefit of being comprehensive?
A set of desirable contents of a case report was proposed and included 14 items that are applied
by the former Committee on Safety of Medicines’ yellow card in the United Kingdom, and 14 from
the MedWatch adverse event forms in the United States (see Annex 2. Preferred contents of a
case report). 42
HTA assessors should take into account that published case reports and spontaneous reporting
may provide different frequencies of adverse effects from those obtained from a meta-analysis of
double-blind, randomised controlled trials.1
-

2.5 Synthesis and reporting of results by HTA assessors
At this stage of the assessment, after collecting the evidence and judging on their inclusion, HTA
assessors should clearly describe included sources of information, risk of bias and quality of
adverse reactions data, quantify adverse reactions in terms of frequency, incidence, severity and
seriousness in comparison with its comparators.

2.5.1 Description of included sources of information
Characteristics of selected studies which may influence results and their external validity should be
reported and summarised in table. 43
Different approaches are available, including PRISMA Statement (Preferred reporting for
Systematic Reviews and Meta-Analyses) and Cochrane Collaboration’s approach. 44,45
PRISMA Statement recommends describing the characteristics of included studies (e.g. study
size, follow-up period, PICOS). The Cochrane collaboration suggests to present a table entitled
“Characteristics of included studies” including the following items: methods (study design, duration
of the study); participants (setting, relevant details of health status of participants, age, sex and
country); intervention (for pharmaceuticals, the name, dose, frequency, way of administration,
duration); outcome and notes. Both approaches recommend describing the risk of bias of each
study in a separate table.
According to these schemes useful information to be reported by HTA assessors are the following:
methods (study design and follow-up period); characteristics of participants for both arms (setting,
age, sex and country/geographic area, if appropriate race), intervention and comparator(s) (for
pharmaceuticals: the name, dose, frequency, route of administration, duration), and outcomes. It is
important to consider and to report the exposure of patients to the treatment. Methods used to
collect adverse effects should be described as well (see table 2. as an example).

Table 2. Characteristics of included studies
Participants
Study
Methods
(setting, age, sex and
(reference)
(Study
country/geographic
design
area)
and
follow up)

Outcomes
Intervention
and
comparator(s)
(name,
dose,
frequency,
route
of
administration
and duration)
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Tables describing characteristics of included studies can be presented separately for each study
design as reported by Singh et al. 46

2.5.2 Quantification of adverse effects in terms of frequency, incidence, severity and
seriousness
According to previously developed guidelines (see Annex 3. Methods for documentation and
selection criteria), results of individual studies can be presented by study arm in tabular form, using
at least the following measures:
Number of participants per study arm
Number of patients excluded from the analysis dataset
Patient-years of exposure
Number of participants with the event
Number of events
Absolute risk; incidence rate (95% CI)
Relative risk (95% CI)
The quality of the evidence (e.g. high, moderate, low and very low)
If the adverse effects data is from an observational study, the relative risk estimate should be
adjusted for potential confounding/effect modifying factors.
Different tables can be elaborated for RCTs and observational studies.
The adverse effects should be grouped according to the System Organ Class (SOC). (The
classification is available at: http://www.meddramsso.com).
The adverse effects which are common and serious should be reported separately. An example of
reporting adverse effects is given in tables 3 adapted from NICE.
The description of adverse effects in terms of duration and reversibility is advisable to understand
their burden, taking also into account the exposure to treatment.

Table 3a. Adverse effects by frequency
(very
common, Intervention
System
organ/ Frequency
common, uncommon, rare, very % of patients
class/adverse
rare, not known)
effects
(n = x)

Comparato Relative
r
%
of risk
(95% CI)
patients
(n = x)

Class 1 (for example, nervous system disorders)
Adverse event 1
Adverse event 2
Class 2 (for example, vascular disorders)
Adverse event 3
Adverse event 4
Source: Adapted from NICE. Single Technology Appraisal. Specification for Manufacturer /sponsor
submission of evidence.
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Table 3b. Adverse effects by seriousness
(death,
lifeSystem
organ/ Seriousness
threatening, requires in-patient
class/adverse
hospitalisation or prolongation of
effects
existing hospitalisation, persistent
or significant disability incapacity,
or is a congenital anomaly/birth
defect)

Intervention
%
of
patients
(n = x)

Comparator Relative
%
of risk
patients
(95% CI)
(n = x)

Class 1 (for example, nervous system disorders)
Adverse event 1
Adverse event 2
Class 2 (for example, vascular disorders)
Adverse event 3
Adverse event 4
Source: Adapted from NICE. Single Technology Appraisal. Specification for Manufacturer /sponsor
submission of evidence.

Some authors proposed to use composite safety endpoints, merging in a single endpoint different
types of adverse effects. As an example composite cardiovascular safety endpoint may include
myocardial infarction and heart failure, stroke, coronary revascularisation and out-of-hospital
cardiac death. 47 The data must be provided for composite and single effects. The data can be
given as either number of effects or hazard ratio (see tables 4 as an example). The use of
composite endpoints can have the advantage to facilitate understanding of comparative safety data
and to increase the statistical power because of the larger number of participants.
Table 4a. Incidence Rates for Safety Effects per 1000 Person-years among Propensity
Score–Matched Older Adults with Arthritis Initiating Prescription Analgesic Treatment
(Solomon DH et al, 2010)
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Table 4b. Safety Effects among Propensity Score–Matched Older Adults with Arthritis
Initiating Prescription Analgesic Treatment (Solomon DH et al, 2010)

Adverse effects should also be provided by severity grade, for anticancer medicines according to
the Common Terminology Criteria for Adverse Events (CTCAE) Version 4.0, which includes 5
grades of severity (mild, moderate, severe, life-threatening and death) differently from the previous
versions including 4 grades. The EPAR may report the data according to the former versions. An
example of reporting adverse effects for anticancer medicines is given in table 5. The effects are
reported by frequency: Very common (≥1/10), Common (≥1/100 and <1/10), Uncommon (≥1/1000
and <1/100), Rare (≥1/10,000 and <1/1000), Very rare (<1/10,000) and not known.
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Table 5. Frequency and severity of adverse effects classified by System Organ Class (SOC)
in trials

Source: EMA. EPAR (pemetrexed)

Differences in adverse effects among population subgroups (e.g. elderly, adults and children) and
specific safety concerns should be addressed and discussed.
Adverse effects from different study designs cannot be pooled together using standard metaanalysis principles. Further, the data from non-randomised studies are more prone to bias and they
are often heterogeneous; they should not be combined if there is important heterogeneity.
Therefore in these circumstances adverse effects data is best summarised in a qualitative or in a
descriptive manner.1
2.5.3 Comparison of the safety profile of the pharmaceutical to the comparator(s)
At this stage HTA assessors should describe the safety profile of the pharmaceutical in comparison
to the comparator(s), with special regard to the serious and most frequent adverse reactions.
They should evaluate if differences identified in adverse reactions between the products are
clinically relevant. The evaluation of the clinical relevance should be performed taking into account
the condition for which the treatment is used and the co-morbidities of the population. For instance,
in chronic diseases also no serious adverse reactions may have important implications, as they
may impair the adherence to the treatment.
HTA assessors should describe limitations of the evidence and analyse how these limitations may
affect estimates of the adverse reactions.2
The heterogeneity of the studies should be explored; differences in the characteristics of the
studies may lead to different results. Possible effects of individual study characteristics (e.g. follow
up period, methods used to identify adverse effects, study design, study size, characteristics of
populations, severity of disease and funding sources) and the external validity of results should be
studied and discussed in the interpretation of findings. 11
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2.5.4 Balanced discussion of benefits and adverse effects
The assessment of relative safety together with relative benefits will contribute to establish a
balanced assessment of the intervention compared to its comparator(s). Some frameworks
reporting both benefits and adverse effects were proposed.50
While performing REA, HTA assessors should describe possible consequences of safety appraisal
on coverage decisions:
- coverage restriction: patients with high risk of developing a serious adverse effect
may be excluded from a coverage
- reimbursement may be lower, restricted or not acceptable for pharmaceuticals with
safety concerns

3. Discussion and Conclusions
Although there is no doubt on the importance of the relative safety assessment of pharmaceuticals,
significant methodological issues still persist.
The identification of adverse reactions to include in the assessment can be challenging; unlike
benefits which are well identified, some adverse reactions associated with a pharmaceutical
intervention may not be identified in advance.7
Moreover the identification of studies with data on adverse reactions is not necessarily
straightforward for several reasons: some studies don’t collect and provide data on the frequency
of adverse reactions and, even when adverse reactions are evaluated, the information is not
reported in the title and abstract; in some cases papers are not assigned indexing terms for
adverse reactions, even though they contain data on adverse reactions frequency, making difficult
the identification of the study.17
Clinical trials are usually powered to detect statistical significance of possible benefits of a
pharmaceutical and only secondly designed to study safety.14 As a result the evidence on adverse
reactions generated by RCTs may be inconclusive.2 Depending on the size and duration, clinical
trials may fail in capturing long term and uncommon adverse reactions; in order to identify
uncommon adverse reactions they should enrol a larger number of participants impacting
negatively on time needed for development of the pharmaceutical.14
In spite of these limitations the relative safety assessment plays an important role in the relative
effectiveness assessment. The assessment of relative safety together with benefits contribute to
establish a balanced assessment of the intervention and of its therapeutic value and to support the
payers in making informed decisions on the coverage of the pharmaceutical.
For these reasons it is important to assess adverse reactions and benefits with the same
methodological rigour and accuracy. It will be important to consider the rules laid down by the new
pharmacovigilance legislation (Regulation (EU) No 1235/2010 Directive 2010/84/EU) and their
implications for the safety assessment in the field of Relative Effectiveness Assessment. In this
regard, HTA can take advantage of the input of the continuous benefit risk assessments to be
performed by regulatory authorities.
When conducting relative safety assessment the objective of HTA assessors should be first to
identify adverse reactions, then to examine data in terms of frequency, incidence, severity and
seriousness and finally to compare the safety profile of the pharmaceutical with its comparator(s).
To ensure the use of appropriate terminology the MedDRA dictionary could be a useful tool. In
rapid assessment primary sources of information are EPAR, SPC, RMP (when available),
manufacturer dossier and published and unpublished (where acceptable under the specific HTA
system guidelines) clinical trials. Other sources of information such as observational studies,
registries and confirmed relevant signals are also useful when available.
As the quality of primary data on adverse reactions may be heterogeneous, it is important to
evaluate, apart from the risk of bias, how adverse effects were collected and reported in the
studies.
Main characteristics of sources information should be reported and summarised in tabular form.
Results on adverse reactions, categorised by SOC, should be reported in terms number of
participants per study arm, number of patients excluded from the analysis dataset, patient-years of
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exposure, number of events, number of participants with the event, absolute risk, incidence rate,
relative risk and the quality of evidence for the pharmaceuticals and the comparator(s).
Finally a description of the safety profile of the pharmaceutical in comparison with its comparator(s)
with special regard to the most frequent, serious and severe adverse reactions should be given.
External validity and heterogeneity of included sources of information, considering all factors which
may influence the occurrence of adverse reactions (follow up period, methods used to identify
adverse effects, study design, study size and characteristics of the population included), should be
taken into account in the interpretation of findings.

EUnetHTA – European network for Health Technology Assessment

28

Annexe 1: The STROBE statement
Checklist of items that should be addressed in reports of observational studies
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Source: von Elm E, Altman DG, Egger M, Pocock SJ, Gøtzsche Peter C Vandenbroucke JP for the STROBE Initiative. The
Strengthening the Reporting of Observational Studies in Epidemiology (STROBE) statement: guidelines for reporting Observational
studies. J of Clin Epid 2008; 61: 344-349
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Annexe 2. Preferred contents of a case report
Section
The title

Structured summary

The introduction

Contents
The suspected adverse event
The suspected drug
Age and sex of the patient (single case reports)
Number of patients (multiple case reports)
Important risk factors
Adverse event
Drug implicated
The patient(s)
Evidence that links the drug to the event
Management
Mechanism, if known
Implications for therapy
Hypotheses to be tested
The suspected drug and the adverse event with which it was
associated*
Previous similar reports
The purpose of the report

The case report
Demographic information Age*†, sex*†, weight*†, and ethnic background†
All diagnoses, especially those for which drug therapy was
Diagnoses
indicated*†; specify allergies (present or absent)*†
All current drug therapy, including dosage, duration, and
Drug therapy
indication*†; other recent drug therapy, if relevant*†
Other relevant history Relevant family history
(including
relevant Relevant social history†
negatives)
The adverse event

Treatment
The discussion

Assessment of severity*
Time-course in relation to the administration of the suspected
drug*†
The effect of withdrawal*†, including time-course
The effect of rechallenge*†, including time-course
Results of diagnostic tests (in vivo, in vitro, or ex vivo)*†
Plasma concentrations (parent compound and main metabolites)
Data from animal or in vitro studies
The final outcome*†
Measures that were taken to treat the adverse event*
Assessment of the likelihood that the event was an adverse drug
reaction
Why the drug was implicated
Why other drugs that the patient took were not responsible
Elimination of other possible causes
A review of previous cases, published and unpublished
Methods of diagnosis
Possible mechanisms
Possible forms of management
Implications of the report for clinical practice
Hypotheses generated by the report

*These 14 details are solicited on the yellow card for reporting suspected adverse drug reactions to the Committee on Safety of
Medicines in the United Kingdom. These 14 details are solicited on the MedWatch adverse event forms in the United States.
Source: Aronson JK. Anecdotes as evidence. BMJ 2003; 326: 1346
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Annexe 3. Methods of documentation and selection criteria
For the present document a literature search was carried out using the following keywords:
adverse drug reaction, adverse event, adverse effect, comparative effectiveness, comparative
effectiveness research, drug safety and comparative safety.
Source of information
Database:
Ovid Medline was searched for the literature review.
Websites:
European Medicines Agency (EMA)
Food and Drug Administration (FDA)
Agency for Healthcare Research and Quality (AHRQ)
Agency for Health Technology Assessment (AHTAPol)
Autoridade Nacional do Medicamento e Produtos de Saude (INFARMED)
Canadian Agency for Drugs and Technologies (CADTH/CEDAC)
College voor zorgverzekeringen (CVZ)
Hautè Autoritè de Santè (HAS)
Health Information and Quality Authority (HIQA)
Institute for Quality and Efficiency in Health Care (IQWIG)
Medical services Advisory Committee (MSAC)
National Institute for Health and Clinical Excellence (NICE)
Pharmaceutical Benefits Advisory Committee (PBAC)
Pharmaceutical Management Agency (PHARMAC)
Scottish Medicines Consortium (SMC)
Centre for Reviews and Dissemination, University of York (CRD)
Consolidated Standards of Reporting Trials (CONSORT)
Guidelines International Network (GIN)
Health Technology Assessment international (HTAi)
Institute of Medicine (IOM)
International Conference on Harmonization (ICH)
International Society for Pharmacoeconomics and Outcomes Research (ISPOR)
National Guideline Clearinghouse
Transparent Reporting of Systematic Review and Meta-Analyses (PRISMA)
The Strengthening the Reporting of Observational Studies in Epidemiology (STROBE)
World Health Organization (WHO)
Guidelines, reports, recommendations already available
A review of the guidelines used by HTA agencies addressing the assessment of safety and the
methods to report data on adverse events was conducted and the following documents were
selected:
-

Agency for Health Technology Assessment (AHTAPol). Guidelines for conducting Health
Technology Assessment (HTA) Version 2.1 April 2009.
Pharmaceutical Benefits Advisory Committee (PBAC). Department of Health. Guidelines for
preparing submissions to the Pharmaceutical Benefits Advisory Committee. (Version
4.3).December 2008.
Medical Services Advisory Committee (MSAC). Funding for new medical technologies and
procedures: application and assessment guidelines September 2005.
National Institute for Health and Clinical Excellence (NICE). Single Technology Appraisal.
Specification for manufacturer/sponsor submission of evidence. October 2009.
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-

Higgins JPT, Green S (editors). Cochrane Handbook for Systematic Reviews of Interventions
Version 5.0.1 [updated September 2008].

The most common practices used to report the safety data in a HTA report were identified. The
results of the review are shown in table 6.
Table 6. Methods to report safety data by EMA, FDA, Cochrane and by the HTA agencies
EPAR
(EMA)

Summary
Review
(FDA)

Cochrane
Handbook
Cochrane
Handbook
for
Systematic
Reviews of
Interventions
Cochrane
Book
Series45

No.
of
studies
addressing
the
outcomes
Outcome
Quality of the
evidence
Frequency
(very
common and
common)
Severity
System
Organ class
No. patients
in the group
No.
of
patients with
the event
Absolute risk
Hazard ratio
Absolute risk
reduction
Relative risk
Relative risk
reduction
Risk
difference
NNH
Odds ratio
Mean
difference
Standardised
mean
difference

AHTAPol
(Poland
2009)
Guidelines
for
conducting
Health
Technology
Assessment
48
(HTA)

Australia
(PBAC 2008)
Guidelines for
preparing
submissions to
the
Pharmaceutical
Benefits
Advisory
49
Committee

Australia
(MSAC
2005)
Funding for
new medical
technologies
and
procedures:
application
and
assessment
guidelines 50

UK and Wales
(NICE 2009)






Single
Technology
Appraisal.
Specification
for
manufacturer/sponsor
submission
of
51
evidence








(GRADE)


(GRADE)



























 (CI 95%)




(CI 95%)



(CI 95%)






( per 1000
people)
CI 95%)


(CI 95%)





(CI 95%)
(CI 95%)
(CI 95%)




(CI 95%)


(CI 95%)

(CI 95%)

Other
Bibliography of selected documents
Bibliographic search strategy
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The sources of information were searched for the period 2000-2010. The search was restricted to
human subjects and to English language.
Selection criteria
Documents were selected for this review if they addressed the methodological issues related to the
assessment of relative safety conducted by HTA assessors; documents related only to relative
effectiveness and concerning issues of regulatory competence were excluded. The selection of the
papers was carried out in two phases. A first screening was conducted in according to the title and
abstract, afterwards the full texts of the papers selected relevant to the guidance were identified.

Figure 1. Flow chart diagram of study selection

Research in medline:
Adverse drug reaction or (adverse event and drug therapy) or (adverse effect and drug therapy)
or comparative effectiveness or comparative effectiveness research or drug safety or
comparative safety.
Titles and abstracts identified and screened n = 4772

Not available and excluded
because clearly not relevant
for the scope of the guideline
n=4535

Full copies retrieved and
assessed for eligibility n= 237

Excluded because
- Discussing only relative effectiveness
- Not discussing methological issues concerning
relative safety of interest of HTA assessors
n= 211
Documents identified from
reference list and web
sites n=29

Publications meeting inclusion criteria
n=55
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The primary objective of EUnetHTA JA1 WP5 methodology guidelines is to focus on
methodological challenges that are encountered by HTA assessors while performing a rapid
relative effectiveness assessment of pharmaceuticals.
The guideline “Endpoints used in REA of pharmaceuticals: surrogate endpoints” has been
elaborated by experts from NOKC and HAS, reviewed and validated by all members of WP5 of the
EUnetHTA network; the whole process was coordinated by HAS. As such the guideline represents
a consolidated view of non-binding recommendations of EUnetHTA network members and in no
case an official opinion of the participating institutions or individuals.
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Summary and Recommendations
Summary
Surrogate endpoints act as substitutes for clinical endpoints and are expected to predict the effect
of therapy (benefit and/or harm). An improvement in surrogate endpoint may be or may not be
perceived by the patient. In many cases, surrogate endpoints do not themselves directly measure
a clinical benefit.
A biomarker can be used as a surrogate endpoint if it acts as a substitute for a clinical endpoint
that directly measures clinical benefit. When attempting to validate a biomarker as a surrogate
endpoint reliably predicting a final clinical endpoint, the evaluation process should consider the
following three steps: analytical validation based on extensive documentation, qualification and
utilization (IOM 2011).
For the purpose of REA, both biomarkers and intermediate endpoints will be considered if used as
surrogate endpoints to substitute for a clinical (final) endpoint.
The acceptability of an endpoint as a surrogate endpoint for a specific clinical endpoint is based on
its biological plausibility and empirical evidence. However, there is still a need to determine which
surrogate endpoints can reliably predict clinical benefit relevant for relative effectiveness
assessment (REA) purposes. Hence, more scientific and clinical knowledge is required for the
validation of surrogate endpoints in both drug development and relative effectiveness assessment.
In this review we have considered when it is appropriate to use surrogate endpoints and what
conditions they have to fulfil for the purpose of REA.
A literature search was performed in databases and websites for reviews, policy papers and
methodological guidelines describing when it is appropriate to use surrogate endpoints for relative
effectiveness assessment. In addition, experience from recent reimbursement decisions based on
surrogate endpoints was also summarised and taken into account while giving recommendations.
The use of surrogate endpoints in the assessment of (added) clinical benefit of a health technology
is controversial, since the validity of surrogate endpoints has rarely been rigorously fully
established; only few surrogate endpoints have been shown to be true measures of tangible
clinical benefit.
Final clinical endpoints are preferred both for first assessment and re-assessment in the
performance of REA of pharmaceuticals. However, for the initial (first) assessment, surrogate
endpoints might be accepted if the validity of the surrogate/final clinical endpoint relationship has
been previously clearly established for clinical endpoints of interest for REA. The availability of a
large safety database for a pharmaceutical that has shown effectiveness only on a surrogate
endpoint is particularly important.
For the re-assessment, in principle, effectiveness should be demonstrated whenever possible on
final clinical morbidity and mortality endpoints (e.g. stroke, myocardial infarction, fracture).
Comparative clinical data (or evidence that data will be provided in a reasonable timeframe) on
final/clinical endpoints coming from post-marketing clinical trials and/or other sources should be
provided before the re-assessment of a pharmaceutical.
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Recommendations
Recommendation 1
The REA of pharmaceuticals should be based whenever possible on final patient-relevant
clinical endpoints (e.g. morbidity, overall mortality).
Recommendation 2
In the absence of evidence on final patient-relevant clinical endpoint that directly measures
clinical benefit, both biomarkers and intermediate endpoints will be considered as surrogate
endpoints in REA if they can reliably substitute for a clinical endpoint and predict its clinical
benefit.
Recommendation 3
If surrogate endpoints are used for REA, they should be adequately validated: the
surrogate-final endpoint relationship must have been demonstrated based on biological
plausibility and empirical evidence. The level of evidence, the uncertainties associated and
the limits of their use should be explicitly explained. Complete validation data should always
be provided. For adequately validated surrogate endpoints, a second validation for REA
purposes will not be necessary.
Recommendation 4
Validation of a surrogate versus patient-relevant clinical endpoint is normally undertaken in
a specific population and for a specific drug intervention i.e. validation is disease-specific,
population-specific and pharmaceutical class (technology) specific. Demonstration of
surrogate validation both within and across drug classes should be thoroughly justified.
Recommendation 5
For the first assessment, even if final endpoints are preferred, surrogate endpoints might
be accepted if the validity of the surrogate/final clinical endpoint relationship has been
previously clearly established on clinical endpoints of interest for REA. The availability of a
sufficiently large safety database is particularly important. Evidence on safety outcomes
should always be reported.

Recommendation 6
For the re-assessment, effectiveness should in principle be demonstrated on morbidity
and mortality endpoints (e.g. stroke, myocardial infarction, fracture). Comparative clinical
data (or evidence that data will be provided in a reasonable timeframe) on relevant clinical
endpoints and safety coming from post-marketing clinical trials and other sources should be
provided whenever possible before the re-assessment of the pharmaceutical can be carried
out.
The absence of data on clinical endpoints relevant for REA might be acceptable when a
clinical endpoint is difficult or impossible to study (very rare or delayed) or target population
is too small to obtain meaningful results on relevant clinical endpoints even after very long
follow-up (very slowly progressive and/or rare diseases). However, these exceptions need
to be carefully argued and agreed in advance of an REA.
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Recommendation 7
Re-assessment requirements for further data regarding relevant clinical endpoints should
be clearly defined when a REA has been previously made based on surrogate endpoints
for the first assessment.

Recommendation 8
Further methodological research on the use of surrogate outcomes is needed to inform
future REA approaches for the handling of surrogates.
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1. Introduction
1.1. Definitions and general information
1.1.1. Definitions
Surrogate endpoint

A clinical endpoint is a “direct measure of how a patient feels, functions or survives” (Biomarkers
Definitions Working Group 2001).
A surrogate endpoint is an endpoint that is intended to replace a clinical endpoint of interest that
cannot be observed in a trial - it is a variable that provides an indirect measurement of effect in
situations where direct measurement of clinical effect is not feasible or practical. (ICH Guideline
E9, Statistical Principles for Clinical Trials, 1998).
A surrogate endpoint may be a biomarker that is intended to substitute for a clinical endpoint. A
surrogate endpoint may also be a clinical endpoint that is used to replace the endpoint of interest,
such as an intermediate clinical endpoint.
A surrogate endpoint is expected to predict clinical benefit (or harm or lack of benefit or harm)
based on epidemiologic, therapeutic, pathophysiologic, or other scientific evidence. (Biomarkers
Definitions working group 2001). In many cases, however, an effect on a surrogate endpoint will
not per se be of any benefit to the patient (biomarkers are typical examples).

Biomarker
A biomarker can be defined as a characteristic that is objectively (reliably and accurately)
measured and evaluated as an indicator of normal biological processes, pathogenic processes, or
pharmacologic responses to an intervention (Biomarkers Definitions Working group 2001).
Example: cholesterol level, HbA1c.
The biomarker must lie on the pathophysiologic causal pathway of the disease; it must be
correlated with a clinical endpoint to be useful in detecting disease and assessing prognosis, and
validated through a validation or qualification process (Fleming et al. 1996).
A surrogate endpoint represents a special use of a biomarker, in which the biomarker substitutes
for a clinical endpoint.

Intermediate endpoint
An intermediate endpoint is a clinical endpoint such as measure of a function or of a symptom
(disease-free survival, angina frequency, exercise tolerance) but is not the ultimate endpoint of the
disease, such as survival or the rate of irreversible morbid events (stroke, myocardial infarction)
(Temple et al. 1999).
Improvement in an intermediate endpoint due to treatment is well perceived and can be of value to
the patient even if it does not lead to the improvement of morbidity or mortality.
For the purpose of REA, both biomarkers and intermediate endpoints will be considered, if
used, as surrogate endpoints to substitute for a clinically meaningful (final) endpoint.
EUnetHTA – European network for Health Technology Assessment
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1.1.2. General information
The possible use of surrogate endpoints includes different situations.
For drug registration purposes, a biomarker that can accurately predict and quantify clinical benefit
or harm, can be used as a surrogate for clinical outcome. Before a biomarker can be accepted as a
surrogate endpoint, there is a need to have confidence that changes in the biomarker reliably
predict changes in the desired clinical endpoints (EMA 2007). In addition, during drug
development, there is a possibility to use surrogate endpoints in order to assess biological activity
of a new medicine in phase II trials and to make a go – no go decision for a phase III trial and/or to
select an adequate subpopulation in drug development.
In the context of drug approval, surrogate endpoints are used if clinical events are rare/delayed
(very slowly progressive diseases, very long follow-up needed for their assessment, and rare
diseases) and/or life-threatening diseases with no therapeutic alternative.
In the context of REA, surrogate endpoints are often assessed to demonstrate relative
effectiveness of pharmaceuticals both at first assessment and at re-assessment, as they can be
relatively quickly and easily measured and with high precision. They are often used to replace a
distal endpoint with a more proximal one that can be measured earlier (in situations where
assessment of final clinical endpoint requires long follow-up) (Cochrane handbook)) in order to
spare time and money and allow for rapid decision making.
The use of surrogate endpoints in the assessment of the benefit of a health technology is
controversial, since the validity of surrogate endpoints has rarely been rigorously established in this
context; only few surrogate endpoints have been shown to be true measures of tangible clinical
benefit (Fleming et al. 2005) of interest for REA.

1.2. Context
1.2.1. Problem statement
Are results on surrogate endpoints acceptable for relative effectiveness assessment (REA)? Which
type of surrogate endpoints are used in a REA? What do they have to fulfill? When is it justified to
use them?

1.2.2. Discussion (on the problem statement)
Surrogate endpoints are often used in clinical trials for drug development (EMA 2007). They are
also frequently assessed for REA of pharmaceuticals. However, there is still a need to decide
which surrogate endpoints can reliably predict clinical endpoints and therefore be acceptable for
the purpose of REA. In addition, more fundamental scientific and clinical knowledge is needed for
the qualification of biomarkers as surrogate endpoints as well as for acceptability of surrogate
endpoints for REA in order to support decisions.

1.3. Scope/Objective(s) of the guideline
This guideline is intended to provide guidance on when and how surrogate endpoints can be used
for REA of pharmaceuticals.
The guideline is not intended to give a comprehensive list of validated surrogate endpoints and
how well they predict final clinical endpoints.
EUnetHTA – European network for Health Technology Assessment
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In addition, the following is out of scope of this guideline:
- The description of the process of validation of biomarkers: currently, there is no systematic,
transparent and widely agreed-upon process of biomarker validation; a list of validated biomarkers
does not exist. Therefore, only principles of validation will be mentioned to help HTA assessors.
However, the guideline fully covers the situation when a biomarker is used as a surrogate
endpoint.
- The use of surrogate endpoints for diagnostic or screening purposes: the guideline concentrates
on the use of surrogate endpoints to replace final clinical endpoints when performing REA of
pharmaceuticals
- A detailed review of statistical methods of the validation of surrogate endpoints: principles of
statistical reasoning as well as relevant literature sources will be mentioned.

1.4. Relevant EunetHTA documents
This guideline should be read in conjunction with the following documents:
EUnetHTA guideline on Endpoints used in REA of pharmaceuticals: Clinical Endpoints

2. Summary of the analysed literature
Validation and use of surrogate endpoints for efficacy/effectiveness
assessment
Validation of surrogate endpoints
A surrogate endpoint may be considered validated if it is sensible, measurable, interpretable and
highly accurate in predicting the clinically relevant endpoint. A surrogate endpoint is correlated to
the final clinical endpoint if it fully captures the net effect of intervention on all mechanisms that
influence the clinical outcome and reflect the totality of the effect. In addition, the intervention on
the surrogate endpoint must predict the effect on the clinical endpoint (Fleming 1996).
When attempting to validate a biomarker as a surrogate endpoint reliably predicting a final clinical
endpoint, the evaluation process may be generally based on the following three steps (IOM 2011):
- Analytical validation: is the biomarker able to be accurately (accuracy: reliability,
reproducibility, sensitivity and specificity) measured?
- Qualification: is the biomarker invariably associated with the clinical endpoint of interest?
Does the intervention of interest affect both biomarker and the clinical endpoint in the same
way?
- Utilization: what is the context of the proposed use of a biomarker? (a substitute for the
effect of one pharmaceutical class? Of different pharmaceutical classes given for the same
indication? For a disease state?)
The acceptability of a surrogate endpoint in supporting effectiveness of a pharmaceutical is mostly
based on its:
-

biological plausibility: evidence that the surrogate endpoint is on the causal pathway to
the clinical outcome (preferably close to the outcome), credible animal models, well
understood pathogenesis of a disease, and well understood mode of action of the proposed
drug
EUnetHTA – European network for Health Technology Assessment
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and
-

empirical evidence:
o

results from randomised clinical trials: comparative treatment effect of the
proposed drug versus best therapeutic alternative on a surrogate that has
satisfactorily predicted a true clinical outcome. High correlation of effects on
surrogate and on clinical endpoint of interest must be demonstrated (so that an
association of the form “the larger the effect on the surrogate, the larger the effect
on clinical endpoint” can be reasoned). Generalization to other drugs, even of the
same pharmacologic class, and also generalization regarding other indications or
areas of indications has to be checked carefully.

o

observational evidence relating to the association between the surrogate and
clinical outcome of interest independently of treatment effects.

The acceptability of a surrogate endpoint has also been based on other risk-benefit and/or
public health considerations such as a serious life-threatening disease with no alternative therapy,
large safety database available, difficult to study clinical endpoint (very rare or delayed).
Establishing that a surrogate lies on a causal pathway and is correlated with a clinical outcome is
important but not sufficient to validate a surrogate. In addition, it should be demonstrated that
modification of a surrogate without and with therapeutic intervention reliably modifies the clinical
outcome (Aussagekraft von Surrogatendpunkten in der Onkologie, IQWIG 2011).
The evidence for the validation of the surrogate-final outcome relationship has been presented by
taking into account the level of evidence:
-

-

level 1: evidence demonstrating that treatment effects on the surrogate endpoint
correspond to effects on the patient-related clinical outcome (from clinical trials); comprises
a meta-analysis of several RCT and establishment of correlation between effects on the
surrogate and clinical endpoint
level 2: evidence demonstrating a consistent association between surrogate endpoint and
final patient-related endpoint (from epidemiological/observational studies); and
level 3: only evidence of biological plausibility of relationship between surrogate endpoint
and final patient-related endpoint (from pathophysiological studies and/or understanding of
the disease process).

Additionally, a hierarchy for endpoints, depending on the levels of evidence available, has also
been proposed for drug registration purposes (Fleming 2005):
- true clinical efficacy endpoints as level 1;
- validated surrogate endpoints as level 2;
- non validated surrogate endpoints that are “reasonably likely to predict clinical benefit” as level 3;
- correlates that are solely a measure of biological activity as level 4
The validation of surrogates appears to be:
-

disease-specific (stage of disease-specific): validation is performed within an indication;
validity of a surrogate should be demonstrated for different stages of a disease

-

population-specific: validity if a surrogate should be justified for different patient
populations (age, gender, co-morbidities) with a disease.

-

pharmaceutical class (technology) specific: a surrogate (e.g. LDL-C) has to be validated
for each pharmaceutical class of drugs separately (LDL-C validated for statins but not for
fibrates).

EUnetHTA – European network for Health Technology Assessment

11

A surrogate may then be validated for several pharmaceutical classes within an indication; an
attempt to extrapolate the validity of a surrogate to other pharmaceutical classes within an
indication is always difficult and has to be thoroughly justified.
Here are some examples of surrogate endpoints that have been used for assessment both in the
context of drug approval and REA purposes, such as: HbA1c as a measure of glycaemic control;
glycaemic control as a surrogate for the avoidance of long-term complications in patients with
diabetes; a decrease in serum cholesterol levels (LDL-C) induced by HMG-CoA reductase
inhibitors as a surrogate for a decrease of cardiovascular morbidity and mortality.
In addition to efficacy/effectiveness assessment based on surrogate endpoints, it is important to
take the safety measures into account while assessing a pharmaceutical both for marketing
authorisation and for REA. Even if a surrogacy has been demonstrated on a specific efficacy
endpoint, unexpected side effects of a pharmaceutical may lead to an increased mortality or any
other unfavourable outcome. Therefore, such an increase of rate of side effects is important to be
assessed both pre- and post-marketing, in large randomised trials and through prospective postmarketing surveillance data.
Overviews of statistical methods for the validation of surrogates have been given (see Bibliography
– Statistical methods). The majority of the procedures, even those that have been applied to real
data examples, rely on meta-analyses of several RCTs and estimate the correlation of the effects
on the surrogate and the effects on the clinical endpoint. There is no clear consensus of which
correlation values are sufficient to assume adequate surrogacy, but values of between about 0,85
and 0,95 are often discussed. If there is no high correlation demonstrated, conclusions might still
be made if the surrogate threshold effect (STE) is considered (Burzykowski et al., 2005). Also
based on an analysis of several RCTs, the STE defines the minimum absolute value of the effect
on the surrogate which has to be observed in a new trial to deduce an effect on the clinical
endpoint. Accordingly, the STE can be computed for a certain level of change in a biomarker that
will translate into clinical benefit. In both cases, certainty of the conclusions depends on prespecified levels of significance.
A detailed systematic review of statistical methods for the validation of surrogates is out of scope of
this guideline.
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3. Discussion and conclusion
The objective of this guideline is to give methodological guidance on the use and acceptability of
surrogate endpoints in a REA of pharmaceuticals. Whether a surrogate endpoint is acceptable for
REA is a matter of scientific judgement; there is no recommendation that can be universally
accepted.
The aim of the considerations given here is to indicate the amount of information necessary to
minimise uncertainty while judging the acceptability of a surrogate for the purpose of REA; it also
tries to explain the underlying rationale. When a relationship between the surrogate and final
clinical endpoint has been established, the surrogate can be used to predict the expected benefit
on the final clinical endpoint relevant for REA. However, it is important when doing this to
incorporate all sources of uncertainty into this prediction, including uncertainty around the
relationship.

The literature analysis indicates a cautious approach of HTA institutions to the use of surrogate
endpoints in health technology assessment. Whenever possible, the REA of health technologies
should rely on clinical endpoints; if surrogate endpoints are to be used, their acceptability for the
purpose of REA and their results should be interpreted with caution (Velasco Garrido et al., 2009).
Different actors (physicians and policymakers) involved in health system decision-making have to
deal with the issue of what is a valid parameter to assess health benefit. This should be dealt with
carefully while assessing relative effectiveness of pharmaceuticals.
For REA of pharmaceuticals, surrogate endpoints expected to predict the effect of therapy on
relevant clinical endpoints have been assessed in many cases. However, there may be differences
in the endpoints considered relevant by HTA institutions/reimbursement organisations and
regulatory authorities. In addition, there may be differences in HTA requirements between the first
assessment of a pharmaceutical rapidly after marketing authorisation has been granted and the
re-assessment of a pharmaceutical or the entire pharmaceutical class within an indication.
Final clinical endpoints are preferred both for first assessment and re-assessment in the
performance of REA of pharmaceuticals. However, in the context of first assessment, shortly after
Marketing Authorization (MA) has been granted (this is sometimes done in parallel), even if final
clinical endpoints are preferred, surrogate endpoints might be accepted for assessment if the
validity of the surrogate/final REA-relevant clinical endpoint relationship has been previously clearly
established and data on all validation steps provided. In addition, for a pharmaceutical that has
shown effectiveness only on a surrogate endpoint, the availability of a large safety database is
especially important.
Reimbursement decisions are necessarily based on several factors (endpoints other than
surrogates, harms and related uncertainties), and may vary from one institution to another, from
one pharmaceutical to another and for different levels of proof provided (e.g. reimbursement
decisions may differ for a statin that has shown effectiveness on final clinical endpoints and a statin
that has shown effectiveness on LDL-C only). Relevant clinical endpoints (e.g. mortality, morbidity
events such as stroke, myocardial infarction, heart failure) are influenced by several pathophysiological mechanisms (the effect on the surrogate being only one of them). Therefore, for the
re-assessment, effectiveness should be demonstrated whenever possible on final clinically
relevant morbidity and mortality endpoints (e.g. stroke, myocardial infarction, fracture). Companies
are recommended to provide comparative clinical data on final/clinically relevant endpoints coming
from post-marketing clinical trials and observational data sources before the re-assessment of their
pharmaceutical. It is important to have evidence that these post-marketing commitments will be
fulfilled within a reasonable time-frame. The absence of such evidence might directly influence
(level of) reimbursement decisions.
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There might be situations where REA based on surrogate endpoints could be acceptable in case of
very slowly progressive and rare diseases even at re-assessment, such as when the clinical event
happens after a very long time or when the clinical event intended to be avoided is very rare and
difficult to obtain in the context of clinical trials. The same is true when a target population is too
small to obtain meaningful results on relevant clinical endpoints even after a long period of time
(e.g. mortality in milder stages of pulmonary arterial hypertension). In such situations, surrogate
endpoints could be acceptable if they reliably predict rare and late clinical events.
In the field of oncology and haematology, especially when there is a high unmet need, and/or no
available therapeutic alternative, the use of intermediate endpoints such as progression-free
survival (PFS) appears acceptable for accelerated/conditional MA approval. In the REA setting,
the acceptability of intermediate endpoints for these drugs still vary in different EU countries, and
are done on the case by case basis. In oncology, PFS is an intermediate endpoint that is relevant
on its own right. However, data only on PFS without data on OS or at least on HRQoL or other
patient-relevant endpoints is considered insufficient for REA. In addition, the point of time at which
the REA is done is important; decisions may vary depending on the maturity of data on final
endpoints, for example, if assessment is done when there is no or insufficient information on
clinically relevant endpoint as compared to situations where there is data on both surrogate and
final endpoint. The acceptability of progression free survival has not the same impact in adjuvant
or metastatic disease. In the adjuvant setting, PFS appears acceptable; in the metastatic setting,
PFS alone is insufficient; it might be considered if coupled with quality of life assessment and
survival data, the maturity of which will be considered on the case by case basis.
The reasons for differences in assessments may be related to country-specific factors (such as
local context and values), but also to different interpretation of data coming from the same primary
studies (Kristensen 2010). The recent assessments of two human papilloma virus (HPV) vaccines
from six agencies in Europe point out several differences in conclusions that may have been
related to different interpretations of different surrogate measures (proportion of vaccine HPV
types-associated pre-cancerous states as a surrogate for cancers avoided, etc). For this reason, a
surrogate which is a close and necessary step in the development of clinical outcome should be
preferred to earlier endpoints (such as CIN3 for the development of cervical cancer as compared to
CIN1).
How reliable is a surrogate endpoint for final patient benefit and/or absence of harm assessment?
Recently we have learned a lot from the withdrawal of rosiglitazone. When measuring HbA1c
lowering effect (as a surrogate for glycaemic control), rosiglitazone appears to perform as well as
the other oral antidiabetics, however when measuring relevant clinical outcomes, rosiglitazone
performs worse than other drugs from the same pharmaceutical class; therefore, caution has been
recommended while assuming class effect as well as the necessity to assess safety of a new
pharmaceutical as thoroughly as possible (IOM 2011).
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Annexe 2. Methods and results of literature search
A literature review has been conducted with the aim of locating studies that provide
recommendations of when surrogate endpoints can be used and accepted for REA purposes.

Keywords for search
Keywords that were used for the bibliographic research:
 Biological marker
 Tumor marker
 Relative efficacy assessment
 Technology assessment, biological
 Evidence-based medicine
 Medical technology
 Treatment outcome
 Surrogate outcome
 Surrogate endpoint
 Surrogate marker
 Intermediary outcome

Sources of information
Data-bases
MEDLINE via OVID
Embase
Cochrane Database of Systematic Reviews
NHS Evidence
DARE

Websites
EMA
FDA
CCBAR
AHRQ
OSHU
NICE
CADTH
IQWIG
PBAC

Other
Google Scholar
The Cochrane Library
The Cochrane Methodology Register
Hand searches of references cited in relevant documents
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Bibliographic search strategy
Where time limits could be specified the databases were searched for the period 01/01/1995 to
05/10/2010. The database searches were restricted to human subjects.
Database searches used the following search strategy:
[(biological marker OR surrogate marker OR surrogate endpoint OR surrogate outcome) AND
(technology assessment, biological OR evidence-based medicine OR medical technology OR
relative effectiveness assessment) AND (treatment outcome)]

Selection criteria
Publications were assessed on the basis of whether they discussed the use of surrogate markers
or surrogate endpoints for the assessment of relative efficacy or relative effectiveness of health
technologies. Review articles and methodological guidance documents assessing when it is
appropriate to use surrogate markers and surrogate endpoints in health technology assessment or
for relative effectiveness assessments were included in this review.
Documents that only applied surrogate endpoints for specific illnesses or conditions were
excluded.
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Annexe 3. Analysis and synthesis of the literature
Results of literature search

Summary of literature findings
Reference

Type of
study

Aim of the study

Results and conclusions

Articles assessing the use of surrogate endpoints in REA, HTA, coverage decisions and
treatment decisions
RS Taylor and J
Elston. The use of
surrogate outcomes
in model-based cost
effectiveness
analyses: a survey of
UK Health
Technology
Assessment reports.
Health Technology
Assessment 2009;
Vol. 13: No. 8.

Bucher HC. Studien
mit
Surrogatendpunkten:
Nutzen und grenzen
in der klinishen
Entscheidungsfindun
g. Internist 2008;
49(6): 681-7.

Systematic
Review

The study aimed to
explore the use of
surrogate outcomes in
cost-effectiveness models
within UK HTA
Programme reports and
provide a basis for
guidance for their future
use, validation and
reporting.

Systematic review of 35 HTA
reports included.
4 reports included modelling
with surrogate endpoints.
Recommendation 1: Ideally
use final patient-related
outcomes (i.e. mortality,
important clinical events and
HRQoL)
Recommendation 2: Validation
of the surrogate/final outcome
relationship is needed.

Review
paper

Ideally clinicians should
base their treatment
decisions on results from
randomised controlled
trials which include
patient-important
outcomes, such as quality
of life, prevented disease
events or death. However,
in many countries drugs
are approved based on
data from surrogate
endpoint trials. Recently, a
controversy evolved on
the reliability of results
generated from these trials
driven by unanticipated

Recommendation 3: When
using surrogate endpoints in
cost-effectiveness modelling
make it transparent, explore
uncertainty and give advice on
future research needed on the
surrogate/final endpoint
relationship.
Recent examples and different
criteria on how clinicians can
critically evaluate the validity
of claims by experts or the
pharmaceutical industry in
regard to the expected
patients' benefit from drugs
approved by results from
surrogate endpoint trials are
presented.
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Helfand M, Balshem
H. AHRQ Series
Paper 2: Principles
for developing
guidance: AHRQ and
the Effective Health
Care Program. J Clin
Epidemiol 2010; 63,
484-490.
Allgemeine Methoden
Entwurf für Version
3.0 vom 15.11.2007 :
Institut für Qualität
und Wirtschaftlichkeit
im
Gesundheitswesen
(IQWiG)

Mangiapane S &
Velasco Garrido
M,Use of surrogate
endpoints in HTA.
GMS health
technology
assessment 2009,
Vol. 5.

Guidance
document
from AHRQ

Methodologi
cal guidline
for HTA or
coverage
decisions

Systematic
Review

side effects or severe
toxicity leading to the
withdrawal of drugs that
were solely approved
based on evidence from
surrogate endpoint trials.
Need for an analytic
framework that makes it
clear what surrogate
outcomes may represent
the final health outcomes
and what bodies of
evidence that link the
surrogate outcomes to
health outcomes.
There has to be a
plausible, strong,
consistent and in the same
direction change both in
the surrogate endpoint
and in the clinical endpoint
before surrogate
endpoints can be
accepted for coverage
decisions.
The study aimed to
answer the following
questions:
Which criteria need to be
fulfilled for a surrogate
parameter to be
considered a valid
endpoint?
Which methods have been
described in the
literature for the
assessment of the validity
of surrogate endpoints?
Which methodological
recommendations
concerning the use of
surrogate endpoints have
been made by
international HTA
agencies?
Which placehas been
given to surrogate
endpoints in international
and German HTA
reports?

Need for a strong link between
surrogate outcome and final
health outcome

Validation of the
surrogate/final outcome
relationship is needed.

The analysis of
methodological guidelines
shows a very cautious position
of HTA institutions regarding
the use of surrogate endpoints
in technology
assessment. Surrogate
endpoints have not been
prominently used
in HTA reports. None of the
analysed reports based its
conclusions solely
on the results of surrogate
endpoints. The analysis of
German HTA reports
show a similar pattern.
The validation of a surrogate
endpoint requires extensive
research, including
randomized controlled trials
(RCT) assessing clinical
relevant
endpoints. The validity of a
surrogate parameter is rather
technology specific
than disease-specific. Thus –
even in the case of apparently
similar technologies – it is
necessary to validate the
surrogate for every
single technology (i. e. for
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every single active agent).

Velasco Garrido M &
Mangiapane S,
Surrogate outcomes
in health technology
assessment: An
international
comparison. IJTAHC,
25:3 (2009), 315-22.

Systematic
Review

The study aimed to review
the recommendations
given by health technology
assessment (HTA)
institutions in their
methodological guidelines
concerning the use of
surrogate outcomes in
their assessments.
In a second step, the
study aimed at quantifying
the
role surrogate parameters
take in assessment
reports.

Report on the
Surrogate to Final
Outcome Working
Group to the
Pharmaceutical
Benefits Advisory
Committee

Guidance
document

The Working Group’s aim
was to develop a
Framework for assessing
the uncertainties
associated with using an
observed comparative
treatment effect based on
a surrogate to predict
quantitatively as well as
qualitatively a comparative
treatment effect on a more
patient-relevant outcome,
particularly for
incorporation into an
economic evaluation.

The use of surrogate
endpoints in the assessment
of the benefit of health
technologies is still to be seen
very critically.
The authors identified thirtyfour methodological
guidelines, twenty of them
addressing the issue of
outcome parameter choice
and the problematic of
surrogate outcomes.
Overall HTA agencies call on
caution regarding the reliance
on surrogate outcomes. None
of the agencies has provided a
list or catalog of acceptable
and validated surrogate
outcomes.
Surrogate endpoints were
used in 62 percent of the
reports. However, only 3.6
percent were
based upon surrogate
outcomes exclusively. All of
them assessed diagnostic or
screening
technologies and the
surrogate outcomes were
predominantly test
characteristics.
The core of the Framework
defines the information
needed to consider the
specific issues involved in
assessing a proposed
surrogate measure and its use
to predict the effectiveness of
a new medicine on its target
clinical outcome particularly for
incorporation into an economic
evaluation.

Articles assessing the use of surrogate endpoints for marketing authorisation
Surrogate endpoints may be
NOTE FOR GUIDANCE Guidanc Guidance on response
variables/endpoints in
used as primary endpoints
e
ON GENERAL
when appropriate (when the
documen clinical trials from EMA
CONSIDERATIONS
surrogate is reasonably likely
FOR CLINICAL TRIALS t
or well known to predict
(CPMP/ICH/291/95)
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Report on the
EMEA/CHMP
Biomarkers Workshop.
Doc Ref:
EMEA/522496/2006

Worksho
report

A workshop was held
between EFPIA and
CHMP/EMA

Final report from the
EMEA/CHMP-think-tank
group on innovative drug
development.
EMEA/127318/2007

Meeting
report

Fleming TR. Surrogate
endpoints and FDAs
accelerated approval
process. Health Affairs,
24, no.1, 2005:67-78.

Discussi
on paper

The question on how to
qualify biomarkers and
surrogate endpoints was
one of the most important
scientific topics in the
meeting
This paper considers
issues related to validating
surrogate endpoints—that
is, identifying when effects
on biological markers
would accurately predict
when treatment
truly provides tangible
benefit to patients. It
proposes an endpoint
hierarchy characterizing
the relative reliability of
outcome measures when
used to evaluate clinical
benefit.
Finally, it considers the
controversial issues in the
implementation of the
Food and Drug
Administration’s (FDA’s)
accelerated-approval
process, where treatments
only known to be
biologically active can be
marketed to the public
while scientific trials are
under way to determine
whether these agents
truly are more effective
than toxic.

clinical outcome).
More fundamental scientific
and clinical knowledge is
required for the qualification of
biomarkers as surrogate
endpoints.
Before a biomarker can be
accepted as a surrogate
endpoint, there is a need to
have confidence that changes
in the marker reliably predict
the desired clinical endpoint.
The paper suggests an
endpoint hierarchy for
outcome measures:
Level 1: a true clinical-efficacy
measure;
Level 2: a validated surrogate
endpoint (for a specific
disease setting and class of
interventions);
Level 3: a nonvalidated
surrogate endpoint, yet one
established to be reasonably
likely to predict clinical benefit
(for a specific disease setting
and class of interventions);
Level 4: a correlate that is a
measure of biological activity
but that has not been
established to be at a higher
level
The paper suggest to use only
outcome measures that are
level 1 or level 2 endpoints in
phase 3 clinical trials.
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Thomas R. Fleming,
PhD, and David L.
DeMets, PhD. Surrogate
End Points in Clinical
Trials: Are We Being
Misled?
Ann Intern Med.
1996;125:605-613.

Review
article

An article aimed at
discussing the use of
surrogate endpoints in
clinical trials.

Surrogate endpoints can be
useful in phase 2 screening
trials for identifying whether a
new intervention is biologically
active and for guiding
decisions about whether the
intervention is promising
enough to justify a large
definitive trial with clinically
meaningful outcomes. In
definitive phase 3 trials, except
for rare circumstances in
which the validity of the
surrogate endpoint has
already been rigorously
established, the primary
endpoint should be the true
clinical outcome.

IOM (Institute of
Medicine). 2011.
Perspectives on
biomarker and
surrogate endpoint
evaluation: Discussion
forum summary.
Washington, DC: The
National
Academies Press.

Policy
paper

The aim of this discussion
paper is to describe the
framework for effective
biomarker evaluation for
use in marketing
authorisation processes.

The biomarker evaluation
process should consist of the
following three steps:
1a. Analytical validation:
analyses of available evidence
on the analytical performance
of an assay;
1b. Qualification: assessment
of available evidence on
associations between the
biomarker and disease states,
including data showing
effects of interventions on both
the biomarker and clinical
outcomes; and
1c. Utilization: contextual
analysis based on the specific
use proposed and the
applicability of available
evidence to this use.
This includes a determination
of whether the analytical
validation and qualification
conducted provide sufficient
support for the use proposed.
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The primary objective of EUnetHTA JA1 WP5 methodology guidelines is to
focus on methodological challenges that are encountered by HTA assessors
while performing a rapid relative effectiveness assessment of pharmaceuticals.

This guideline “Endpoints used for REA of pharmaceuticals – Clinical
endpoints” has been elaborated by experts from HIQA, reviewed and validated
by HAS and all members of WP5 of the EUnetHTA network. The whole process
was coordinated by HAS. As such the guideline represents a consolidated view
of non-binding recommendations of EUnetHTA network members and in no
case an official opinion of the participating institutions or individuals.

The EUnetHTA draft guideline on clinical endpoints is a work in progress, the
aim of which is to reach the consensus on clinical endpoints and their
assessment that is common to all or most of the European reimbursement
authorities in charge of assessing new drugs. As such, it may be amended in
future to better represent common thinking in this respect.
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Acronyms – Abbreviations
REA – relative effectiveness assessment
HRQoL – Health-Related Quality of Life
HIV - human immunodeficiency virus
HbA1C – haemoglobin A1C also known as glycated haemoglobin, glycohaemoglobin,
PRO – patient reported outcomes
EEG - electroencephalograph
FEV1 – forced expiratory volume in one second
PFS – progression-free survival
OS – overall survival
EPACs - Endpoint adjudication committees
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Summary and Recommendations
Summary
This guideline provides a set of recommendations for the selection and assessment of clinical
endpoints when completing a Relative Effectiveness Assessment (REA) of pharmaceuticals.
Clinical endpoints are regarded as a means to measure the impact of a treatment on how a
patient feels, functions and survives. That impact is usually in the form of improved health
status (e.g. survival, cure, remission), but it may also be worsened health status (e.g. adverse
reactions, hospitalisations, death). Clinical endpoints can be broadly categorised into three
domains: mortality, morbidity and Health Related Quality of Life (HRQoL) measures. The
endpoints reported for an assessment should be clearly relevant to the disease, condition or
process of interest. Clinical endpoints should be: a main symptom or sign of a disease; a valid
measure of clinical benefit due to treatment; clinically relevant; sensitive (responsive to
change); and recognised/used by physicians. Clinical endpoints should be reproducible and
valid. A reproducible endpoint facilitates comparisons across studies and jurisdictions. A valid
endpoint measures what was intended to be measured. Validity may be hampered by
selection bias, information bias and residual confounding. Endpoints should be shown to be fit
for purpose in the context that they are being used. Issues regarding the precision of study
results may be reflected in the statistical significance of the treatment effect. A clinically
relevant effect meets some standard or consensus about the magnitude and quality of the
study result that is considered meaningful by independent clinicians and/or patients. The clear
definition, reproducibility, validity, and the statistical and clinical relevance of an endpoint
should all be made evident.
In any REA a hierarchy of endpoints should be established (e.g. primary endpoints,
secondary endpoints) even if all endpoints will be simultaneously assessed. The choice of
clinical (primary) endpoint will depend upon the target population, main characteristics of the
disease of interest (non life-threatening versus life-threatening) and the aim of treatment. For
a life-threatening disease, a mortality or survival endpoint is generally preferred as the
primary endpoint, whereas morbidity and/or HRQoL may be preferred as secondary
endpoints. In non life-threatening diseases, morbidity and HRQoL endpoints will be preferred
for the primary endpoints. The clinical endpoints used should be measurable for all or most
patients within a reasonable time frame.
Clinical endpoints may be reported by a patient (Patient-Reported Outcomes, PRO), clinician,
caregiver or an observer (e.g. paediatrics). Changes in HRQoL may be linked to factors other
than the treatment effect and as such they can be susceptible to bias, unless the HRQoL
instrument used has been specifically developed to capture the direct impact of a given
pathology or its treatment.
Clinical endpoints can be intermediate or final (see Section VI and EUhetHTA guideline on
Surrogate endpoints). Validated intermediate endpoints may be used when it is not feasible to
measure long term or final endpoints. Caution must be exercised in extrapolating from
intermediate to final outcomes. Final endpoints are often defined by survival and, whenever
possible, should be used in preference to intermediate outcomes. If final outcomes are
unavailable, intermediate outcomes may be acceptable where there is compelling evidence of
a clear and consistent correlation with the final outcome of interest. Composite endpoints
combine multiple single endpoints into one endpoint showing the overall treatment effect (see
EUnetHTA guideline on Composite endpoints). Caution must be exercised when interpreting
the composite endpoints as all of the component endpoints should meet the criteria of validity,
reproducibility and clinical relevance.
Outcome data may be continuous, binary, ordinal, categorical or count. Where an outcome in
continuous form is converted to a categorical or binary outcome, care must be taken to use
either unbiased cut-points or widely accepted cut-points that were chosen a priori.
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Outcomes can be summarised and presented in absolute or relative terms. Absolute
measures are useful to clinicians as they provide a quantification of treatment effect that is
meaningful for treatment evaluation and prognosis. However, due to the dependence of
absolute measures on baseline risk, relative measures are more generalisable across
studies. The manner in which clinical outcomes are presented leaves significant scope for
misleading conclusions to be supported. Every attempt should be made to provide both
absolute and relative measures in tandem. Data from survival analysis are common and
should ideally contain overall survival. Censoring is an issue as is failure to follow-up patients
after the first non-fatal event.

Recommendations
1. All clinical endpoints should be comprehensively defined and justified in the study
protocol(s) and report. They should be clinically relevant to the disease being treated.
2. Endpoint estimates should be presented to show both statistical significance and
clinical relevance.
3. Where appropriate, endpoints should be expressed in natural units (e.g. postoperative infections prevented).
4. The implications of the observed treatment effect on clinical endpoint should be easy
to interpret.
5. Clinical endpoints should be sensitive to treatment differences.
6. Measurement of clinical endpoints:
a. Clinical endpoints should be measurable within a reasonable period of time
for all or a high proportion of patients.
b. Both relative and absolute measures should be presented. Responder
analysis may be presented when appropriate.
c.

A clinical endpoint should be measured with minimal measurement or
assessment error.

7. Where a continuous or ordinal endpoint is converted to dichotomous, there should be
a clear justification for the choice of cut-point.
8. Clinical endpoint estimates should come from unbiased studies, especially with
respect to detection bias (e.g. appropriate blinding).
9. An endpoint should be independent of jurisdiction or region to maximise
comparability.
10. The analysis of endpoint data should explicitly state the handling of missing data.
11. Clinical endpoints should be long-term or final endpoints where possible, although
short-term endpoints are acceptable for acute conditions with no long-term
consequences. All-cause mortality should be used where relevant as it is the most
unbiased endpoint. Overall survival is the preferred clinical endpoint in a survival
analysis.
12. Any extrapolation from intermediate to final endpoints should be underpinned by a
clear biological or medical rational or a strong or validated link.
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13. Multiple endpoints can be presented, including adverse event endpoints. It might be
helpful to determine a hierarchy of endpoints.
14. Appropriate adjustment should be considered for multiple hypothesis testing.
15. Composite endpoints should be presented in disaggregated form, be based on
endpoints of clinical importance for REA and ideally show a homogenous response
across all components.
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1. Introduction
1.1. Definitions and general information
A clinical endpoint is an aspect of a patient’s clinical or health status that is measured to
assess the benefit or harm of a treatment. A clinical endpoint describes a valid measure of
clinical benefit due to treatment: the impact of treatment on how a patient feels, functions and
survives.(1) It is clinically relevant, sensitive (responsive to change) and is both accepted and
used by physicians and patients. Clinical endpoints may be a clinical event (e.g. mortality,) a
composite of several events, a measure of clinical status, or health related quality of life
(HRQoL). In the literature, the terms 'endpoint' and 'outcome’ are generally used
interchangeably. In this document the term ‘endpoint’ will be used. In addition, it is proposed
to use the term “clinical endpoint” instead of the term “patient-relevant endpoint” (defined in
most cases as mortality, morbidity and/or HRQoL).
Patient reported outcome (PRO): the term PRO covers a whole range of measurement
types, encompassing simple symptom measures (such as pain measured by Likert scale),
more complex measures (such as activities of daily living or function), multidimensional
measures (such as health-related quality of life) and satisfaction with treatment.
A surrogate endpoint is an endpoint that is intended to replace clinical endpoint of interest
that cannot be observed in a trial - it is a variable that provides an indirect measurement of an
effect in situations where direct measurement of clinical effect is not feasible in a reasonable
timeframe. A surrogate endpoint is expected to predict the effect of therapy (either benefit or
harm) based on epidemiologic, therapeutic, pathophysiologic, or other scientific evidence. In
many cases, an effect on a surrogate endpoint will not per se be of any benefit to the patient
(biomarkers are typical examples). A surrogate endpoint may be a biomarker that is intended
to substitute for a clinical endpoint. A surrogate endpoint may also be a clinical endpoint that
is used to replace the endpoint of interest, such as an intermediate clinical endpoint.
A composite endpoint combines two or more of single events (e.g. mortality, non-fatal
myocardial infarction, stroke, hospitalisation and revascularisation procedures) in one
endpoint showing the overall and clinically relevant treatment effect. Patients who have
experienced any of the components of a composite endpoint are considered to have
experienced the composite endpoint. Composite endpoint usually refers to combined
morbidity and mortality endpoints; it may also be a combination of patient-reported, observer
reported or clinician reported measures. Composite endpoints are often used where statistical
power is poor to increase event rates and decrease sample size and to avoid the issue of
multiple testing.
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1.2. Context
1.2.1. Problem statement
“Which clinical endpoints are accepted for the assessment? How are
(absolute, incremental, relative) differences between treatments
assessed; what is the role of absolute differences (e.g. 2 months
survival gain) and relative differences (e.g. hazard ratio's)?”

1.2.2. Discussion (on the problem statement)
Clinical endpoints are measured in clinical trials or other types of
studies assessing the effect of a treatment. For any given disease there
may be a variety of possible endpoints that might reasonably be
impacted by the treatment under consideration. A relative effectiveness
assessment (REA) needs to convey whether the treatment has a
clinically and statistically significant effect on a relevant endpoint
compared to some alternative under real-world conditions. What
defines a relevant endpoint and how might that endpoint be best
presented to convey the information in an unbiased and objective
manner?

1.3. Scope/Objective(s) of the guideline
The guideline is intended to describe the common characteristics of clinical endpoints, issues
relating to their measurement and presentation, and to briefly outline some of the problems
arising when comparing or pooling clinical endpoint data from a number of studies. Finally,
this guideline will provide a set of recommendations for the selection and the interpretation of
clinical endpoints when completing an REA.

1.4. Relevant EunetHTA documents
This guideline should be read in conjunction with the following documents:
1.

3.

EUnetHTA guideline on Endpoints used in REA of pharmaceuticals: Surrogate
endpoints
EUnetHTA guideline on Endpoints used in REA of pharmaceuticals: Composite
endpoints
EUnetHTA guideline on Endpoints used in REA of pharmaceuticals: HRQoL

4.

EUnetHTA guideline on Endpoints used in REA of pharmaceuticals: Safety.

2.
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2. Analysis and synthesis of the literature
2.1. Characteristics of clinical endpoints
An REA compares the effects on clinical endpoints obtained from a drug being evaluated
against those obtained from standard therapy or placebo. A clinical endpoint describes the
impact of treatment on how a patient feels, functions and survives.(1) Clinical endpoints are
often measured in terms of changes in health status (e.g. number of symptoms, disease
progression rates, cure rates). In general, long-term or final endpoints are preferred for REA,
and the choice of endpoint should be justified and relevant for REA purposes. All-cause
mortality is considered to be the most unbiased clinical endpoint.(2)
The choice of endpoint will depend on the target population and main characteristics of a
disease (e.g. non life-threatening versus life-threatening disease) as well as on the aim of
therapy (e.g. curative versus palliative therapy). Final endpoints will typically measure
mortality or survival, whereas non-final endpoints measure morbidity and function. Depending
on the context, final endpoints (e.g. survival in curative therapy of a life-threatening disease)
are preferred, whereas non-final endpoints may be more suitable to assess treatment benefit
in other situations (e.g. HRQoL in palliative therapy or symptoms in non-life-threatening
symptomatic diseases).(3) There might also be a hierarchy of endpoints: a non-final endpoint
may add important information as a secondary endpoint (e.g. symptom, function, HRQoL) to
better explain the significance observed on the primary endpoint (e.g. survival).

2.1.1.
Endpoint domains
The following figure broadly summarises main categories of endpoints.

Clinical endpoints
(How a patient feels,
functions or survives)

Mortality

Morbidity

Health-related
Quality of Life

Figure 1. Endpoint domains.
The relevance of the different endpoints will depend on the research question and on the
disease and treatment investigated.
The choice of endpoints will be influenced by the purpose for which they are measured.(4)
Efficacy studies tend to favour condition-specific endpoints with strong links to the mechanism
of action. They also tend to be collected in a short-term horizon. Effectiveness studies tend to
collect more comprehensive endpoint measures that reflect the range of benefits expected
from the treatment that are relevant to the patient and to the payer, including improvement in
ability to function and quality of life. These measures often have a weaker link to the
mechanism of action. Both short- and longer-term horizons are considered in effectiveness
studies. The distinction between efficacy and effectiveness may be more pronounced for
some endpoints, particularly endpoints that are sensitive to individual-level factors.
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Common types of endpoints include:
- mortality, either as dichotomous outcome or as time to death
- morbidity events (e.g. myocardial infarction, stroke)
- clinical status (e.g. cholesterol, blood pressure)
- symptoms (e.g. pain, itching)
- function (e.g. Health Assessment Questionnaire Disability Index)
- health-related quality of life (e.g. SF-36)
It is important to note that endpoints may include adverse reactions that reflect on the safety
of the treatment (e.g. hospitalisation due to reaction to a drug). Adverse reactions are often
collected as secondary endpoints and there is likely to be variation across studies in how
adverse events are reported in terms of both detail and terminology. As serious adverse
reactions can be anticipated to be relatively rare, studies are not generally powered to detect
differences in their occurrence. Furthermore, events such as elevated blood pressure will be
of less importance in studies where the primary objective is a reduction in mortality.
Quality of life measures constitute clinical endpoints, given the broad definition of what
constitutes a clinical endpoint (how a patients feels, functions and/or survives).(6) However,
as HRQoL measures result from assessment of multiple dimensions related to patients’
disease and its treatment, they may be susceptible to changes due to a variety of external
factors (e.g. life circumstances unrelated to the illness being treated). Therefore, HRQoL is
not adequate to be assessed as primary or the only relevant endpoint; it should be better
assessed simultaneously with other morbidity or mortality endpoints. The exception may be
HRQoL questionnaires that have been specifically developed to capture the specific impact of
a given pathology. Specific detail on quality of life endpoints is included in section 2.1.3. See
also EUnetHTA draft guideline on HRQoL.
2.1.2.
Intermediate, surrogate and final endpoints
An intermediate endpoint is a clinical endpoint associated with the use of a pharmaceutical
such as measure of a function or of symptoms (disease-free survival, angina frequency,
exercise tolerance) that is expected to correlate with changes observed on final endpoints. It
is not the ultimate endpoint of the disease, such as survival or the rate of irreversible morbid
events (stroke, myocardial infarction). Improvement in an intermediate endpoint due to
treatment is well perceived and can be of value to the patient even if it does not lead to the
improvement of morbidity or mortality. Intermediate endpoints may be considered as
surrogates (see EUnetHTA guideline on surrogate endpoints). A surrogate endpoint is one
that is intended to substitute for a clinical endpoint of interest for REA. A surrogate endpoint is
expected to predict clinical benefit or harm based on epidemiologic, pathophysiologic,
therapeutic and other scientific evidence. Some examples of surrogate endpoints are blood
pressure as a surrogate endpoint for cardiovascular disease or HIV1-RNA viral load as an
indicator of viral suppression for HIV interventions.
If data for intermediate endpoints are being assessed, caution must be exercised in directly
extrapolating from these to final endpoints unless a clear biological or medical rationale, or a
strong or validated link, has been demonstrated.
Final endpoints relate to the final therapeutic objective for the use of the pharmaceutical,
not just to clinical outputs, which is why they have greater relevance for the patient and for
overall prioritisation. Where relevant, final endpoints are defined as survival indicators which
reflect the probability or the frequency of survival over a specifically defined interval (e.g.
years of life gained). An assessment of final endpoints makes it possible to compare
different pharmaceuticals conditional on the final consequences being comparable. It
should be acknowledged that the relationship between a surrogate and the endpoint of
interest can never be considered as definite. Even if well established for a given
pharmaceutical class, this relationship may be challenged with another pharmaceutical
class that provides the same effect on the surrogate, but with an unexpected effect on the
final endpoint. If progression-free survival (PFS) is used as an endpoint there should be
sufficient independent evidence to demonstrate that this is associated with overall survival.
In oncology, PFS is an intermediate endpoint that is relevant on its own right. The use of
progression free survival has not the same impact in adjuvant and in metastatic disease. In
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the adjuvant setting, PFS use appears acceptable; in the metastatic setting, data on PFS
alone is insufficient and should be coupled with quality of life assessment and survival data,
the maturity of which will be considered on the case by case basis.
An REA will often take place at a point when limited trial evidence is available. As such, realworld experience of the effectiveness of the treatment is likely to be limited and the results will
inevitably rely to some extent on assumptions and modelling. Extrapolation from intermediate
to final endpoints will introduce an additional degree of uncertainty in a REA and should be
appropriately investigated and discussed. Where possible, comparisons between treatments
should ideally be expressed in terms of final instead of intermediary endpoints.(9)

2.1.3.
Patient-reported outcomes (PROs)
A PRO is an umbrella term used to describe any outcome evaluated directly by the patient
himself/herself, without interpretation by clinicians or others, and based on patients’
perception of a disease and its treatment (see EUnetHTA guideline on HRQoL). PRO data
may be collected via questionnaires completed by the patient themselves or via an interview.
The latter will only qualify as a PRO where the interviewer is recording the patient’s views
without any interpretation to form a professional assessment or judgement of the patient’s
condition. PRO may capture simple measures (e.g. pain measured by the Likert scale), more
complex measures (e.g. activities of daily living, functional status on the WOMAC scale), or
multidimensional measures (e.g. HRQoL) and satisfaction with treatment).(10,11)
The most commonly used PRO questionnaires assess one of the following constructs:
 Symptoms (impairments) and other aspects of well-being
 Functioning (i.e. disability)
 General health perceptions
 Health-related quality of life
 Perception of or satisfaction with health care
HRQoL represents a specific type/subset of PROs, distinguished by its multi-dimensionality.
HRQoL measures may be generic (e.g SF-36) or disease specific, collected using
questionnaires comprising global scores and a number of subscale scores that measure
different domains of patient’s health-related quality of life, such as physical, functional, social
and emotional status.(10) A number of condition-specific HRQoL measures are also available
(e.g. KOOS).(12)
The clinical relevance of some PROs can be difficult to determine, except in cases where a
PRO is a main efficacy endpoint for a given disease (e.g. pain used to assess the efficacy of
an analgesic). The concept of a patient’s minimal perceptible clinical improvement has been
proposed to translate a change in HRQoL score into a marker of clinical improvement.(12)
However, clinical relevance of the observed change can be better interpreted by defining
responders (e.g. a responder may be a patient who reports that pain has decreased by at
least 50% compared to baseline score) although this can have implications for the power to
detect treatment benefit (13). Some HRQoL measures have been shown to be unresponsive
and some other to be over-responsive to modest changes in status, hence it is important to
establish what constitutes a clinically meaningful difference in scores. HRQoL measures can
highlight situations where clinicians and patients have divergent views on what is considered
important to patients.(14) As HRQoL may be influenced by both benefits and harms of a
treatment and is not directly linked to treatment effect, it is possible to detect improvements in
a single clinical endpoint in the absence of a change in HRQoL, and vice versa. It should be
clear that the instrument used is fit for purpose in the context of use, with evidence to support
its validity, reliability and responsiveness so that the results can be able to be more easily
interpreted.
As with any endpoint measure, it is critical that a HRQoL measure has demonstrated validity
and reproducibility. There are circumstances where it is preferable to use a condition-specific
HRQoL measure as compared to generic HRQoL measures (see EUnetHTA guideline on
HRQoL)
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2.1.4.
Composite endpoints
If a single primary endpoint is not suitable and cannot be selected from multiple
measurements associated with the primary objective, then another strategy is to combine
several measures into a composite endpoint based on a specified algorithm (see EUnetHTA
guideline on composite endpoints). Composite endpoints combine multiple (2 and more)
relevant single events (e.g. mortality, non-fatal myocardial infarction, stroke, hospitalisation
and revascularisation procedures) into one endpoint showing the overall and clinically
relevant treatment effect. They are often used where statistical power is poor to increase
event rates (e.g. slowly progressive and rare diseases) and decrease sample size and to
avoid the issue of multiple testing. Composite endpoints can make it possible to measure the
overall benefit of a treatment in a reasonable timeframe. However, the interpretation can
cause problems particularly if the combination consists of endpoints with very different clinical
importance.(15) Each of the endpoints included in the composite must meet the requirements
of validity, reproducibility, appropriateness, accurate measurement, etc. It is important that
patients are followed up after the first non-fatal event as they may subsequently experience
further events, including a fatal event.(16) If non-fatal endpoints are included in a composite
endpoint, it is important to state whether all non-fatal endpoints were evaluated or just the first
one to occur.
Besides the main statistical analysis of the composite endpoint, two sets of analyses should
be provided in the study reports:
 the analysis of each component as it counts in the composite endpoint (first event of
the composite for a given patient)
 the analysis of each component independently of its role in the composite
(notwithstanding a previous occurrence of another component)
To be interpretable as showing an effect of the treatment on the composite endpoint globally,
results of REAs using a composite main endpoint should ideally:
 be based on a composite of endpoints relevant for REA
 show a homogeneous response across all the components. The extent to which the
response should be homogeneous is open to discussion. At least, the point estimates
of each of the components should be in the same direction.
In the event of heterogeneity where the effect on the composite is driven by the effect on one
of the components, interpretation of the results will be difficult. Although it may be tempting to
conclude that the treatment has a significant impact on the component, it is likely that the data
are underpowered to draw such a conclusion.
Valid results on comparable composite endpoints could be handled by considering metaanalytical approaches. If the composite endpoint is not given in disaggregated form it may not
be viable to combine the results of several studies due to differences in definition (e.g. use of
different components). Varying definitions of composite end points can lead to substantially
different results and conclusions.(17). In these cases, each component of a composite
endpoint should be individually assessed.
2.1.5.
Reproducibility and validity
Reproducibility refers to whether repeated measurements return the same value when there
is no underlying change in the condition. Differences can arise due to the individual who takes
the measurement, the instruments used to make the measurements, or the context in which
the measurement is made. Where appropriate, the inter-rater reliability should be
investigated. Inter-rater reliability evaluates the degree to which different raters or observers
give consistent estimates of the same phenomenon. Depending on the measure being used,
substantial variability may occur across raters. Inter-rater reliability does not apply for selfreported endpoints.
Validity refers to how accurately an instrument measures the endpoint it was intended to
measure. Direct measures of final endpoints are presumed to have validity. Clearly, any
clinical endpoint must have established validity as shown in independent empirical studies.
Reproducibility and validity are not independent as a scale cannot be valid if it is not
reproducible, but could be reproducible without being valid.(18)
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Endpoint adjudication committees (EPACs) are used in some trials to independently assess
endpoints whilst being blinded to study treatments. The purpose of EPACs is to assure the
validity of assessments for main trial outcomes. It is not clear to what extent the use of
EPACs improve the precision or validity of trial results.(35)
2.1.6.
Types of data
Endpoints can be in the form of continuous (e.g. blood pressure, HbA1C), binary (e.g.
mortality, disease-free after 6 months), ordinal/categorical (e.g. Likert scale, Clinical Global
Impression), or count data (e.g. number of hospitalisations).(19) Categorical endpoints,
particularly when expressed as dichotomous endpoints, can be open to manipulation when
derived from a continuous measure. For example, the distinction between healthy and ill in an
endpoint can be set to show a treatment in the best light if there is no commonly agreed cutoff. Dichotomising does not introduce bias if the split is chosen a priori and made at the prespecified cut-off. However, if the cut-point is chosen based on analysis of the data, in
particular by splitting at the value which produced the largest difference in endpoints between
categories, then severe bias will be introduced. The definition of endpoints that are binary by
nature, such as myocardial infarction, may still vary considerably across studies.(20) The type
of endpoint will depend on the technology under consideration and the trial aims. However,
any variations, interpretation or assumptions should be discussed.

2.2. Presentational aspects
The manner in which endpoints are presented in published studies impacts on their
interpretation and the feasibility of a meta-analysis. The observed relationship between a
treatment and an endpoint is typically expressed in a variety of ways (e.g. odds ratio, risk
difference, risk ratio, hazard ratio, standardised mean difference, weighted mean difference,
number needed to treat).(21) Each method has merits for clinical interpretability in different
contexts. In a responder analysis the result will be presented as a rate of responders rather
than a mean difference, although ideally both should be presented.
It is important to note that just because an effect in a study is statistically significant this does
not mean that it is of a clinically relevant magnitude. Consequently, it is not sufficient to simply
state that a statistically significant effect has been found, or state the confidence interval or pvalue. The effect size and the associated uncertainty must be stated and its clinical relevance
explained.(22)
2.2.1 Absolute or relative
The endpoints of a trial can be expressed in terms of relative, absolute and numbers needed
to treat. It is always advisable to present and compare all three forms as the choice of
measure is sometimes chosen to maximise the perceived effect. In some instances the
absolute difference will be small whereas the relative difference might be large.(23) Ideally,
both relative and absolute measures should be presented.(24) If both are not included then
justification of the format reported should be included. Absolute measures are generally
useful to clinicians as they provide a more realistic quantification of treatment effect than
relative measures.(25)
Relative measures have the advantage of usually being stable across populations with
different baseline values and are useful when combining the results of different trials in a
meta-analysis. However, relative measures have the disadvantage of not reflecting the
baseline values of the patients with respect to the endpoint being measured and the question
of whether the relative reduction is really independent of baseline values needs to be
specifically addressed. Relative measures do not take into account the patient’s chance of
achieving the intended endpoint without the treatment, although this is also the case for
absolute measures where all study arms include active treatments. Therefore, they do not
give a true reflection of how much benefit the patient would derive from the treatment.(26)
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Despite the advantages of absolute measures, they are of limited generalisability due to their
dependence on the baseline values. It would be inappropriate, for example, to extrapolate
published absolute measures from one population to another population with a different
baseline value. Pooling absolute measures in a meta-analysis is highly problematic due to
fact that the variation in baseline values not accounted for.(27) By extension, where data are
presented without a subgroup analysis it is feasible to apply relative effects to different
subgroups with the understanding that baseline values will vary by subgroup and that any
interaction between subgroup characteristics and treatment effect is ignored. It is not possible
to make such a generalisation using absolute measures.
Absolute measures of efficacy and safety endpoints allow the benefit/harm ratio within a trial
to be evaluated. Extrapolation of relative measures of efficacy and safety to populations with
different risk profiles allows the benefit/harm ratio to be projected to different populations.
In a meta-analysis of studies with a binary endpoint, the choice of effect measure may have a
considerable impact on the analysis, and also on the degree of observed heterogeneity.
Empirical studies show that binary endpoint measures of relative effect are more likely to be
consistent across trials than measures of absolute effect. This issue is of major relevance to
indirect comparisons of two or more sets of trials. An assumption of a meta-analysis is that
the effect measure is appropriate.
2.2.2 Time to event
Survival analysis measures if the endpoint occurred as well as when the endpoint occurred.
The statistical method of survival analysis (time to event analysis) is not only used to analyse
mortality but is also appropriate for other dichotomous endpoints (e.g. myocardial infarction or
combined endpoints).
Survival improvement implies a direct clinical benefit to patients. Common survival outcomes
include overall survival, disease-free survival, and progression-free survival. Overall survival
is the gold standard for demonstrating clinical benefit and as such should be used where
possible. Defined as the time from randomisation to death, this endpoint is unambiguous and
is not subject to investigator interpretation. In assessing progression-free survival, patients
must be evaluated on a regular basis to ensure that the time of progression is measured
accurately.
A key issue in survival analysis is censoring – when time to event data is not known or
available for all study participants.(28) Different studies may use quite different censoring,
rendering their findings incompatible. Data analysis cut-off dates and schedule of assessment
have an impact on the probability of observing events related to the time frame. Incomplete
reporting has been shown to be a common problem affecting the definition of survival terms
and the numbers of patients at risk.

2.3. Study level issues
The use of multiple endpoints can give rise to Type I error whereby the probability of falsepositive findings by chance is increased. A single primary endpoint and multiple secondary
endpoints should be defined in the study protocol and appropriate adjustment made for
multiple testing.(29) In reality there may be multiple primary endpoints. If multiple primary
endpoints are included they should be justified (30). There is debate as to whether or not
secondary endpoints should even be reported if the effect on the primary endpoint is not
significant.(32)
Reported endpoints may not be per protocol – in many instances, studies put forward the
endpoint(s) where the most significant effect was observed.(31,36) To reduce reporting bias,
where a systematic review is used all relevant endpoints reported in the literature should be
included in an assessment.(33) Where a single study is used, all primary and secondary
endpoints should be included.

EUnetHTA – European network for Health Technology Assessment

15

It is important to consider if the baseline value of the endpoint was measured and reported
and whether it was used in the analysis. If assessments have been made over time it should
be clear whether the endpoints were assessed at fixed points in time or at variable timepoints. The intervals between assessments should be similar between treatment arms to
avoid information bias. Ideally the patient, investigator and treating physician should all be
blinded to treatment for the purposes of endpoint assessment.
Subgroup analysis may be essential where there are potentially large differences in patient
characteristics or treatment benefit that may be observed between groups. Subgroups should
have been defined a priori with plausible reasons for expecting different treatment effects
across subgroups. Subgroup analysis can also pose problems for generating false-positive
results – if enough subgroups are tested then one will generate a significant treatment effect.
Where possible, trials need to be suitably powered for subgroup analysis and this should be
taken into account when analysing trial data. Subgroup analyses are often at risk of Type II
error, whereby a genuine treatment effect is not detected because the study was
underpowered for that analysis.
The number of patients required to achieve a given statistical power for a study is a function
both of the risk in the control group and of the hypothesised reduction in the risk due to
treatment. Thus, with declining mortality, the required sample size gets larger. One strategy
employed is to enrol high-risk patients, allowing the design of trials with a smaller sample
size, but the results may not be generalisable. It is also noted that many reports do not detail
the nature of the power and sample size calculations or whether they are testing for
superiority, inferiority or equivalence which will impact on the ability to detect a statistically
significant difference. As such, some trials may misrepresent their results which will impact on
the results of a subsequent meta-analysis.
Endpoint measurement is prone to detection bias if adequate blinding has not been used in a
study.(34) At least, an individual who is measuring a clinical endpoint should not be aware of
which treatment the patient has received. Problems with blinding may be partly overcome by
the use of an endpoint adjudication committee.
Bias can also be introduced by systematic withdrawals or exclusions from the trial for patients
receiving the intervention. In any analysis of endpoint data, it should be clear how missing
values were handled as different exclusion or imputation techniques may have implications
for bias. If no adjustment for multiple hypothesis testing is made to reduce the risk of spurious
findings then an explanation should be given for the non-adjustment.
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3. Conclusion
Clinical endpoints are regarded as a means to measure treatment benefit in terms of how a
patient feels, functions or survives. That impact is usually in the form of improved health
status (e.g. survival, cure, remission), but it may also be worsening health status (e.g.
adverse reactions, hospitalisations, deaths). The endpoints reported should have to be clearly
relevant to the disease, condition, complaint or process of interest as well as the aim of
treatment. Clinical endpoint should be reproducible and valid. A reproducible endpoint will
facilitate comparisons across studies and jurisdictions. A valid endpoint will measure what
was intended to be measured. Reports of clinical endpoints should be interpreted in terms of
reproducibility, validity, and statistical and clinical relevance. Endpoint evaluation by the
patient, investigator or treating physician should ideally be done in a blinded fashion.
Clinical endpoints should be presented in natural units and their interpretation should be
unambiguous. The clinical endpoint should be measurable for all or most patients within a
reasonable time frame.
Although HRQoL measures constitute clinical endpoints, given the broad definition of what
constitutes a clinical endpoint (how a patients feels, functions and/or survives), changes in
these measures may be difficult to link to the intervention and they are susceptible to
confounding by other factors. Therefore, HRQoL measures are not adequate to be assessed
as the primary or the only relevant endpoint for REA; they should be better assessed
simultaneously with other morbidity and/or mortality endpoints.
Endpoints should be long-term or final and all-cause mortality is preferred when relevant for
the scope of the assessment. Overall survival is the preferred clinical endpoint in survival
analysis. If it is not feasible to measure final endpoints, then surrogate or intermediate
endpoints may be acceptable provided there is compelling independent evidence of a strong
association or correlation of effects on the surrogate or intermediate endpoint with the effect
on the final endpoint of interest.
Multiple clinical endpoints can be presented, including adverse effects. The hierarchy of
endpoints, when adequate, will depend on the disease itself and the aim of treatment. If a
composite is used, then it should be possible to disaggregate to the constituent endpoints. If
non-fatal endpoints are included in a composite endpoint, it is important to state whether all
non-fatal endpoints were evaluated or just the first one to occur.
Both relative and absolute measures should be presented. Absolute measures are useful to
clinicians as they provide a realistic quantification of treatment effect which is meaningful for
treatment evaluation and prognosis. However, due to the dependence of absolute measures
on baseline risk, relative measures are more generalisable across studies. Where a
continuous endpoint is converted to dichotomous, there should be a clear justification for the
choice of cut-point.
Depending on the country in which the REA is being assessed, there may be a preference for
quality of life measures, irrespective of the disease area, whereas other countries may prefer
more disease specific measures in an assessment. In all cases, the clinical endpoints
reported should meet the characteristics described here. Above all, the statistical and clinical
significance are distinct and both should be made evident.
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Annexe 1.

Methods
selection criteria

of

documentation

and

Keywords used for the bibliographic research:
- Technology assessment
- Relative effectiveness
- Comparative effectiveness
- Clinical outcome
- Treatment outcome
- End point
- Composite end point
- Follow-up

Sources of information
Sources with English literature were selected in preference, such as:
Data-bases
PubMed (www.ncbi.nlm.nih.gov/pubmed/)
EBSCOhost (search.epnet.com/)
Websites
National Guideline Clearinghouse (guideline.gov/)
National Institute for Health and Clinical Excellence
(www.nice.org.uk/)
ISPOR (www.ispor.org/)
Pharmaceutical Benefits Advisory Committee (PBAC)
(www.health.gov.au/internet/main/publishing.nsf/Content/Pharm
aceutical+Benefits+Advisory+Committee-1)
Centre for Reviews and Dissemination, University of York
(www.york.ac.uk/inst/crd/)
Guidelines, reports, recommendations already available
European Medicines Agency (www.ema.europa.eu/)
U.S. Food and Drug Administration (www.fda.gov/)
Books
Measuring Patient Outcomes, M.T. Nolan & V. Mock.
Other
Google (www.google.ie/) and Google Scholar (scholar.google.com/)
ScienceDirect (www.sciencedirect.com/)
Wiley-Interscience (onlinelibrary.wiley.com/)
CADTH/CEDAC (cadth.ca/)
Hand searching of references cited in relevant documents
Cochrane Database of Systematic Reviews
(www.thecochranelibrary.com/view/0/index.html)
The Cochrane Collaboration (www.cochrane.org/)
The Cochrane Methodology Register (cmr.cochrane.org/)
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Bibliographic search strategy
Where time limits could be specified (e.g. PubMed), the databases were searched for the
period 01/01/2000 to 30/06/2010. The searches were restricted to human subjects and the
English language.
Database searches used the following search strategy:
PubMed
("technology assessment"[Title/Abstract]) OR "relative effectiveness"[Title/Abstract]) OR
"comparative effectiveness"[Title/Abstract]) AND ("clinical outcome"[Title/Abstract] OR
"treatment outcome"[Title/Abstract] OR "end point"[Title/Abstract] OR "composite end
point"[Title/Abstract] OR "follow up"[Title/Abstract])
EBSCO
(TI "technology assessment" or AB "technology assessment" or TI "relative effectiveness" or
AB "relative effectiveness" or TI "comparative effectiveness" or AB "comparative
effectiveness") and (TI "clinical outcome" or AB "clinical outcome" or TI "treatment outcome"
or AB "treatment outcome" or TI "end point" or AB "end point" or TI "composite end point" or
AB "composite end point" or TI "follow up" or AB "follow up")

Selection criteria
Publications were selected as relevant to the current review if clinical endpoints were directly
discussed. Discussion could be on the merits of different endpoints or on methodological
issues pertaining to the comparison of endpoints. The aim was to obtain publications that give
a more general overview rather than providing detailed information specific to a single illness
or condition.
In excess of 150 reports, papers and presentations were found by searching Google, Google
Scholar and the listed “other” sources. Of these, 56 were found to be directly relevant to
endpoints. Due to overlaps in content, only 34 of these articles were used in the final
document. The results of the PubMed and EBSCOhost searches were collated to produce a
list of 301 articles for consideration. However, none of the articles from the database search
provided additional information. To determine if this was due to the choice of search string, a
content analysis was undertaken to compare keywords in the relevant articles to those from
the database searches. There was a similar distribution of keywords in both groups of articles.
Our conclusion is that the subtleties of the research question are such that the construction of
a more specific search strategy may not be feasible. We are satisfied that the overall literature
search has produced sufficient information to complete the task.
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A B S T R A C T

Objective: Assessment of the effectiveness compared with alternative
treatment(s) plays an important role in many jurisdictions in determining the reimbursement status of pharmaceuticals. This type of assessment is often referred to as a relative effectiveness assessment (REA)
and is carried out by many jurisdictions. Increased sharing of information across jurisdictions may save costs and reduce duplication. The
objective of this study was to explore the main similarities and differences in the major methodological aspects of REA in multiple
jurisdictions. Methods: Data were gathered with a standardized data
extraction form by searching publicly available information and by
eliciting information from representatives at relevant organizations.
Results: Of the initially included 35 jurisdictions, data were gathered for
29 jurisdictions. There seem to be substantial similarities on the choice of
the comparator, the role of indirect comparisons, and preferred end
points in REAs (except for the use of health state utilities). Jurisdictions,

Introduction
Funding or reimbursement of a pharmaceutical by the health service or health insurance is one of the factors that determine timely
access for patient to the pharmaceutical. The decision on whether
a pharmaceutical is reimbursed is based on multiple factors. The
efficacy and/or effectiveness compared with alternative interventions is typically considered one of the most important criteria in
determining reimbursement status [1]. This type of assessment is
often referred to as a relative efficacy/effectiveness assessment
(REA) (for definition used in this article, see Fig. 1) [2– 4]. An REA is
a specific element of health technology assessment (HTA) that
focuses on the clinical benefit of the intervention, whereas HTA is
broader and can also include other aspects, such as ethical, cost,
and cost-effectiveness considerations.
There are two types of REA, a rapid assessment and a full assessment. A rapid assessment is an assessment of one pharmaceutical within a limited time frame in comparison with one or
more relevant alternative interventions. It can be the assessment
of a new pharmaceutical launched into the market, or the (re)as-

however, differ in whether effectiveness (usual circumstances of health
care practice) is estimated in case no (comparative) effectiveness data are
available and how this is done. Conclusion: Some important methodological aspects for REA are approached in a similar way in many jurisdictions, indicating that collaboration on assessments may be feasible.
Enhanced collaboration in the development of methods and best practices for REA between jurisdictions will be a necessary first step. Important topics for developing best practice are indirect comparisons and
how to handle the gap between efficacy and effectiveness data in case
good quality comparative effectiveness data are not yet available at the
time of reimbursement decisions.
Keywords: comparative effectiveness, health technology assessment,
pharmaceuticals, policy, reimbursement.
Copyright © 2012, International Society for Pharmacoeconomics and
Outcomes Research (ISPOR). Published by Elsevier Inc.

sessment of a pharmaceutical for a new indication or when new
relevant data are available. For a full assessment, multiple technologies within a disease area are assessed. The latter type of
assessment is typically conducted several years after the technologies have been introduced to the market. Such an assessment
may not have to be carried out within a certain time frame. This
analysis focuses on rapid assessments.
While there is general consensus that the decision-making
process on reimbursement decisions should be undertaken within
national and local contexts, there are potential efficiencies to be
gained from enhanced collaboration around the collection of evidence underpinning these decisions. Increased sharing of information (e.g., methods, data requirements, and results) across jurisdictions may save costs and reduce duplication. A working
group of the High Level Pharmaceutical Forum, a high-level political platform, was set up to support member states of the European Union in applying REAs in order to allow containment of
pharmaceutical costs as well as a fair reward for innovation. After
the completion of the High Level Pharmaceutical Forum 2005–
2008, the European Network for Health Technology Assessment
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1098-3015/$36.00 – see front matter Copyright © 2012, International Society for Pharmacoeconomics and Outcomes Research (ISPOR).
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Relative efficacy: the extent to which an intervention does more good than harm under ideal
circumstances, compared to one or more alternative interventions [2]
Relative effectiveness: the extent to which an intervention does more good than harm compared to one
or more intervention alternatives for achieving the desired results when provided under the usual
circumstances of health care practice [2]
Surrogate endpoint: a laboratory measurement or a physical sign used as a substitute for a clinically
meaningful endpoint that measures directly how a patient feels, functions or survives [5]
Composite endpoint: An endpoint that consists of multiple endpoints that are combined into a new single
outcome measure by using a predefined algorithm [6]
Health state utility: value assigned to the quality of life in a health state, normally on a scale of 0 (dead)
to 1 (full health)

Fig. 1 – Definitions.
(EUnetHTA) was identified as an appropriate candidate for developing scientific recommendations for improvements in REA of pharmaceuticals in Europe. The overarching objective of EUnetHTA Joint Action is to put into practice an effective and sustainable HTA
collaboration in Europe that brings added value at the European, national, and regional levels.
As a first step, an analysis was conducted of the arrangements
and the scientific methods used for REA in current national practice. The objective of this study was to explore the main similarities and differences in the major methodological aspects of REA in
multiple jurisdictions: the choice of comparator, the use of indirect comparisons, the use of outcome measures, and the use of
efficacy data for effectiveness assessments.

Results
Of the originally included 35 jurisdictions, data were gathered for
29 jurisdictions (Australia, Austria, Belgium, Canada, the Czech
Republic, Denmark, Estonia, Finland, France, Germany, Hungary,
Ireland, Italy, Latvia, Luxembourg, Malta, the Netherlands, New

Data abstraction process per jurisdiction

Step 1

Methods
Data were captured with a standardized data extraction form developed by seven EUnetHTA partners (AETSA [ES], AHTAPol [PO],
CVZ [NL], HAS [FR], ESKI [HU], IRF [DE], and the National Institute
for Health and Clinical Excellence [UK]) that conduct HTAs of pharmaceuticals. The form included 38 open or multiple-choice questions (the multiple-choice questions were to be answered with
yes/no or always/sometimes/never). Data were gathered by
searching publicly available information and by eliciting information from representatives at relevant organizations (see Fig. 2). The
answers were checked by the researchers for inconsistencies and
clarity, and if needed were queried. Defining or exploring the exact
meaning of the term “relative effectiveness” was not the purpose
of this work. As a result, terms such as “relative effectiveness assessment” were not specifically defined in the data extraction
form. The responses received therefore reflect the individual respondents’ understanding of the term.
Originally, we included 31 European jurisdictions and four
English-speaking non-European jurisdictions, most of which are
known to have a well-established HTA process for pharmaceuticals (Canada, Australia, and New Zealand) or is known for its interest in REA (the United States).
For each jurisdiction, in particular, the major methodological aspects of the “comparative analysis” were collected. The
comparative analysis refers to assessing the efficacy and/or effectiveness of pharmaceutical(s) in comparison to alternatives.
Relevant definitions that were used are provided in Figure 1
[2,5,6]. The results were double-checked by representatives of
the respective organizations.
Data were gathered between May 1, 2010, and May 1, 2011.

Step 2

Data were abstracted from different types of literature (peer
reviewed, grey literature, EU and national reports)

Results were complemented by eliciting information from
representatives of institutions that are directly involved in
the reimbursement process*

Results were double-checked†

Step 3

Data gathered

38 questions in 4 sections:
Section A: Health care system
Section B: General section on
pharmaceuticals
Section C: methodological
aspects of a REA of
pharmaceuticals as part of a
rapid assessment
Section D: methodological
aspects of a REA of
pharmaceuticals as part of a full
assessment

Data presented in this article:
Methodological aspects of a
relative effectiveness
assessment:
■ the choice of comparator
■ the use of indirect
comparisons
■ the use of outcome
measures
■ use of efficacy/effectiveness
data
■ availability of guideline

Fig. 2 – Methods. *A semistructured questionnaire that
focused on information unavailable in the literature was
administered. The questions were either mailed and filled in
independently by the expert or administered through a
telephone interview. In both cases, the answers were checked
by the researchers for inconsistencies and clarity and
challenged if needed by asking queries. †The results were
double-checked by representatives from the respective
institutions.
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Zealand, Norway, Poland, Portugal, Slovakia, Slovenia, Spain, Sweden, Switzerland, Turkey, and the United Kingdom [separate data
extraction for England/Wales and Scotland]). Data were not available for Bulgaria, Cyprus, Greece, Lithuania, and Romania, because
no suitable sources for these jurisdictions were identified. No data
were collected for the United States, given that there is no single
entity or standardized approach for REA in the United States because of its multipayer environment [7,8].
The organizations that were selected for eliciting information
for each jurisdiction are listed in Appendix 1 at Supplemental Materials found at http://dx.doi.org/10.1016/j.jval.2012.04.010.
For the United Kingdom, separate data were abstracted of the
methods used by the National Institute for Health and Clinical
Excellence and the Scottish Medicines Consortium, as both have
well-established procedures and methods.
Of the jurisdictions included, all conduct rapid assessments
whereas 17 jurisdictions conduct full assessments. The results
presented in this article are specific to rapid assessments.
As part of a rapid assessment, relative efficacy was stated to be
assessed in all jurisdictions (83% state to do so always and 17%
sometimes). More than 95% of the jurisdictions state that they look
at the relative effectiveness (41% always and 55% sometimes). It
was stated by some of the jurisdictions that effectiveness is assessed only when direct data on this parameter are available,
whereas other jurisdictions estimate the effectiveness if the data
are not available. In addition, more than 95% include a cost-effectiveness assessment (62% sometimes and 34% always).

Choice of comparator
In many jurisdictions, several options can exist for the choice of
comparator. For example, in Poland, the primary comparator for
the assessed intervention must be the so-called existing practice.
It is also recommended, however, to perform a comparison with
other comparators (the most frequently used, the cheapest, the
most efficient, and compliant with the standards and guidelines
for clinical management). Only five jurisdictions (almost 20%)
state that “whatever was used in the registration trials” can be an
option for the choice of the comparator (Belgium, Slovakia, Slovenia, Spain, and Switzerland) (see Table 1). The majority (almost
70%) of the jurisdictions state “best standard care” and/or “other”
(almost 50%) as an option for the choice of comparator. The jurisdictions were asked for their definition of the choice of comparator. For both categories (“best standard care” and “other”), the definitions that jurisdictions use are similar. Examples of definitions
are “the treatment(s) used in current clinical practice” (England/
Wales), “most frequently (or widely) used therapy” (Belgium, Estonia, Finland, and Latvia), “the validated care in the field” (France),
and “the therapy that prescribers would most replace with the
proposed pharmaceutical in practice” (Australia).
In 83% of the jurisdictions, the comparator(s) for the assessment can include one or more nonpharmaceutical interventions.
In practice, however, the comparison with nonpharmaceuticals is
an exception in some of these jurisdictions. It was also mentioned
that for pharmaceuticals used in an inpatient setting than in the
outpatient setting it is more common to include nonpharmacological interventions. The comparator is limited to pharmaceuticals in Belgium, Canada, Denmark, Italy, and Norway.

Indirect comparison
When there are no head-to-head trials available that include a
direct comparison between the pharmaceutical to be assessed and
the relevant comparator, all jurisdictions, except for Turkey, may
use indirect comparisons (see Table 1). Only few jurisdictions state
to have a preference for the type of indirect analysis; for example,
Australia and New Zealand indicated a preference for the Frequentist method and in Scotland, Bayesian analysis is preferred.

Outcomes
In general, all clinically relevant outcomes are accepted for the
assessment. Several jurisdictions prefer outcomes related to mortality, morbidity, and/or quality of life. Final outcomes (preferably
patient-relevant and clinically significant end points) are preferred over surrogate end points by all jurisdictions. The results on
individual end points are presented in Table 1 and Figure 3.
In all jurisdictions, surrogate outcomes are accepted for the
assessment. However, many jurisdictions state that surrogate
outcomes are not preferred, considered less relevant for the decision making than clinical outcomes, and are accepted only if considered clinically relevant and/or validated. Composite outcomes
are also generally accepted but not preferred.
Most jurisdictions accept quality-of-life data with the premise
that the instrument used should be validated. Disease-specific
quality-of-life measurements are accepted slightly more widely
(90%) than generic quality-of-life measurements (almost 80%). Almost half of the jurisdictions (48%) state that health state utilities
can be used for determining the relative effectiveness.
Almost all jurisdictions take safety data into account for the
assessment. Various outcomes such as dropout from study due to
side effects, deaths due to side effects, major side effects, and
irreversible side effects were mentioned as particularly relevant
safety end points.

Efficacy versus effectiveness data
All jurisdictions consider to some degree (“always” or “sometimes”) whether clinical trial data available at the time of the assessment are also applicable to the general patient population
(also referred to as external validity) (Table 1). The organizations
were asked how effectiveness is assessed if no effectiveness data
from clinical studies are available. They were asked whether they
would do always/sometimes/never 1) a qualitative extrapolation
(estimate of the effectiveness of a treatment basedon the efficacy
data that are available) or 2) a quantitative extrapolation (e.g.,
modeling). A qualitative extrapolation is done at least sometimes
by 75% of the organizations. A quantitative exercise to extrapolate
efficacy data to effectiveness data is done at least sometimes by
50% of the organizations (Table 1). In the absence of long-term
data, short-term data are extrapolated qualitatively in almost 70%
of the jurisdictions (always or sometimes) and quantitatively
(through modeling) in more than 60% (always or sometimes) of the
jurisdictions.

Methodological guidelines
More than 80% of the jurisdictions state that some form of guideline is available in which the methodology that is used for the
comparative analysis is described. Of the countries that have such
national guidelines, more than 60% indicate to have it available in
English. The methodological guidelines are publicly available in
most jurisdictions. The guidelines vary substantially across countries in the type of content (methods vs. other information regarding procedure of reimbursement submission) as well as the level of
detail on methods (evidence and methodological requirements).
Some of the national guideline documents focus mainly on the
procedure of a reimbursement submission (how to do a submission and the timelines involved) or, for example, on which reimbursement criteria are used for the assessment. The information
in these guidelines on how to perform/assess the REA can be limited. Other jurisdictions, such as the Czech Republic and Portugal,
use the national guideline for pharmacoeconomics as guidance to
inform the REA. An example of a detailed guideline on the methods used to perform/assess the REA is Section B of the guidelines of
the Australian Pharmaceutical Benefits Advisory Committee. This
guideline focuses on how marketing authorization holders should
perform an REA and present the data [9].
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Table 1 – Results.
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100%

Surrogate endpoints included?

97%

Composite endpoints included?
79%

GQoL endpoints included?
Health state utilities included?
DSQoL endpoints included?
Safety data taken into account?

48%
90%
97%

Fig. 3 – Jurisdictions that accept/include specific outcomes (if available) for the assessment (%). DSQOL, Disease-specific
quality of life; GQOL, generic quality-of-life data.

Discussion
This article presents an overview of the similarities and differences in the main methodological aspects of REA of pharmaceuticals between 29 jurisdictions. This is the largest number of jurisdictions studied in this degree of detail for this purpose. Previously
published similar comparisons were limited to three to six countries and focused on the scope and/or process for the assessment
of pharmaceutical(s) [1,7,8,10 –12].
Although the precise wording of the definitions of the relevant
comparator varies across jurisdictions, the meaning and what is
understood as a comparator is very similar; in most jurisdictions,
the relevant comparator is understood to be “usual care.” In an
analysis by Sorenson et al. [1], it is referred to as routine treatment.
In the majority of jurisdictions analyzed in the current article, the
choice of the comparator is not limited to pharmaceuticals. In
addition, direct comparisons are preferred; however, indirect
comparisons are usually accepted if no direct comparisons are
available.
Similar to the results of Sorenson et al. [1], the outcomes mortality, morbidity, and quality of life were mentioned as preferred
outcomes by various jurisdictions.. Our findings confirm the results of Levy et al. [8] regarding surrogate outcomes; these are
generally not preferred, but accepted under certain circumstances
(if considered clinically relevant and/or validated). Most jurisdictions include quality-of-life data with the premise that the instrument used should be validated; however, health state utilities are
not used uniformly across jurisdictions. Although most countries
are interested in the relative effectiveness, effectiveness data are
often not available around the time of market authorization of a
new pharmaceutical. Our data show that in such cases some countries limit their assessment to relative efficacy. The majority of the
jurisdictions, however, sometimes or always attempt to extrapolate effectiveness data from randomized controlled trials to daily
clinical practice. In some countries, they refer to a qualitative extrapolation, which is an interpretation (estimate) of the effectiveness of a treatment based on the efficacy data that are available.
Some jurisdictions use modeling exercises to extrapolate efficacy
data. This does not seem to be common practice in the majority of
European jurisdictions and is probably mostly done in countries in
which modeling is carried out for a cost-effectiveness or cost-utility assessment.
On the basis of these findings, we conclude that there are more
similarities than differences between the major methodological
aspects used in the jurisdictions. There seems to be substantial
similarities regarding the choice of the comparator and preferred
end points, except for the use of health state utilities in REAs.
However, there is more divergence in whether effectiveness is
assessed and whether effectiveness is estimated if no effectiveness data are available. Our conclusion is also supported by results

of other studies. Levy et al. [8] concluded for Australia, Canada,
Netherlands, Scotland, and Sweden that the same type of data are
evaluated with a preference for head-to-head comparisons and
trials that approximate routine clinical practice as much as possible. Clement et al. [10] concluded that differences in reimbursement decisions resulted less often from the interpretation of the
clinical or economic evidence and more from differences between
processes used by different organizations. A less recent comparison between 12 countries regarding comparative evaluations of
pharmaceuticals also found many similarities between these
countries, but the authors also concluded that international
agreed standards for doing assessments are lacking [13].
The research methods used in this study have some limitations. The results addressed in this article were gathered by eliciting information from representatives at relevant organizations.
A lack of standardization of terms may have led to differences in
the individuals’ interpretation of the terms. Some representatives
completed the survey by themselves, whereas others were interviewed by telephone. Because of the size of the study, it was not
possible to use one single method for eliciting the information. We
have, however, minimized difference in interpretation by the representatives by cross-checking the results for inconsistencies,
challenging these, and asking queries. In addition, final results
from literature and interviews were validated by the interviewees
or colleagues from the same institution.
Under ideal circumstances the comparator for an assessment
that is shared across jurisdictions would be the reference treatment according to clinical practice guidelines at European or international level with good quality evidence on effect size and
adverse effects from scientific literature, and with a European
Union marketing authorization for the respective indication and
line of treatment. If such reference treatment, however, does not
exist and usual care differs between jurisdictions, sharing of information on assessments across jurisdictions is challenging and industry have to prepare submission files for different jurisdictions
with different comparators. Clinical practice patterns can vary between jurisdictions because they are defined by a number of factors, including organization of the health care system, availability
of resources, and economic patterns [4]. Nevertheless, in most
assessments in various jurisdictions, the same pivotal trials are
used, indicating that the same comparator is used in these jurisdictions. Where care patterns differ between jurisdictions, direct
and indirect comparisons may be used to include all context-relevant comparisons. In addition, as Jönsson [4] pointed out, variation in usual care may diminish over time because of convergence
of patterns of clinical practice and an increase in evidence-based
decision making.
The aim of REA is to compare health care interventions in daily
practice on the basis of the synthesis of available evidence. Although data from comparative studies (direct comparisons) are
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mostly preferred, for a considerable number of pharmaceuticals
such data are not available around the time of marketing authorization because no active control study was performed or the results are not published [14,15]. In addition, surrogates are often the
main end points in the clinical studies that form the basis for the
reimbursement submission [10], indicating that trials are not ideal
for reimbursement decision making. Decision makers struggle
with the challenge associated with the limited availability of or
quality of the evidence [7]. Clement et al. [10] identified significant
uncertainty around clinical effectiveness as a key issue in reimbursement decisions. The increased interest in comparative effectiveness data worldwide and increased resources for conducting
these type of studies, through, for example, The American Recovery and Reinvestment Act of 2009 [16], may boost the amount and
quality of effectiveness data that will be available in the future
[17,18]. This will result in a better understanding of the effectiveness of pharmaceuticals in clinical practice and will improve the
ability to make evidence-based decisions for individual patients as
well as for the development of national recommendations.
Partly to address the problem of limited evidence, some jurisdictions are exploring the use of conditional reimbursement or
coverage with evidence development [7]. However, even such an
approach has to be based on the available evidence at the time.
Hence, an REA shortly after market authorization often has to
include an estimate of how efficacy data in experimental studies
can predict (comparative) effectiveness in clinical practice. Therefore, indirect comparisons currently play an important role in the
REA of pharmaceuticals directly after market authorization. The
use of indirect comparisons for evaluating health care interventions has been studied in detail [19 –22]. So far, however, relatively
few jurisdictions provide clear guidance on which techniques are
preferred for REA [23,24]. There is a clear need for internationally
agreed guidelines in this area. In addition, harmonization and/or
standardization in the approaches how to extrapolate from efficacy to effectiveness data would also be an important step to sharing assessments. Although not applicable to all countries, our
findings confirm the finding by Zentner et al. [13] that methodologies for REA are less well described than pharmacoeconomic
methodologies or other drug evaluation aspects. Hence, there is
a need for detailed guidelines on methodological requirements
for REAs.
This article specifically focuses on the methods for an REA.
Although a very relevant step, harmonization of methods and best
practices for REA between jurisdictions is not identical to harmonization of market access in various jurisdictions. The reimbursement decision-making process is a national/regional responsibility. Other criteria such as cost-effectiveness and budget impact
can be relevant for the decision, and differences in the process of
reimbursement evaluations can lead to variance in the timing of
market access. Even more, jurisdictions can make different reimbursement decisions on the basis of the outcome of the same REA
if there is difference in perception of the value of the available
data, for example, for cultural reasons. One jurisdiction may value
improvement of progression-free survival as clinically relevant,
while another jurisdiction may not find this sufficient and require
data on overall survival. Furthermore, one jurisdiction may be
willing to accept a higher level of uncertainty than the other. Nevertheless, this does not diminish the benefits of harmonizing REA
as this harmonization has the potential to lead to efficiency gains
for assessment agencies as well as industry, which in the end may
lead to faster access for patients to new pharmaceuticals.
REA has attained an increasing role in reimbursement decisions of pharmaceuticals. Not only does it contribute to evidencebased clinical decision making, it also forms an integral part in
identifying the pharmaceuticals that offer the most value for
money [1]. Enhanced collaboration and development of methods
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and best practices for REA between jurisdictions may improve efficiency in the assessment of health technologies [1,3,4].

Conclusion
The results presented in this article show that some important
methodological aspects for REA are approached in a similar way
in many jurisdictions, indicating that collaboration on assessments may be feasible. Enhanced collaboration in the development of methods and best practices for REA between jurisdictions
will be a necessary first step. Important topics for developing best
practices are indirect comparisons and how to handle the gap
between efficacy and effectiveness data in case no good quality
comparative effectiveness data are available at the time of reimbursement decisions.
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1.

Provided
by

Section

Comment

Response by authors

ISPOR

General

Authors suggested the following classification of [HTA]
assessments – Rapid and Full. In the context of a particular
document, ‘Rapid’ may not be the best word. Kudos to authors
for including definitions and explanations for ‘Rapid assessment’
throughout the document. However, it seems that the word
‘rapid’ is perceived as confusing (even to the authors). E.g.,
authors often say “(single) rapid assessment’ as a reference to a
single therapeutic option (a drug or an intervention).

We understand the possible confusion regarding terminology as
in general, terminology is often based on regional preferences
instead of world-wide agreed terms. The authors believe that
partial may be confusing as well. In general, a rapid review or
rapid assessment is a common term in Europe. Therefore we
choose to use this term. Further, “(single) rapid assessment’
refers to an assessment of a (often new) pharmaceuticals
relative to it’s comparators. Hence, the ‘single’ represents the
reason for initiating the assessment (a specific pharmaceutical)
whereas there may be multiple comparators.

Would you be able to change “Rapid”  “Partial”?
In this case, a classification may look as follows: Partial
assessments and Full assessments.
2.

ISPOR

General

This document represents a tremendous amount of work for a
very useful purpose!
I am not pleased with re-defining the terms “efficacy” and
“effectiveness” as attempted.
The new definitions include a “net” effect, whereas the standard
definitions are absolute and based just on control of the
particular condition. There is no operational quantification of
either efficacy or effectiveness at the net, at the present time.
Thus, even using these terms conceptually will still cause
confusion. I recommend sticking to the traditional definitions but
noting that they are viewed for HTA and less formal drug usage
policy decision-making IN CONTEXT of safety.

Thank you for the complement. We agree that the definitions of
the HLPF are not ideal. However, they are a consensus between
many stakeholders and should therefore be basis of the work
on relative effectiveness assessment within EUnetHTA.

3.

ISPOR

General

Throughout the document, there is a sense that all the countries
involved are making relative effectiveness decisions to support
reimbursement. In the UK that is not the case, at least in a direct
way. Pharmaceuticals which have a product license are
automatically reimbursed unless placed on a restricted list
(where the NHS will not pay for any prescriptions). The advice
from NICE and SMC is about use in clinical practice – if a product

A clarification is added to section 2.1.
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receives a negative NICE review it is still technically reimbursed
but it is not advised.

4.

ISPOR

General

5.

ISPOR

General

6.

ISPOR

General

7.

ISPOR

General

Perhaps throughout it would be better to word as “support
reimbursement and clinical management decisions” or at very
least clear up the issue with NICE and SMC at the beginning of
the document.
An assessment for additional commas could be done; many
appear to be missing
Congratulations on this mammoth effort. The information
collated and presented in the report is of significant value to
health outcomes researchers worldwide. The report is well
written and the Appendix information is clearly structured and
overall presents a clear picture of the current status.
Did you consider the increasing use by EMA and FDA of imposing
requirements for post-authorisation studies as a trend that may
become more frequently used as a means to ensure that data to
determine effectiveness in real world use becomes available
within a given timeframe?
I enjoyed reading this important and well-written background
review. This EUnetHTA JA WP5: Relative Effectiveness
Assessment (REA) of Pharmaceuticals reviews the scope, the
process, and the scientific methods used for relative
effectiveness assessment of pharmaceuticals through literature
review and supplemental survey of 30 countries. In general, this
review is thorough with a lot of information. However, I would
like to see paragraphs or sentences categorizing these countries
into different subgroups based on the similarities of their process
or structure of reimbursement evaluation or performing REA.
Also providing a little bit more historic reason for the current
practice of REA in each country may help pave the way for
future integration of REA across these countries (each REA
model may have been designed unique to its health system). In
addition, discussing main lessons learned from the different REAs

Thank you for pointing this out.
Thank you for the complement.

We agree that post marketing studies may be useful for relative
effectiveness assessment in the real world. Currently however it
is not quite clear how these data can be used because often only
data on the new pharmaceutical are collected while information
on the comparative treatment is not collected.
Thank you for the complement.
We think this is a useful suggestion however as we have not the
historic reason for the current practice of REA in various
jurisdictions we cannot provide this information.
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across these countries will be very helpful for policy makers in
allocating budget for health services research.
All first word of footnote should be capitalized for consistency.
Example to fix: page XIV footnote 82.. note this is not a
complete list
Like to reiterate the importance of standards in terms of
definitions (HTA, CER, EBM) and data

Response by authors

8.

ISPOR

General

Processed as suggested.

9.

ISPOR

General

10.

ISPOR

General

There is no mention of observational or epidemiologic research
methods as they apply to CER; there is extensive background on
internal/external validity in design that would relate to this

These items will be discussed in the guidelines that are being
developed within WP5.

11.

ISPOR

General

Good summary of the international groups involved in CER
(relative effectiveness assessment)

Thank you for the complement.

12.

ISPOR

General

We agree with the comment as also suggested in the summary
of most relevant challenges.

Thank you for your comments. Regarding the specific issues we
would like to comment:
It may be useful to define who will use the tools and methods
developed (page 9 line 21) for example industry, government,
academia.

These tools and methods will be developed in order to support
reimbursement decisions.

Consider having a list of the size of population corresponding to
each of the 30 countries for which information has been data
extracted. In this way some variation in methods may later be
explained by the magnitude of healthcare provision.

A list of the size of the populations is not included as it is not
possible within the current timeframe to explore relationships
between methods and size of population.

Unfortunately there is no consideration of health economics –
but as long as the working title is “effectiveness” – and not
efficiency – this seems to be appropriate

The working title is indeed relative effectiveness and not
efficiency.

Several differentiations are addressed within the report: a)
inpatient and outpatient, b) rapid and full assessment c),
assessment and appraisal – it will be difficult to address all subitems when designing a common tools to be used by all member

The authors feel that it is possible to design common tools for
assessment (appraisal is not the remit of WP5). There will not be
a specific tool for outpatient vs inpatient, however there will be
different tools for rapid and full assessments.

EUnetHTA WP5 – Relative Effectiveness Assessment (REA) of Pharmaceuticals
Comments provided during public consultation of Draft Background Review on
Relative Effectiveness Assessment of Pharmaceuticals

Comment #

Provided
by

Section

Comment

Response by authors

states.
I like the focus on relative effectiveness with three important
elements (chapter 1.2.3)
Unfortunately there is no focus on medical devices.

The focus of WP5 are pharmaceuticals, therefore other medical
technologies will not be adressed. However within other
workpackages in EUnetHTA other medical technologies will be
covered.

For users it is more promising to use the appendix which
presents details per country. Due to inhomogeneous health care
systems a quantitative evaluation is of less importance

The authors feel that a quantative evaluation is relevant for WP5
as it shows if there is common ground for a shared assessment.

The report is helpful for the identification of which item to
consider. It does not really express what items are considered in
the national health care settings.

The focus of WP5 is indeed to identify items to consider in a
shared assessment and not focus on national health care
settings.

13.

ISPOR

General

This is a very interesting and important aspect of effectiveness
assessment relative to international perspective. The way you
have structured the problem and the background is very
comprehensive. This very nice review that worth the time and
effort. See a few additional comments in the rows below.

Thank you for the complement.

14.

ISPOR

General

I would only comment, and not about content that does not
seem questionable. I refer to the presentation of the tables, both
in the main document as annexes. I would suggest that the
presentation of tables and figures are more striking to the eyes
with the use, for example, orange and yellow colours.

We appreciate the comment. The colours have been adapted.

15.

ISPOR

General

The mock 3-D graphs make it impossible to determine the value
from end of the bar and the scale. For example, Figure 6 has
four bars representing a value of 80% and the scale ends at
80% but the bars do not appear to be at the end of the scale.
The best solution is to not use mock 3-D (it is visually confusing
and misleading).

Processed

Most of the figures use rectangular prisms for the bars, but
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Figures 17 and 18 inconsistently use cylinders. The best solution
would be not to use mock 3-D.
The grey background in the figures is likely to lead to poor
resolution if the document is copied/printed in black and white.
A solution is to leave the background white.
The use of solid (saturated) yellow and solid (saturated) red for
most bars, while consistent with the colours in the EUnetHTA
logo, may be difficult to distinguish if the document is
copied/printed in black and white. Solutions are to use a less
saturated colour for one of the bars (e.g.,, light yellow vs
saturated red) or hatching (e.g., have red hatching on a light red
background for the red bars).
Whatever is decided for the graphs, they should be copied in
black and white to check that they remain clear and legible when
copied, since this is likely to have occurred for some readers of
the document.
16.

ISPOR

General

17.

ISPOR

General

18.

ISPOR

General

19.

ISPOR

General

Congratulations on this mammoth effort. The information
collated and presented in the report is of significant value to
health outcomes researchers worldwide. The report is well
written and the Appendix information is clearly structured and
overall presents a clear picture of the current status.
Thanks again for the opportunity to review this excellent report.
Please include me again in any future review panel for this
project.
(General) I really appreciate to have a chance to review the draft
report, which is very important and informative to those in
academics, government side and/or health insurance side. The
authors did great job.
They defined the terms and delivered information on the process
and major criteria of relative effectiveness assessment.
As for national activities outside of Europe, I wonder why they

Thank you for the complement.

Thank you for the complement and your interest in this project.

Thank you for the complement.

The websites of CADTH and PHARMAC were searched as well
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choose only AHRQ, ICER, PBAC, PCORI, DERP.
Canada and New Zealand have nothing to do with REA?

(as mentioned in the introduction of chapter 3) however we did
not find any activities to the production of specific guidelines.

20.

ISPOR

General

Still I am confused with the term “rapid assessment”, it sounds
like “priority review of FDA”. If (single) rapid assessment is
formal process to most countries, can it be called (more
formally) standard assessment?

We understand the possible confusion regarding terminology as
in general terminology is often based on regional preferences
instead of world-wide agreed terms. (single) rapid assessment is
a commonly used term in Europe referring to assessments that
provide input for decision making and are conducted within a
limited timeframe. Therefore the authors choose to stay with the
term.

21.

ISPOR

General

All charts and graphs: 3D graphs are difficult to read, and
inappropriate if no 3rd dimension is being presented

Processed

22.

ISPOR

General

The fact that all countries conduct REA does not mean that it can
necessarily be shared between countries. One should further
clarify how relative effectiveness is assessed in EU countries. At
present, there are at least two different approaches: a
continuous quantitative estimate in the context of costeffectiveness modeling (e.g. NL, England) versus a categorical
qualitative estimate of “added value” in some other countries
(e.g. France, Belgium, Germany)

Your comments are worthwhile and are used in the current
development of the guidelines within WP5. In this review we
restrained ourselves to the REA, within our remit, and did not
perform any detailed analysis of processes and methodology
that relates to CEA.

23.

ISPOR

General

Efficacy and effectiveness are in fact on a continuous spectrum
but that, from an operational standpoint, what matters is to
clearly define the source of information from which relative
efficacy and relative effectiveness estimates may be derived.
Specifically:
- Estimates of relative efficacy can be derived from (1) direct
comparisons within randomised clinical trials, and (2) indirect
comparison of information from separate clinical trials using
meta-analytical methods.
- Estimates of relative effectiveness can be derived from multiple
sources that include e.g., (1) clinical studies that use a study
population, comparator, or treatment scheme close to real world

Your comments are worthwhile and are used in the current
development of the guidelines within WP5. We look forward to a
discussion on the methodological guidelines in 2012.

EUnetHTA WP5 – Relative Effectiveness Assessment (REA) of Pharmaceuticals
Comments provided during public consultation of Draft Background Review on
Relative Effectiveness Assessment of Pharmaceuticals

Comment #

Provided
by

Section

Comment

Response by authors

practice, (2) observational studies (cohorts, case/control,
exposed/non-exposed, registries, claims databases, etc.), and
(3) models that bridge relative efficacy data with epidemiological
information on the natural history of the disease and/or contextspecific resource utilization data. We understand that these are
currently looked at in the development of methodological
guidelines and we would be pleased to be able to contribute to
that on-going discussion.
24.

ISPOR

Summary,
Footnote
on Page 5
Summary,
Page 6
Line 17
Summary,
Table on
Page 6
Summary,
Page 5 line
23

"(Single) rapid assessment are assessments ..." should be either
"(Single) rapid assessment is an assessment ..." or "Rapid
assessments are those..."
"technical characteristics if the technology" should be "technical
characteristics of the technology"

Processed

25.

ISPOR

26.

ISPOR

Suggest to use bullets for each cell of the right column

Processed

27.

ISPOR

The paragraph starting at this line reads almost identically to
section 4.2 – it may benefit from slight re-wording to emphasize
key points rather than just repeat the discussion

Processed

28.

ISPOR

Summary,
Page 6 line
11

This sentence suggests that “this comparative analysis” can be
shared between countries but earlier it was pointed out that
there could be different comparators etc. Should this be more
clearly worded as “the methodology of comparative analysis”?

The authors feel that not only the methodology, but also the
actual assessment may be shared in case of the same
comparator. However, the decision based on the assessment is
up to the individual member states. Therefore we have not
changed the sentence.

29.

ISPOR

Summary,
Page 6 line
8

As above, this paragraph is almost identical to section 4.3 so it
doesn’t draw your attention if you read the summary after the
whole document. Perhaps some re-wording would make it stand
out more.

Processed

30.

ISPOR

Summary,
Page 6 line

In this table I would suggest some re-wording in the final row –
perhaps what the guideline could focus on is “justification for the

The guideline includes general recommendations and good
practice rules for the choice of the most appropriate comparator

Processed
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Summary,
34

choice of comparator” rather than just the choice of comparator.
Although different systems may end up with a different
comparator, the steps taken to get there (i.e. to justify the
choice) could be similar.

for relative effectiveness assessments which includes
justification. We have rephrased the title of the guideline into:
‘Criteria for the choice of the most appropriate comparator(s)’.

Summary,
Page 6 line
17
Summary,
Page 6,
line 18
Summary,
p5, line 14
Summary,
p5, line 31

Should be “characteristics of”

Processed

----such as ethical, social - - -

Processed

‘Unites’ -> ‘United’

Processed

‘comparable’ -> ‘similar’; it is not that the outcomes being used
are able to be compared [ie, that they can be validly analysed]
that is the point here; rather, the point is that the same – or
similar – outcomes are used in different countries

Processed

Summary,
p5, line 39
Summary,
6:18
Summary,
6:34

‘differences,’ -> ‘differences’ (i.e. comma is not required)

Processed

Insert ‘as’ between ‘such’ and ‘ethical’

Processed

Consider adding to the table of challenges the issue that some
countries may not recognise the value in adopting a common
methodology especially where their economy is not able to
support access to the newer technologies.

It is the scope of this background review to look at methodology
for relative effectiveness assessment, the suggested challenge is
out of the scope.

31.

ISPOR

32.

ISPOR

33.

ISPOR

34.

ISPOR

35.

ISPOR

36.

ISPOR

37.

ISPOR

38.

ISPOR

Summary/I
ntroduction

The purpose and intent of the overall effort is not made clear; it
seems to be presenting an “academic” case for why this
background is being provided, but not information as to what
larger effort is being supported.

The authors feel that this is addressed in section 1.1.

39.

ISPOR

Introducti
on, Page
9, line 29-

Starting with ‘an overview of the processes...’ These sentences
can be moved to the beginning of this paragraph before line 29

The authors feel that the current structure of this section is
adequate.
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40.

ISPOR

41.

ISPOR

42.

ISPOR

43.

ISPOR

44.

ISPOR

45.

ISPOR

46.

ISPOR

47.

ISPOR

Section
35
Introducti
on,
Generaleditorial
(Appendix)
Introducti
on, Page
12, line 39
Introducti
on, Page
13 lines1213
Introducti
on, Page
13
Introducti
on, line
14-19
Introducti
on, Page
13 line 1921
Introducti
on, Page
13 line 19
Introducti
on, Page
15 line1
Introducti
on, Page
15 line 7-9

Comment

Response by authors

All first word of footnote should be capitalized for consistency.
Example to fix: page XIV footnote 82.. note this is not a
complete list

Processed

Replace ‘;’ with ‘.’ Note this is not a complete list

Processed

Suggest rephrasing title of 1.2.3.2. Perhaps introduce in
acronyms: REA, HTA, EBA

The title has been rephrased into: Confusing terminology.

First sentence would read ‘The terms evidence based medicine,
comparative effectiveness research and health technology
assessment are often used interchangeably.’ The second
sentence would read ‘However, each of these entities is used to
address health outcomes and policy questions from different
perspectives motivated by different needs.’

This section has been rephrased.

Modify phrasing of this sentence to ‘It should be noted that in
this graph, comparative effectiveness research is positioned as a
measure that provides input

This section has been rephrased.

Perhaps to add one sentence that describes that in HTA, the
aspect of study design is to answer the following questions: Can
it work? Will it work? Is it worth it at all? Having these headers
first introduced in Figure 2 seems a little unclear
Change clinic to clinical

This section has been rephrased.

This explanation seems unnecessary

Processed

The authors feel that the sentence is relevant as it emphasizes
the fact that the meaning of these words are interpret differently
by people which can cause confusion.
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48.

ISPOR

Change usual to actual

49.

ISPOR

The definition provided is the official definition that was provided
by the High Level Pharmaceutical Forum. Therefore the authors
will not change the sentence.
Processed

50.

ISPOR

Introducti
on, Page
17 line 25
Introducti
on, Page
5, Line 32
Introducti
on, Page
6, Line 15

51.

ISPOR

Introducti
on, Page
11, Line 4

52.

ISPOR

Introducti
on, Page
6, Lines
11-14

“clinical relevant outcomes”: change to “clinically relevant
outcomes” or “relevant clinical outcomes”
Define EUnetHTA HTA Core Model. Authors provided a definition
for all concepts as they appear in the text. This creates a flow of
thoughts and is easy to read. EUnetHTA HTA Core Model is
probably very familiar topic to authors. However, it would be
great to include a brief definition for a lay person like me. I
stumbled a few times and had to go to web to read about
EUnetHTA HTA Core Model analytical framework.
Change “the Reinvestment Act”  “Recovery Act”. Authors use
“Recovery Act” on page 55 (table). US Government websites
often cite American Recovery and Reinvestment Act as
Recovery Act. This abbreviation also appears more often in
various analytical reports.
We conclude based on the results of our review that there is a
common ground for the development of a shared methodology
for this comparative analysis, the relative effectiveness
assessment of pharmaceuticals.

Processed

Processed

Your response is acknowledged. However we are not sure
whether this report is publicly available. Therefore no reference
to this report is added to our background review.

 this statement was earlier made (September 2010) in the
Belgian background report in the frame of the Belgian EU
presidency and accepted by the EU council recommendation end
2010. This should be acknowledged. See also chapter 4,
Discussion.
53.

ISPOR

54.

ISPOR

Introducti
on, Page
6, line 22
Introducti
on, P 14 L
19

Both Paid and full model are "except for cost and economic
consideration" ? Unclear formulation.

Processed

The figure 2, from Drummond’s paper in 2008, is kind of outdated and not very accurate. Luce and Drummond have written
a new paper to clarify the differences among EBM, HTA, and

Thank you for pointing this out. The section has been rephrased
accordingly.
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55.

ISPOR

Introducti
on, P 17 L
29-35

56.

ISPOR

57.

ISPOR

58.

ISPOR

Introducti
on, Page
12 Line 1
Introducti
on, Page
16 Table1.
(point 2)
Introducti
on, P13
line 8

59.

ISPOR

Introducti
on, Page 9
line 4

Comment
CER. The figure 2 should be updated with the newest version in
his recent paper. Here is the reference: Luce, B. R., Drummond,
M., JÖnsson, B., Neumann, P. J., Schwartz, J. S., Siebert, U. W.
E., et al. (2010). EBM, HTA, and CER: Clearing the Confusion.
Milbank Quarterly, 88(2), 256-276.
Rapid assessment of relative effectiveness of pharmaceuticals
and Full assessment of relative effectiveness of pharmaceuticals,
if they are same as Rapid model and Full model, are not clear
defined with detailed information. After reading the introduction
part, the reader cannot clearly see the distinct difference
between these two models. You might want to define them in
the introductory part with more keywords, besides “rapid” and
“full”, even though I do see the description in Page 24.
"the following definition of IOM is adopted for..." should be "the
following definition is adopted by IOM for..."

Response by authors

The exact definitions used are still under debate. Therefore we
did not make any changes to these definitions in our report.

Processed

"technical characteristics if the technology" should be "technical
characteristics of the technology"

Processed

In Figure 1 of the efficacy/effectiveness spectrum, Medical claims
data is categorized in the absolute effectiveness end of the
spectrum. I would suggest reconsidering this categorization, for
medical claims data can be used to conduct case-control or
cohort studies with or without comparators. In addition, if
medical claims data is included in this spectrum, have you
considered where EMR would be placed in the
efficacy/effectiveness spectrum?
Not sure I agree with putting “(new innovative)” in this
sentence. In the summary it is discussed that full evaluations
may not take place when the product is new. Also, the adding
the word ‘innovative” at this stage raised many issues about
what innovation is to different people – this issue has not been
discussed in the document. My suggestions are to remove those
words (new innovative) but perhaps also to think about adding a

We agree with the commentator that the figure is a simplified
presentation. However, as it is a figure from a specific source we
do not choose to adapt the figure. We have added the following
comment: ‘as illustrated in Figure 1 which is a simplified
presentation of the spectrum’.

The words ‘new innovative’ have been deleted. The authors
agree that there is a overall need to clarify the word innovation.
However, the authors have not added a discussion regarding
how different agencies view ‘innovation’ as they feel this is not
the focus of this background review.
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discussion on how different agencies view innovation since it is a
relevant topic in this discussion.
60.

ISPOR

Introducti
on, Page
10 line 12

When I read this I was surprised that the statement included no
wording about access to patients! In my mind the overarching
idea is to get the right medicines to the right patients rather than
just make money! .
Here again the issue of innovation is raised but not really
discussed

In the preceding paragraph the overall aim of the HLPF is
mentioned: ‘to find relevant solutions to public health
considerations regarding pharmaceuticals’.

61.

ISPOR

62.

ISPOR

63.

ISPOR

Introducti
on, Page
10 line 12
Introducti
on, Page
12 line 1
Introducti
on, Page
12 line 10

Should read “definition from IDM”

Has been rephrased.

This sentence states that the words “alternative methods” imply
comparison in study populations typical of daily practice – those
words do not mean that to me! Alternative methods to me
meant just that there was a comparison. I felt uncomfortable
reading this since it felt like it was taking a statement and
making of it what was required rather than the spirit in which it
was made.

The words ‘typical of daily practice’ have been deleted.

64.

ISPOR

Introducti
on, Page
12 line 32

I felt that this paragraph needed to finish with another sentence
starting “However,.... The section ends with lots of issues about
the definition rather than justifying why it is the one which will
be used.

The following sentence was added Although the definition may
not be without debate this definition will form the basis for WP5,
as it is a consensus between many relevant stakeholders in
Europe.

65.

ISPOR

Introducti
on, Page
12 line 41

This paragraph discusses issues of effectiveness yet it is sitting in
a section entitled efficacy – that made it a little confusing to read

The title was changed to ‘The efficacy/effectiveness spectrum’.

66.

ISPOR

Introducti
on, Page
15 line 28

This sentence states that comparisons are made with already
existing interventions. While I accept that this is the case in
many situations, I think it is too strong a statement for this place
in the document. Earlier it is stated that full assessments can
take place many years after license so you could in fact do a

We agree with the comment and have rephrased ‘already
existing interventions’ in to alternative interventions.

See answer to comments 59.
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relative effectiveness assessment with an established product
compared with a new treatment coming to market.
67.

ISPOR

Introducti
on, Page
12, 1.2.3
line 32

The concept is still the same; the ratio would be month: month
in the comparison

It is not clear to us what is meant by this comment. No changes
are made in the report.

68.

ISPOR

Introducti
on, Section
2.2.3

Should the concept of co-insurance be included—this is frequent
in in-patient in the US (drugs are part of the total bill; this is a
percentage of charge after deductible is met)

Co-insurance is also common in Europe, however this question
focuses on the co-payment that is applicable to the basic benefit
package. Co-insurance is complementary insurance in addition to
the basic benefit package. As there is not basic benefit package
in the USA the framework above is not applicable.

69.

ISPOR

Introducti
on, p13,
line 4

‘According to these Member States’ – it is unclear as to whether
this is the first or second set of Member States mentioned in the
previous sentence. Perhaps omit this sentence and insert ‘(so as
to obtain the best estimate of what happens in real life)’ at the
end of the previous sentence, if this is the intended meaning.

Rephrased to ‘latter group’.

70.

ISPOR

Introducti
on, p15,
line 15

In Australia, generics are rarely considered in a rapid assessment
because, by definition, they have been registered as being
interchangeable (on a population or patient basis) with the
innovator drug. Whether to use a generic is then an issue of
price, which is dealt with by the PBPA [Pharmaceutical Benefits
Pricing Authority] rather than the PBAC.

This comment probably refers to figure 6 instead of p15, line 15.
Australia as an example has been replaced by Scotland.

The PBAC assesses new formulations and strengths of a
molecule, although the submission is usually a ‘minor’ submission
(and may be only a couple of pages instead of many hundred or
thousand pages). If a generic with a different formulation from
the innovator (e.g., a controlled release instead of immediate
release) wanted to be PBS-listed, it would need to be assessed
before it could be listed.
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In addition, a generic requesting listing for a new indication has
the same status as an innovator drug requesting listing for a new
indication, and either would require a submission (typically a
‘major’ submission) to the PBAC. A new indication will
necessarily require a new assessment of efficacy (for the new
indication) and may even have a different comparator from the
earlier indications. For example, an oncology drug with an
original indication of last line use for a specific cancer site may
have new indications requested for earlier line use for the same
cancer site or for a different cancer site. Whether the oncology
drug is the innovator or a generic is not relevant.
Thalidomide for multiple myeloma comes to mind as an out-ofpatent drug that had a totally different indication many years
after it originally came to market.
In a full assessment in Australia, there is no distinction made
between the innovator and any generic versions of the same
molecule (although characteristics of the formulation, eg
controlled vs immediate release, may be considered).
My view is that generics are not exempted from an evaluation in
Australia, but if this is what the respondent for the PBAC
said/wrote, then the text correctly reports this.
71.

ISPOR

Introducti
on, p15,
line 28

‘compared to’ -> ‘compared with’

Processed

72.

ISPOR

Introducti
on, p16,
line
Introducti
on, 18,
item 2

‘if’ -> ‘of’

Processed
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73.

ISPOR

Introducti
on, p16,
line
Introducti
on, 18,
item 6

‘Analysis’ -> ‘analysis’

Processed

74.

ISPOR

Introducti
on, p17,
line 6

‘Acknowledges’ -> ‘acknowledges’ (provided this agrees with the
original)

Processed

75.

ISPOR

Introducti
on, 10:20

Are you planning to survey recent literature to see if the
common definitions are now broadly adopted?

This is a useful suggestion, however can not be realised within
the timeframe of this report.

76.

ISPOR

Introducti
on, 12:12

While I cannot challenge the definitions of the HLPF I feel that
reference to the target patient set is an important qualifier as
many safety problems occur with off-label use.

This is a relevant issue however is not discussed in detail in this
background review.

77.

ISPOR

Introducti
on, 15:1

‘clinic’ should be ‘clinical’

Processed

78.

ISPOR

Introducti
on, 16:18

Table entry 2; ‘if’ should read ’of’

Processed

79.

ISPOR

Introducti
on, Section
1.2.3.2,
page 13 to
15

Title of Section is confusing as the main part of this section is
about comparative effectiveness, and only the last paragraph
(lines 27 to 33, page 15) is about relative effectiveness
assessment.
It is also not 100% clear if comparative effectiveness as used in
this section and in figure 2 is equivalent to the term defined in
Section 1.2.2 (CE in the US).

The title and section have been rephrased.

80.

ISPOR

Introductio
n

Can a specific audience for this document be named?

The audience for this document is WP5 which is mentioned in
1.1.: An overview of the processes, the scope and the scientific
methods currently used by Member States for relative
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effectiveness assessment is necessary to set up common tools
within WP5 that are based on and similar to what is already
happening in daily practice in EU countries. Therefore this report
focuses on a review of the current processes, methodologies and
activities related to relative effectiveness assessment.

81.

ISPOR

Introducti
on, Page
9, line 2935

Starting with ‘an overview of the processes...’ These sentences
can be moved to the beginning of this paragraph before line 29

The authors feel that the current outline of this paragraph is
adequate.

82.

ISPOR

Introducti
on,
Generaleditorial
(Appendix)

All first word of footnote should be capitalized for consistency.
Example to fix: page XIV footnote 82.. note this is not a
complete list

Processed

83.

ISPOR

Section 2,
Page 19
line 20

Rephrase to ‘Methods used for REA in 30 countries are included
in this review...’

Also aspects of the scope and the process were included.
Therefore the suggested change is not adopted.

84.

ISPOR

Section 2,
Page 19
line 32

This line seems out of place

‘countries’ has been replaced by jurisdiction and consequently
the sentence referred to could be erased.

85.

ISPOR

Section 2,
Page 29
line 22

This line needs to be rephrased

The authors do not see the need to rephrase this sentence.

86.

ISPOR

Section 2,
Page 36
line 8

Define ‘internal’

This part of the sentence has been deleted. Internal referred to
not being publicly available which is already mentioned in the
first part of the sentence.

87.

ISPOR

Section 2,
Page 38

The variable names listed on the Y axis are not matching the
exact words on page 37 line 24

Processed
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Fig 13
88.

ISPOR

Section 2,
Page 40
line 25

Define ‘justified cases’

This is decided on a case by case basis.

89.

ISPOR

Section 2,
Page 40
line 34

Why are mortality/morbidity/QoL outcomes preferred?

These are considered final outcomes which relate to the final
objective for the use of the technology, not just to clinical
outputs, which is why they have great relevance for the patient
and for overall prioritisation. An assessment of final outcomes
makes it possible to compare different types of health
technologies conditional on the final consequences being
comparable.

90.

ISPOR

Section 2,
Page 42
Fig 16

Change ‘Are utilities used?’ To ‘Utilities used’ to match with other
variable names

Processed

91.

ISPOR

Section 2,
Page 41
line 1

This line needs to be rephrased

Has been rephrased to: In all jurisdictions surrogate outcomes
are accepted for the assessment. However many jurisdictions
state that they are not preferred, they are considered less
relevant for the final advice than clinical outcomes, and they are
only included if they are considered clinically relevant and/or are
validated.

92.

ISPOR

Section 2,
Page 42
line 29

This line needs to be rephrased

Has been rephrased to: Although the relevance of this aspect in
the overall assessment varies between jurisdictions and some
only consider the contra-indications on a case by case basis.

93.

ISPOR

Section 2,
Page 42
line 39

Why give surgical procedures as the sole example in this case?

This example was specifically mentioned by the interviewee.
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94.

ISPOR

Section 2,
Page 42
line 32

‘Ease of use of the technology’ is unclear in its meaning.

The authors are referring to properties of the technology that
are patient friendly.

95.

ISPOR

These sentences need to be rephrased. Unclear in meaning.

This sentence has been deleted as a result of the validation of
answers for New Zealand.

96.

ISPOR

Section 2,
Page 42
line 13-16
Section 2,
Page 28,
figure

The difference between cost-effectiveness and value for money
is not clear. In my opinion, there is not such a difference.

We agree that there might be overlap between these words.

97.

ISPOR

Section 2,
P 37 line
24

In Switzerland, the law defines that " any comparable drug "if
listed in the positive list (specialty list - SL) can be used for the
cost comparison , does nowhere specify that it has to be used in
the registration trials. An exception can be made to compare
with non SL drugs, but needs to be justified.

It is formulated that ‘ Only three countries state that ‘whatever
was used in the registration trials’ can be used as a choice
option (Belgium, Spain and Switzerland).’ This does not mean
that the comparator has to be used in the registration trial. It
is an option.

98.

ISPOR

I believe ‘logical regression’ should be ‘logistical regression’

Processed

99.

ISPOR

Section 2,
Pg40 L23
Section 2,
P 40 L 12

It will be helpful if the mechanism of indirect comparison is
described in the beginning of the section.

The following sentence was added: Indirect comparisons can be
used to determine the relative effectiveness of two treatments in
the absence of direct head-to-head evidence.

100.

ISPOR

Section 2,
P 43 L 7

Listing he full name and reference of GRADE, SIGN and JADED
will clear the reader’s confusion on these concepts.

Sentence was rephrased: International classification systems
mentioned to be used are for example Grading of
Recommendations Assessment, Development and Evaluation
(GRADE), Scottish Intercollegiate Guidelines Network (SIGN) and
the JADAD scale.

101.

ISPOR

Section 2,
Page 43,
Line 7

Change ‘JADED’ by ‘JADAD’

Processed

102.

ISPOR

Section 2,

suggest to use more tables and figures to become more readable

The authors feel that more tables and figures would not
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contribute to improved reading as the purpose of the chapter is
to provide an overview of aggregated results. For more details
readers can consult the raw data in the appendix.

103.

ISPOR

Section 2,
Minor:
Section
2.2.4

For reimbursement, it may be worthwhile mentioning the new
reimbursement mechanisms for pharmaceuticals, like coverage
with evidence development, ceiling price, and risk-sharing
schemes.

The focus off our report is the relative effectiveness assessment
and not the reimbursement mechanisms. Therefore this was not
discussed in detail in this report.

104.

ISPOR

Section 2,
Minor:
Section 2.3

It may be useful to include dissemination mechanisms for the
REAs in different countries, a lay-friendly report will be provided?

We acknowledge that that dissemination mechanisms such as
lay-friendly reports a relevant aspect, however as WP5 focuses
on the methods for the assessment itself, this is not included in
this backgrounds review.

105.

ISPOR

P20 line
17-20, 22

No interview was conducted for the USA and section C and D of
the data abstraction were not conducted for the USA. Although
there is no single organization that is involved in the national
assessment of pharmaceuticals or reimbursement decisions of
pharmaceuticals in the US, there are some major health plans.
One suggestion is to potentially use data from Kaiser or United
Healthcare (or another major health plan) in the USA. Although
the results may not be generalizable to the rest of the country, it
may still be important to obtain some data from the US. This is
especially the case since many of the national activities on
“relative effectiveness” outside of Europe (as described in section
3.3) are in the USA.

We agree with the commentator that data on relative
effectiveness assessment in the USA would be useful
information. However, we feel that this should then include
information of different parties as there is single body to refer
to. Unfortunately this is not realisable within the timeframe of
WP5.

106.

ISPOR

Section 2,
Page 19
line 22

Why is All Wales Medicines Strategy Group not included in this
list? They have a similar remit to SMS in Scotland (although
narrower and NICE is applicable in Wales too).

As NICE is applicable in Wales as well, this was the preferred
choice.

107.

ISPOR

Section 2,
Page 22
line 28

As mentioned previously, a negative decision from NICE or SMC
in the UK does not mean that the product is not reimbursed. This
is said or implied in a few places.

The sentence that is referred to is referring to the NHS blacklist
(Part XVIIIA of the NHS Drug Tariff), which is not based on
NICE/SMC recommendations. Whereas the comment is referring
recommendations by NICE/SMC. This is explained in section
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2.2.4.3 Purpose, status and scope (just above table 4).

108.

ISPOR

Section 2,
Page 24
line 20

This heading may be more accurate to say “Evaluations to
support reimbursement decisions”?

Processed

109.

ISPOR

Section 2,
Page 26
line 1

Same comment as page 24 line 20 - title of the Figure could be
broader than “evaluation for reimbursement” since that is not
actually the case in the UK (or add a footnote to explain, as has
been done for France in respect of not including costeffectiveness criteria)

Processed

110.

ISPOR

Section 2,
Page 28
line 30

This statement is not strictly true in the UK – a manufacturer can
approach NICE to ask for an appraisal

Sentence is deleted.

111.

ISPOR

Section 2,
Page 30
line 12

In Scotland this is not a reimbursement decision

In results table 9 it is indicated that de reimbursement or
funding decision is made by the Regional Health Authority.
Therefore we feel that rephrasing is not required.

112.

ISPOR

Section 2,
Page 32
line 40

In both cases in England / Wales the product is still reimbursed
but you do not get this insight from the current text

To the authors knowledge only the positive decisions by NICE
are mandatory (legislative): if NICE recommends the use of a
product, it becomes mandatory for primary care trusts to provide
and fund it (which we see as reimbursement). However, in case
of a negative advice it is up to the primary care trusts to decide
whether they want to fund (reimburse) the pharmaceutical.

113.

ISPOR

Section 2,
Page 33
line 17

I would be interested to know more about the criteria you found
which relate to publication or not – I think this would be very
insightful.

We have not looked into the criteria for publication, only
whether the documents are published or not. Therefore we can
not provide this information.

114.

ISPOR

Section 2,
Page 36
line 8

The context of the word “internal” is not clear – does this mean
internal government use or internal manufacturer use or
something else?

This part of the sentence has been deleted. Internal referred to
not being publicly available which is already mentioned in the
first part of the sentence.

EUnetHTA WP5 – Relative Effectiveness Assessment (REA) of Pharmaceuticals
Comments provided during public consultation of Draft Background Review on
Relative Effectiveness Assessment of Pharmaceuticals

Comment #

Provided
by

Section

Comment

Response by authors

115.

ISPOR

Section 2,
Page 36
line 17

Add - were similar “to those for rapid assessments”

Processed

116.

ISPOR

Section 2,
Page 40
line 23

Should this read “logistic regression” rather than “logical
regression”?

Indeed should be logistic. Has been rephrased.

117.

ISPOR

Section 2,
Page 42
line 6

Could use the abbreviation “HRQL” which was defined earlier

Processed

118.

ISPOR

Section 2,
Page 42
line 35

In Scotland the submission document may not explicitly state
ease of use but there is a section to discuss any additional non
clinical factors which are important and ease of use would fit
there if it were applicable

Thank you for providing this insight. This has been rephrased.

119.

ISPOR

Section 2,
Page 27,
lines 26-28

Sentence meaning is unclear.

Has been rephrased into: In order to be granted reimbursement
in Norway, the marketing authorization holder has to
demonstrate the seriousness of the disease/condition, that longterm treatment is necessary (more than 3 months) and the
efficacy and cost-effectiveness.

120.

ISPOR

Section 2,
Page 29,
lines 22,23

Sentence meaning is unclear.

Has been rephrased into: We have identified the three steps in a
reimbursement process that can include different organisations:
1) Assessment, 2) Advice, 3) Decision (Figure 8).

121.

ISPOR

Section 2,
Page 31,
lines 14-16

CADTH in Canada have also initiated patient input: details at
http://www.cadth.ca/index.php/en/cdr/patient-group-input

The following sentence was added: The CADTH has developed a
formal approach for incorporating patients’ perspectives into its
Common Drug Review (CDR) process by inviting patient
organisations and individuals to submit information via a
standardised form.

122.

ISPOR

Section 2,
Page 36,

Sentence is unclear: Suggest: “The document is not publicly
available in all countries, e.g. in Denmark, Malta and Spain the

Has been rephrased, see response to comment 214.
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123.

ISPOR

Section 2,
Page 42,
lines 91-21

Sentence meaning is unclear.

Has been rephrased into: In order to be granted reimbursement
in Norway, the marketing authorization holder has to
demonstrate the seriousness of the disease/condition, that longterm treatment is necessary (more than 3 months) and the
efficacy and cost-effectiveness.

124.

ISPOR

Section 2,
Page 29,
line 23

Change spelling to “advice”

Processed

125.

ISPOR

Section 2,
Page 30,
lines 13-14

In Poland...are the both really step 2?

Yes, but in collaboration with the National Health Fund.

126.

ISPOR

Section 2,
Page 33,
lines 7-8

Reword to something similar to “Not in all countries is the
document publically available”

Processed

127.

ISPOR

Section 2,
Page 40,
line 23

Should that be” logistic” regression

Processed

128.

ISPOR

Section 2,
Page 43,
lines 5-6

Can the actual numbers for always, almost always and
sometimes be used?

They have been added.

129.

ISPOR

Section 2,
p27, line
15

‘more than one criteria are’ -> ‘more than one criterion is’

Processed

130.

ISPOR

Section 2,
p27, lines
15-16

The sentence about the categorisation of criteria is confusing
since there are criteria for the categorisation as well as the
‘criteria’ that are being categorised. I suggest ‘The criteria have

Processed
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been grouped into domains. However, the exact definitions of
the domains differ …’. That is, perhaps replace ‘criteria’ with a
synonym, ‘domains’.
Or: ‘The criteria have been grouped and given commonly used
names. However, the exact definitions of the names differ …’
131.

ISPOR

Section 2,
p27, line
18

‘susceptible for’ -> ‘susceptible to’

Processed

132.

ISPOR

Section 2,
p32, line
38

Yes, and this is why trastuzimab (Herceptin) has its own
Australian government program separate from all other
pharmaceuticals (the wife of the Prime Minister at the time had
had breast cancer).

Thank you for providing this information.

133.

ISPOR

Section 2,
p40, lines
11-30

I think there should be a brief introduction on indirect
comparisons vs direct comparisons and why direct comparisons
are usually preferred over indirect comparisons.

The following sentence has been added: Indirect comparisons
can be used to determine the relative effectiveness of two
treatments in the absence of direct head-to-head evidence.

134.

ISPOR

Section 2,
p40, lines
12-13

‘Most countries (96%) may …, except for Turkey’ -> ‘All
countries except Turkey may …’

Processed

135.

ISPOR

‘logical’ -> ‘logistic’

Processed

136.

ISPOR

Section 2,
p40, line
23
Section 2,
p40, lines
27-28

In a Full assessment of more than two products, it is inevitable
that a single summary analysis combining data from studies of
all products will include an element of indirect comparison
(unless there is only one study or all studies include all
products).

Processed

137.

ISPOR

Section 2,

The existing sentence reads poorly, and I suggest omitting it.
omit ‘very’

Processed
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p42, line
23
138.

ISPOR

Section 2,
29:23

‘advise’ should read ‘advice’

Processed

139.

ISPOR

Section 2,
39:13

‘exemption’ should read ‘exception’

Processed

140.

ISPOR

Section 2,
25page/
Line 13-14

In the text “Full assessments …… (<20%)”, but in the
figure 4. it shows 57%.

The percentage refers to figure 5.

141.

ISPOR

Section 2

Still I am confused with the term “rapid assessment”, it sounds
like “priority review of FDA”. If (single) rapid assessment is
formal process to most countries, can it be called (more
formally) standard assessment ?

We understand the possible confusion regarding terminology as
in general, terminology is often based on regional preferences
instead of world-wide agreed terms. The authors believe that
standard may be confusing as well. In general, a rapid review or
rapid assessment is a common term in Europe. Therefore we
choose to use this term.

142.

ISPOR

Section 2

(Just question) It told that “the majority of countries stated ‘best
standard care and/or other as the comparator. Will WP produce
a guideline on choice of comparator, if so when? Is there any
action plan for identified challenge? Thanks a lot.

The following guideline is under production:
‘Criteria for the choice of the most appropriate comparator(s)’.
The guideline includes general recommendations and good
practice rules for the choice of the most appropriate comparator
for relative effectiveness assessments. The guideline will be
subject to public consultation in 2012.

143.

ISPOR

Section
2.2.4.2

Please provide explanation on why the organization of
evaluations is key background information (e.g., do different
types of organisations have implications for how or when relative
effectiveness evaluations might be used)?

The authors feel that general background information on the
organisation is useful for the context, however indeed this is not
the main focus of the report.

144.

ISPOR

Section 2,
p19, line
12

‘to feed’ is informal and possibly ambiguous; suggest ‘required to
inform’, ‘required to assist’, ‘as evidence to support’ or ‘to
summarise evidence for’

Has been rephrased into: Hence, the assessments performed
that provide input for reimbursement decisions regarding
pharmaceuticals varies.
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145.

ISPOR

Section 2,
p19, line
16

‘feed’ is too informal

See response to comment 144

146.

ISPOR

Section 2,
p19, line
17

‘decision’ -> ‘decisions’ ?

Processed

147.

ISPOR

Section 2,
p19, line
23

‘Consortium’ -> ‘Consortium [SMC]’; to be consistent with NICE
mentioned earlier in this sentence

Processed

148.

ISPOR

Section 2,
p22, lines
32-41 and
p23, lines
1-3

These two paragraphs summarise analyses for outpatient use
and for inpatient use, respectively. It would be clearer to begin
each paragraph with:
‘For outpatient use …’ and
‘For inpatient use’

Processed

149.

ISPOR

Section 2,
p22, lines
32-33

The positioning of the material in brackets makes it unclear what
the material applies to. Suggest re-wording of first sentence:
‘For outpatient use, most countries work with national positive
(83%, 25/30) or national negative (17%, 5/30) lists (see Figure
3).’

Processed

150.

ISPOR

Section 2,
p22, lines
33-34

Slovakia also has both lists. Suggest ‘Spain, Slovakia and Italy
have both positive and negative lists.’

Processed

151.

ISPOR

Section 2,
p22, lines
34-35

The meaning/intent of ‘Actually’ is unclear, and I don’t follow
why Italy needs the detailed comment. I suggest dropping this
sentence unless the information is necessary/important.

Sentence has been rephrased: For Italy, these lists are combined
in one list with the positive list being reimbursement category A
(reimbursed) and the negative list being category C (not
reimbursed).

152.

ISPOR

Section 2,

‘included only’ -> included,’

Processed
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p22, line
36
153.

ISPOR

Section 2,
p22, lines
36-37

‘a national positive or negative lists’ -> ‘national positive or
positive lists’ or ‘a national positive or a national negative list’

Processed

154.

ISPOR

Section 2,
p23, line
14

‘This’ -> ‘Malta’ (I found it slightly unclear as to what ‘this’ was
referring to)

Processed

155.

ISPOR

Section 2,
p23, line
15

‘all’ could be ‘any’ or omitted

Processed

156.

ISPOR

Section 2,
p23, line
24

‘who’ -> ‘that’ (who applies to persons not things)

Processed

157.

ISPOR

Section 2,
p23, line
26

‘is only applicable’ -> ‘applies’

Processed

158.

ISPOR

Section 2,
p23, lines
26-27

‘a limited number of’ -> ‘few’

Left as it was.

159.

ISPOR

‘in comparison to’ -> ‘compared with’

Processed

160.

ISPOR

Section 2,
p24, lines
23-24
Section 2,
p24, lines
32-33

‘almost all of the included countries. The USA is the only country
where this is not applicable.’ -> ‘all included countries, except
the USA.’

Processed

161.

ISPOR

Section 2,

omit ‘. Actually the Australian guidelines indicate a clear

Actually has been omitted.
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162.

ISPOR

Section 2,
p47, line
11

‘PCORI)’ -> ‘PCORI’

Processed

163.

ISPOR

Section 3,
Page 47
line 66

Unclear of the definition of ‘National’ agencies

Sentence was rephrased into: The agencies listed above that are
involved in reimbursement decisions of pharmaceuticals (CADTH,
PBAC and PHARMAC) were screened for specific activities on the
development of methodology for relative effectiveness
assessment.

164.

ISPOR

Section 3,
Page 53

In the text box, the bullets are in different format (squared and
round)

Processed

165.

ISPOR

Section 3,
Page 57

Change ‘will’ to .... or add an expected timeline...

Processed

166.

ISPOR

Section 3,
Page 58

Change ‘subjects’ to ‘areas of research’

Processed

167.

ISPOR

Section 3,
P 46 L 11

References for “Examples of pre-modeling studies of
transformation include transforming comparative treatment
effects measured on surrogate outcomes to final outcomes and
scenario-based studies to value health outcomes using utilities.”

The text is based on guideline text of the PBAC. No references
were provided in the guideline (page 91).

168.

ISPOR

Section 3,
P 49 L 3;
L14; P50 L
13

The tables for MEDEV, PPRI, PHIS could be better designed to
present more organized information, and have the same style for
all the tables in the Section 3.

The tables are not changed as the authors feel they present the
necessary information.

169.

ISPOR

Section 3,
Page 47,
Line 5

Canadian Agency for Drugs and Technologies in Health (CADTH)

The name has already been used in the report in section 2.
Therefore in section 3 only the abbreviation is provided.
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170.

ISPOR

Section 3,
General for
Chapter
3.1

suggest to use a big table with most important information to
compare EMA vs. MEDEV vs. PPRI vs. PHIS; too many details in
current version (hard to follow)

We appreciate the suggestion however due to time restraints the
presentation in this section is left as it was.

171.

ISPOR

Section 3,
General for
Chapter
3.3

suggest to use a big table with most distinguished characteristics
to compare ICER vs. PBAC vs. PCORI vs. DERP

We appreciate the suggestion however due to time restraints the
presentation in this section is left as it was.

172.

ISPOR

Section 3,
Page 47
line 5

Did you also consider Centre for Reviews and Disseminations in
York for methodology?

No, it was not included.

173.

ISPOR

Section 3,
Page 57
line 6

Stated earlier that this would be referred to as “the
Reinvestment Act” but then it is named in full here.

Processed

174.

ISPOR

Page 48,
line 3 (EMA
table)

Need to move “nervous system” and “Information on medical
products” to their own lines

Processed

175.

ISPOR

Section 3,
Page 54,
about ½
down

Section starting “This guideline has set...—might change to
“published with ongoing revision”

Processed

176.

ISPOR

Section 3,
p51, lines
3-15

ISPOR has a journal, ‘Value in Health’ (list it for comparability
with ISPE having a journal, ‘Pharmacoepidemiology and Drug
Safety’).

Processed

177.

ISPOR

Section 3,
p56, lines
6-16

Suggest moving Section 3.3.3 PBAC to the end of Section 3.3, so
that an Australian entity is not imbedded among the US entities.
If the entities are listed in order of importance, put it first

The section is ordered alphabetically.
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178.

ISPOR

Section 3,
47:5

[Australian joke!]; or order the sections alphabetically.
For consistency show CADTH in full

See response to comment 169.

179.

ISPOR

Section 3,
47:11

Show PBAC in full

See response to comment 169.

180.

ISPOR

Section 3,
49:3

Suggest replace ‘Rapid’ with ‘prompt’

Processed

181.

ISPOR

Section 3,
55:Table

Is it possible to publish a bibliography of the methodological
papers published by AHRQ individuals?

The authors that this would be too detailed information for this
background review.

182.

ISPOR

Section 3,
57:32

Is it planned to review and comment PCORIs planned activities
when available?

This is not planned in the current WP5 however WP5 members
will be interested in the ongoing developments.

183.

ISPOR

Discussio
n, Page
60 line 22

Spell out 11/30

Processed

184.

ISPOR

Discussio
n, Page
65 line 1516

Define products

The Stakeholder Advisory Group (SAG) are asked to provide
input in the relative effectiveness assessment models as well as
the guidelines in production. In addition, a pilot assessment of a
pharmaceutical will be conducted using the models and
guidelines. The SAG will also be asked to comment on the
assessment report.
All of the products mentioned above will also undergo a public
consultation similar to the consultation of this background
review.

185.

ISPOR

Discussio
n, Page
64 line 15

Change ‘does not differ a lot’ to ‘are similar in...’

Processed

186.

ISPOR

Discussio

delete "However there are no absolute boundaries"

The sentence has been rephrased into: However, boundaries are
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n, Page
59 Line 39

Response by authors
difficult to define as some social, organisational, legal and/or
ethical aspects may be relevant input for the relative
effectiveness as well.

187.

ISPOR

Discussio
n, Page
60 Line 610

suggest to rewrite the last sentence -- lengthy and confusing

The sentence has been rephrased into: In order not to exclude
evaluations of pharmaceuticals of jurisdictions based on the
definition of the High Level Pharmaceutical Forum of relative
effectiveness the following type of assessments were included:
all ‘comparative analysis’ assessing the efficacy and/or
effectiveness of pharmaceutical(s) in comparison to alternatives
that provide input for national reimbursement decisions on
pharmaceuticals have been included.

188.

ISPOR

Discussio
n, General
for
Discussio
n, Chapter
4

nice summary of the status quo; suggest to address "why" it is
still important to develop models which can be applied across the
Member States and emphasize "how" this task should be
accomplished as planned

The final tools developed in WP5 will be freely accessible and
although usage will not be mandatory, EUnetHTA will stimulate
the use of the tools in the different participating European
countries. In order to do so, EUnetHTA will develop a plan to
support, where appropriate, the implementation of the use of
the tools. An important step will be the planned Joint Action 2 in
which, within WP5, joint assessments of pharmaceuticals will be
produced.

189.

ISPOR

Discussio
n, Page
60, Line 10

The end of the statement appears incomplete.

See response to comment 187.

190.

ISPOR

Discussio
n

The report is helpful for the identification of which item to
consider. It does not really express what items are considered in
the national health care settings

It is not the purpose of the report to provide very detailed
information for each national health care setting. It’s purpose is
to aggregate the information of the various health care settings.

191.

ISPOR

Discussio
n, Pg64

I believe section on risk/benefit assessment as it relates to net
therapeutic benefit needs to be expanded (on lines 45-47 need
to be more explicit on weighting – intended/unintended effects)

The section has been extended.

192.

ISPOR

Discussio

Variance in usual care: needs to be further detailed as difference

Methods will be specified in detail in the guidelines that are
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n, Pg65
L30

in standards of treatment, healthcare delivery system impact
data and any consolidation of data – so methods for adjustments
need to be explicit
Comment on lack of effectiveness data – care needs to be used
in the choice of wording ‘extrapolating efficacy data’;
effectiveness and efficacy are different

being produced as part of WP5.

193.

ISPOR

Discussio
n, Page
59, Line 21

Change “questions pop-up”  “questions arise”. A synonym
would a better word for a formal document.

Processed

194.

ISPOR

Discussio
n, P61 line
4

Was the term “cost-effectiveness” ever defined in the draft?
Although this term was not predefined by the different countries,
terms such as efficacy and effectiveness were previously defined
on p17. It may be a good idea to add cost-effectiveness to the
list of definitions on p17.

This section of the discussion is referring to results of the survey
(section 2 of the background review). The definitions provided
on p17 were not stated for this survey.

195.

ISPOR

Discussio
n, Page
60 line 6

And footnote 39 – the decisions in the UK are not reimbursement
decisions

The footnote has been rephrased:
With the exception of England/Wales, Scotland and Canada. For
England/Wales the assessments are performed NICE and they
are used as input for regional reimbursement/funding decisions
by regional health authorities. Similar for Scotland the
assessments are performed by SMC and they are used as input
for regional reimbursement/funding decisions by regional health
authorities. In Canada the assessment is done nationally by the
CADTH but the decision on reimbursement (based on the
national assessment) is a regional responsibility.

196.

ISPOR

Discussio
n, Page
60 line 18

Does the UK have a list of criteria for reimbursement? The HTA
assessment is not reimbursement.

A footnote has been added to the appendix table for
England/Wales and Scotland: The criteria presented are criteria
for health technology assessment as reimbursement decisions
are a regional responsibility.

197.

ISPOR

Discussio
n, Page

Sentence meaning is unclear: Suggest: “The document is not
publicly available in all countries and in general, the content of

Processed
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61, lines
10-12

the guidelines (level of detail on methodology) is not very
detailed.”

Response by authors

198.

ISPOR

Discussio
n, Page
64, lines
32-33

Sentence meaning is unclear.

Sentence has been rephrased: We feel that the confusion (or
disagreement) seems to be caused mainly by the word,
benefit/risk assessment, itself which is strongly associated with
drug regulatory agencies as there seems to be agreement that in
a net therapeutic benefit assessment (relative effectiveness
assessment) that is used for a reimbursement decision the
intended as well as the unintended effects are included with an
emphasis on the nature of these effects relative to the
comparator.

199.

ISPOR

Discussio
n, Page
59,line 27

Again, the concept is still the same; the ratio would be month:
month in the comparison

It is not clear to us what is meant by this comment. No changes
are made in the report.

200.

ISPOR

Discussio
n, Page
61, lines 2,
3 ,4

Change to “state” for all; change wording to “always look” in line
4

Processed

201.

ISPOR

Discussio
n, Page
64, line 14

Change does to do

Processed

202.

ISPOR

Remove “this” from the sentence

Processed

203.

ISPOR

Remove “also” from the sentence

Processed

204.

ISPOR

Discussio
n, Page
64, line 18
Discussio
n, Page
64, line 19
Discussio
n, Page
64, line 33

Change to itself

Processed

EUnetHTA WP5 – Relative Effectiveness Assessment (REA) of Pharmaceuticals
Comments provided during public consultation of Draft Background Review on
Relative Effectiveness Assessment of Pharmaceuticals

Comment #

Provided
by

Section

Comment

Response by authors

205.

ISPOR

Discussio
n, p60,
lines 6-10

This long sentence is very hard to read/understand. I think it is
missing a final word ‘considered’, and a comma after
‘effectiveness’ [line 8] might help.

The sentence has been rephrased into: In order not to exclude
evaluations of pharmaceuticals of jurisdictions based on the
definition of the High Level Pharmaceutical Forum of relative
effectiveness the following type of assessments were included:
all ‘comparative analysis’ assessing the efficacy and/or
effectiveness of pharmaceutical(s) in comparison to alternatives
that provide input for national reimbursement decisions on
pharmaceuticals have been included.

206.

ISPOR

Discussio
n, p61,
lines 48-51

suggest replace with ‘and the timing of the assessment (rapid is
usually performed soon after market authorisation whereas full
assessment is usually performed several years later when more
clinical effectiveness data may be available)’

Processed

207.

ISPOR

Discussio
n, p62,
line 14

‘(based on’ -> ‘(in’, to avoid repetition of ‘based on’

The paragraph has been reworded: Written input from WP5
(based on a letter by MEDEV) and two face-to-face meetings in
2010 have resulted in adaptation of the European Public
Assessment Report template by EMA. The revised template was
implemented from November 2010 onwards. Collaboration in
2011 will continue by means of an evaluation of the adapted
European Public Assessment Reports.

208.

ISPOR

Discussio
n, p63,
line 30

‘doing actually’ -> ‘actually doing’

Processed

209.

ISPOR

Discussio
n, p64,
line 5

‘patients’ -> ‘patients)’

Processed

210.

ISPOR

Discussio
n, p64,
lines 17-20

see comment for p61, lines 48-51

Processed
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211.

ISPOR

Discussio
n, p64,
line 33

What does ‘it self’ [which should be spelled as ‘itself’] refer to?
Perhaps replace ‘word it self’ with ‘label’

Sentence has been rephrased into:
We feel that the confusion (or disagreement) seems to be
caused mainly by the word, benefit/risk assessment, which is
strongly associated with drug regulatory agencies as there
seems to be agreement that in a net therapeutic benefit
assessment (relative effectiveness assessment) that is used for a
reimbursement decision the intended as well as the unintended
effects are included with an emphasis on the nature of these
effects relative to the comparator.

212.

ISPOR

Discussio
n, p64,
lines 35-36

‘relative nature of these effects to the comparator’ -> ‘nature of
the effects relative to the comparator’

Processed

213.

ISPOR

Discussio
n, p65,
lines 1-3

I agree with this strongly and expect that there will be
(surprisingly) many instances where the comparator should differ
between countries. A trivial example is where the comparator for
one country is not available/used in another country.
Manufacturers of drugs have similar problems when writing a
‘global dossier’ for a drug.

Thank you for comment.

214.

ISPOR

Discussio
n, p65,
line 15

omit ‘very’

Processed

215.

ISPOR

Discussio
n, p66,
line 4

‘must’ -> ‘will’, unless ‘must’ is the intended meaning

Processed

216.

ISPOR

Discussio
n,
Conclusion

I have reviewed the material and have provided comments. I
paid particular attention to the material about the PBAC in
Australia and can confirm that this material accurately reflects
what happens in Australia (and from the detailed comments and
their tone to the questionnaire I believe I know who they
interviewed and, if I am correct, they will have had the best

Thank you for the comment.
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possible advice and overview of the PBAC that they could have
got).
217.

ISPOR

Discussio
n, 59:35

Insert ‘other’ between ‘to’ and ‘already’

The sentence has been rephrased into: The purpose of a relative
effectiveness assessment is to inform health care professionals,
patients and decision makers about the net therapeutic benefit
of an intervention compared to alternative interventions.

218.

ISPOR

Discussio
n, 60:6

The sentence commencing ’In order not...’ is incomprehensible

The sentence has been rephrased into: In order not to exclude
evaluations of pharmaceuticals of jurisdictions based on the
definition of the High Level Pharmaceutical Forum of relative
effectiveness the following type of assessments were included:
all ‘comparative analysis’ assessing the efficacy and/or
effectiveness of pharmaceutical(s) in comparison to alternatives
that provide input for national reimbursement decisions on
pharmaceuticals have been included.

219.

ISPOR

Discussio
n, 61:2/3/4

In each line ‘states’ should be ‘state’

Processed

220.

ISPOR

Discussio
n, 61:4

Replace ‘to’ with ‘they’

Processed

221.

ISPOR

Discussio
n, 61:10

Replace ‘Not in all’ with ’In some’ and insert ‘not’ between ‘is’
and ‘publicly’

Processed

222.

ISPOR

Discussio
n, 61:29

Replace ‘clinical’ with ‘clinically’

Processed

223.

ISPOR

Discussio
n, 61:50

Delete ‘also’ and ‘data are available as’

Sentence is rephrased into: The main difference seem to be the
number of comparators (more comparators for a full
assessment) and the timing of the assessment (rapid is usually
performed soon after market authorisation whereas full
assessment is usually performed several years later when more
clinical effectiveness data may be available).
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224.

ISPOR

Discussio
n, 61:51

Delete ‘more’ and ‘years after market authorisation’

Sentence is rephrased into: The main difference seem to be the
number of comparators (more comparators for a full
assessment) and the timing of the assessment (rapid is usually
performed soon after market authorisation whereas full
assessment is usually performed several years later when more
clinical effectiveness data may be available).

225.

ISPOR

Discussio
n, 62:30

Insert ‘of’ between ‘domains’ and ‘ethical’

Processed

226.

ISPOR

Discussio
n, 62:47

Figure number?????

Processed

227.

ISPOR

Discussio
n, 63:30

Move ‘actually’ before ‘doing’

Processed

228.

ISPOR

Discussio
n, 64:2

Are you considering the needs of different stakeholders
(payers/providers/patients/etc. When developing the four
guideline topics?

WP5 considers it relevant that stakeholders are involved in the
production of the products (the models as well as the
guidelines). Therefore, input on draft products is asked from the
Stakeholder Advisory Group (which includes
payers/providers/patients/etc). In addition, all products will be
placed on the public EUnetHTA website for public consultation.

229.

ISPOR

Discussio
n, 64:14

Change ‘does’ to ’do’

Changed to: are similar.

230.

ISPOR

Discussio
n, 64:16

Figure number

Processed

231.

ISPOR

Discussio
n,
64:19/20

Delete ‘also’ and from ‘as clinical effectiveness.......to ‘market
authorisation’

Sentence is rephrased into: and the timing of the assessment
(rapid is usually performed soon after market authorisation
whereas full assessment is usually performed several years later
when more clinical effectiveness data may be available).
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232.

ISPOR

Discussio
n, 64:42

Insert comma after ‘pharmaceutical’

Processed

233.

ISPOR

Discussio
n, 64:

I believe it would be helpful for assessment reports to justify the
choice of comparator(s). If you agree, could you please
incorporate this point in this section.

We have added the following sentence: Adequate justification of
the reason for choice of comparator will be relevant for shared
or adjusted assessments.

234.

ISPOR

Discussio
n, 65:20

Replace ‘a’ with ‘some’

The authors feel that ‘a’ is more adequate and have therefore
not processed the proposed change.

235.

ISPOR

Discussio
n, Figure
20

Not clear – what is the point – the cross-out sections – maybe
there, but I missed it -

This is described in the paragraph before the figure: As
presented in Figure 20 the scope of the Full model will be all
domains of the HTA Core Model except for cost and economic
considerations. The scope of the Rapid model will also be all
domains of the HTA Core Model except for cost and economic
considerations, however only a limited number of elements of
the ethical analysis, the organisational analysis, the social
aspects and the legal aspects will be included.

236.

ISPOR

Discussio
n, All
charts and
graphs

3D graphs are difficult to read, and inappropriate if no 3rd
dimension is being presented.

Processed. Have been changed to 2D.

237.

ISPOR

Appendix,
XIV

Switzerland has an annual copayment ceiling of max CHF 700
per annum (on addition to the min franchise of 300 per annum)

Processed

238.

ISPOR

Appendix,
XXXIV

The role of the BAG (Federal Office of Health) is
underrepresented here. The BAG is the main institution
performing the rapid assessment. The Federal Medicines
Commission is just advisory, not binding. In reality, all direct
negotiations before and after the recommendation of the
commission take place with the BAG staff and the commission’s
recommendation can be changed substantially.

The authors feel that this does not contradict the information
provided in table 9. It states that the Federal Medicines
Commission provides an advice, whereas the Federal Office of
Health makes the decision.
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239.

ISPOR

Appendix,
LX

29. Switzerland: there is a guideline describing how to do the
relative effectiveness assessment, although not very detailed.
This is the "Handbuch zur Spezialitätenliste" (SL Manual)

Thank you for providing the information. The comments has
been processed.

240.

ISPOR

Appendix,
LXXXII

29. Switzerland: The request to posterior submission of longterm data to support surrogate endpoints is nowhere stipulated
in the law and not enforced.

Processed

241.

ISPOR

Appendix,
LXXXIII

29. Switzerland: Benefit-risk assessment is been done. The basis
is the term "Zweckmässigkeit" Art 30 KVV /Art. 65 KLV.

The following comment was added based on the interview:
Benefit/risk assessment is the task of the approval authority
Swissmedic, however the safety of the pharmaceutical is also
considered for the discussions regarding reimbursement.

242.

ISPOR

Appendix,
XCIII

29. Switzerland: Effectiveness can in fact be assessed via
qualitative description or modelling extrapolation of efficacy.
Also short term data can be extrapolated via modelling if no long
term data exist.

This is not in line with the answer that was provided by the
interviewee. This information was subsequently validated by the
relevant organisation. So no changes in our report were made.

243.

ISPOR

Appendix,
P V. table 2

The new US health care bill, by 2014, requires U.S. citizens and
legal residents to have qualifying health coverage. Those without
coverage pay a tax penalty of the greater of $695 per year up to
a maximum of three times that amount ($2,085) per family or
2.5% of household income. So the category of “Are the following
characteristics applicable to the insurance system” for the US
should be Yes in the first item “Participation in health insurance
is mandatory” rather than No.

The report is based on the current situation, however we have
added the following comment: In 2014, everyone must purchase
health insurance or face a $695 annual fine. There are some
exceptions for low-income people.

244.

ISPOR

Appendix,
Minor

I am wondering if the used questionnaire could be attached,
although the questionnaire may have been integrated into the
tables. It is unclear to me.

The questions of the questionnaire have been integrated in the
tables of the appendix.

245.

ISPOR

Appendix,
LXXX
Page 41

I think that this review is very nice and useful for HTA
researchers. In particular, the result table 18b is very interesting
for me. I have one question. Which is right, figure 16 (46%) or
table18b (57%) on that question "Are utilities used?"

Thank you for the compliment. Both state 46%.
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246.

ISPOR

Appendix,
Page VIII,
line 5

There is not national negative reimbursement list within the
Slovak republic.
Y should be changed to N

Reimbursement category N is regarded as a negative list.
N: no reimbursement – not included in the List of
pharmaceuticals, including over-the-counter (OTC) products, oral
contraceptives and pharmaceuticals, where no proof of a
therapeutic benefit could be found.

247.

ISPOR

Appendix,
Page XIV,
line 2

There is the annual-copayment ceiling for particular groups of
patients (retired, disabled) in the Slovak republic. X should be
inserted.

Processed

248.

ISPOR

Appendix,
Page XXIV,
lines 4,5

Severity of disease and cost-effectiveness are considered during
the reimbursement decision making process. X should be
inserted.

Processed

249.

ISPOR

Appendix,
XXXVII,
line 6

P and I should be included. Payers provide roles of initiator of
assessment and provide data as well.

The role of initiator is discussed in table 8.

250.

ISPOR

Appendix,
XLI, lines
2,3,4,5

There should be “A” for support reimbursement decision and
support guidance and N for support pricing decision and other.

This is not in line with the answer that was provided by the
interviewee. This information was subsequently validated by the
relevant organisation. So no changes in our report were made.

251.

ISPOR

Appendix,
XLVI, lines
2-9

There should be “A” for advice to decision making body and
assessments made public and advice made public. For the rest of
lines “N” should be included.

Processed

252.

ISPOR

Appendix,
XLVIII,
lines 3,4,5

NA should be included.

Processed

253.

ISPOR

Appendix,
XLIX, lines
2-6

NA should be included.

Processed
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254.

ISPOR

Appendix,
LI, line 26

Yes should be included. And the name of comparative
evaluation is “pharmacoeconomic evaluation”.

Yes is now included. The name of the comparative evaluation is
referred to as ‘medical opinion’ as this was provided by the
interviewee. (in this review we do not focus on the
pharmacoeconomic analysis).

255.

ISPOR

Appendix,
LIV, lines
2-7

There should be “A” for lines 2,3,4,5. For the lines 6 and 7 “Y”
should be included.

Line: 2,3,4,5 the following answers were provided by the
interviewee: A, S, S, A
Line 6,7: the following answers were provided by the
interviewee: Y, N (in this review we do not focus on the
pharmacoeconomic analysis).

256.

ISPOR

Appendix,
LXII, lines
2-10

There should be “A” for lines 2, 3, 4, 5, 6, 7. There should be “S”
for the lines 8 and 9 and NA for the line 10

The following answers were provided by the interviewee: A, S,
S, S, A,S, S, N.

257.

ISPOR

Appendix,
LXIX, lines
2-6

There should be “A” for the line 4 and “N” for the line 6.

It is not clear to the authors to table this comment is referring
to.

258.

ISPOR

Appendix,
LXX, lines
2-7

There should be “A” for the line 2. There should be “S” for the
lines 3,4,5. There should be “N” for the line 6. There should be
“Y” for the line 7.

The following answers were provided by the interviewee: S for
line 2,3,4 ,5 and 6. And N for line 7.

259.

ISPOR

Appendix,
LXXIV,
lines 2-10

NA should be included.

Processed

260.

ISPOR

Appendix,
LXXV, lines
2-7

NA should be included.

Processed

261.

ISPOR

Appendix,
LXXVIII,
line 11

Presented my marketing authorisation holder and all clinical
relevant endpoints should be included.

Processed
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262.

ISPOR

Appendix,
LXXXI, line
6

There should be “Y” for the line 6.

Processed

263.

ISPOR

Appendix,
LXXXII,
lines 2-6

There should be “Y” for the lines 2,3,4,5 and 6.

Processed

264.

ISPOR

Appendix,
LXXXIII,
lines 2-5

There should be “N” for the line 2. There should be “Y” for the
lines 3,4,5.

The following answers were provided by the interviewee: Y for
all lines.

265.

ISPOR

Appendix,
XCIII, lines
2-9

There should be “Y” for the lines 2,3,4, There should be “N” for
the line 7. There should be “S” for the lines 5,6,8 and 9.

The following answers were provided by the interviewee: S, A,
S, N, N, S, S, S.

266.

HTAi

General

Overview - This report and its appendix are clear and wellwritten and the HTAi Interest Sub-Group on Patient/Citizen
Involvement in HTA welcomes the aim to harmonise methods for
relative effectiveness. The Interest Sub-Group would like to
ensure that the final version includes acknowledgement of the
value of patient input in the process and outlines a number of
situations below where this should be addressed.

Thank you.

267.

HTAi

General

This review does not recognise the value of patient input to full
and rapid assessments. CADTH, NICE and SMC all take patient
submissions for rapid assessments (this is not recorded
accurately for SMC in the survey). Work by HEE has found that
patients can provide important knowledge about the intended
and unintended consequences of using a technology in a realworld setting. Work by EPPOSI has identified that these
submissions are particularly helpful to ‘translate’ evidence of
clinical efficacy into clinical effectiveness, by helping explain the
meaning of treatment effect in terms of real-world patient
experience and impact. Patient evidence is also important to

We acknowledge the importance of patient input. As indicated in
the report this review mainly deals with the technical
assessment; patient input is mostly included in the appraisal
phase of the assessment. Your input will be taken into account
in the development of these models in EUnetHTA.
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contribute to discussions where the net benefit is marginal.

268.

HTAi

General

It is noted that the purpose of relative effectiveness is to inform
health-care professionals and patients of the most effective
drugs, however the survey has not looked at dissemination and
communication methods from relative effectiveness assessment
to patients.

We recognise the relevance of dissemination and communication
methods from relative effectiveness assessment to patients,
however the authors feel that this is not the scope of WP5. The
focus of this review is an assessment of the current methodology
for performing relative effectiveness assessments of
pharmaceuticals.

269.

HTAi

P31, l1416.

The most important form of contributions of patients appear to
be missed here – namely submissions of evidence from patients
according to a standard format and published guidance (NICE,
SMC, CADTH).

As indicated in comment 267 we do not believe that this is the
focus of this current review but will be taken into account in the
development of the methodology.

270.

HTAi

P33, l18-23

It would be helpful to know whether any agencies provide
assessments/advice in a form that is designed to meet the
information needs of patients.

We agree, however the authors feel that this is not the scope of
WP5.

271.

HTAi

P36, l33

The forms of evidence that are submitted by patient groups
could be referenced here – including membership surveys,
qualitative research (particularly focus groups and interviews)
and summaries of views generated through iterative social
networking.

As indicated in comment 267 these forms of evidence are mostly
not taken into account in the technical assessment phase of
relative effectiveness but are part of the appraisal phase.

272.

HTAi

P42, l32

States that ‘ease of use of technology’ is considered in 80% of
countries, but this does not tally with figure 7 which shows that
this is only used as a reimbursement criteria <60% of the time.

There can be a difference between the reimbursement criteria
and the evidence that is considered, depending for example on
the relative weight of the type of evidence and formalisation of
the type of evidence as criterion.

273.

HTAi

P22, l22l30

It would be helpful to describe the SMC context where a drug is
recommended as ‘not for use due to non-submission’.

The following sentence is added in section 2.2.4.2 (organisation
of the evaluations, initiation of the reimbursement evaluation):
‘The SMC (Scotland) tracks all pharmaceuticals that receive
marketing authorisation. Subsequently marketing authorisation
holders are actively approached to submit application for a
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product assessment. If the marketing authorisation holder
refuses to submit an application the product will automatically
receive a negative recommendation.’

274.

HTAi

P23, l14

Since April 2011, prescription charges have been abolished in
Scotland and so there are no co-payments in Scotland or Malta.

Processed

275.

HTAi

P24, l21-29

It would be helpful to make reference to the HTA by ASERNIP-S
that undertook a systematic comparison of rapid and full HTAs,
which is summarised in the following paper:
Watt A et al. Rapid versus full systematic reviews: validity in
clinical practice? ANZ J Surg, 78:1037-1040 (2008).

Thank you for pointing out this useful article, however the
authors do not feel that a reference in the suggested section to
this article would be of added value.

276.

HTAi

P43, l28

The issue of sub-group analyses to identify optimal benefit of the
technology is particularly important for REA and should be
addressed.

The relevance of sub-group analysis for REA is obvious but was
not taken into account in detail in this analysis. To get a very
clear view on how subgroup analysis is used in countries a more
detailed qualitative assessment of the procedures in the different
countries would be necessary.

277.

HTAi

P48, table

There are a range of EMA guidance documents on methodology
that would be helpful for consideration.
In addition, EMA also makes use of the guidance from the
International Conference on Harmonisation. E9 re statistical
issues and E10 re non-inferiority trials are of particular relevance
to relative effectiveness assessments.

The guidance documents of the EMA are important for the
current guideline development within the current WP on REA.
Because guidelines on specific issues are not addressed in detail
in this review a comparison with EMA guidelines is not included
in this review.

278.

HTAi

P48, l4

Reference should be made to the pharmacovigilance assessment
work that is underway in EMA as collection of data post licensing
could be expanded to cover elements relevant for HTA.
In particular reference should be made to their Project on riskbenefit, which has reviewed a range of new methods for
undertaking assessments of risk/benefit that are of major
relevance for REA.

The following section is already included: The CHMP also plays
an important role in this EU-wide ‘pharmacovigilance’ activity by
closely monitoring reports of potential safety concerns and,
when necessary, making recommendations to the European
Commission regarding changes to a medicine’s marketing
authorisation, or its suspension/withdrawal from the market.
A section on methodology for risk/benefit activities has been
added.
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279.

MSD

General

Thank you

280.

EGA

General

Thank you for allowing the possibility to review the Background
Review on Relative Effectiveness Assessment of Pharmaceuticals.
We would like to compliment on the comprehensive analysis and
we would like to let you know that we don't have any comments.
We look forward to the next steps of WP5 in developing a shared
methodology and models regarding this important subject.
EGA RESPONSE TO PUBLIC CONSULTATION OF DRAFT
BACKGROUND REVIEW ON RELATIVE EFFECTIVENESS
ASSESSMENT OF PHARMACEUTICALS, 13 May 2011

We thank the EGA for providing comments.

Generic and biosimilar medicines are subject to HTA assessments
in several EU member states and therefore the EGA welcomes
EUnetHTA’s initiative to organise a public consultation on the
Draft Background Review on Relative Effectiveness Assessment
of Pharmaceuticals.
As is generally recognised, generic and biosimilar medicines offer
equivalent medical treatments at lower costs for healthcare
systems and patients, thus helping to ensure patient access to
essential medicines and providing urgently needed budget
headroom for the purchase of new and innovative treatments
through rational use of medicines and relative effectiveness
assessments.
Health Technology Assessments have therefore a crucial role;
both in recognising well established affordable medicines as first
line treatments and in recognising incremental innovation to
generic and biosimilar medicines, bringing added therapeutic
value for patients.

281.

EGA

General

The five main EGA comments on the Draft Background Review
on Relative Effectiveness Assessment of Pharmaceuticals are:
1. Timely patient access to generic and biosimilar
medicines should not be hindered by additional
levels of HTA assessment for generic and

The aim of WP5 is to develop methodology for the assessment
of relative effectiveness of pharmaceuticals. It is not in the
scope of WP5 to determine which pharmaceuticals should be
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biosimilar medicines:
Where the rapid assessment is certainly key for innovative
medicines, it is as crucial that high quality generic and biosimilar
medicines are accessible for patients immediately after the loss
of exclusivity of reference products. Therefore, HTA bodies
should consider the relevance of additional assessments for
these medicines, especially as these are well known substances
with a proven positive risk-benefit profile.

assessed and which not.

Therefore the EGA warns against adding additional assessments
without any added value for generic and biosimilar medicines
that could delay their access to patients.
2. Prescribing guidelines based on full relative
effectiveness studies recommending generic and
biosimilar medicines as first line treatments
Prescribing guidelines based on full assessment of relative
effectiveness of substances are crucial for the use of generic and
biosimilar medicines and their role for sustainable healthcare.

This statement is not considered within the remit of this review.

Full HTA studies should be required for innovator medicines at
the latest two to three years before the patent expires and
should not be performed shortly before loss of exclusivity, when
generic / biosimilar alternatives are launched.

283.

EGA

General

An alternative could be to have “regular rapid assessment” every
five years, like for example in France. The criteria in terms of
quantity and quality of data should be clearly defined.
3. Similarity of generic and biosimilar medicines
should be valorised
As mentioned in the introduction, the main role of generic and
biosimilar medicines is to offer equivalent medical treatments at
lower costs for healthcare systems and patients, thus helping to
ensure patient access to essential medicines and providing
urgently needed budget headroom for the purchase of new and
innovative treatments through rational use of medicines and

See response to comment 281 and 282.
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relative effectiveness assessments. This is key to Europe’s
healthcare sustainability.
As generic and bioismilar medicines are approved in line with the
reference product in all of the following elements: clinical safety
and efficacy, quality of life outcome, posology, administration
with the exception of price, manufacturers should not be
required to undertake a full HTA assessment but may choose to
be assessed through an abbreviated process that focuses only on
cost minimisation / budget impact. In addition any abbreviated
process that demonstrated reduced costs / positive budget
impact should result in automatic approval of the generic and
biosimilar medicines. As an abbreviated approval process for
generic and biosimilar medicines is a purely administrative
process the timelines from submission to approval should be
short (30 days maximum). Exceptions to the abbreviated
approval process may arise if a generic or a biosimilar
manufacturer has developed elements of non-clinical product
differentiation that can be shown to improve the cost
effectiveness of a product versus the reference and the
manufacturer wants to use this to justify an increased price. In
such cases a full HTA will be required for approval.

284.

EGA

General

In conclusion, criteria and assessment endpoints for HTA/relative
effectiveness should be defined in such a way that similarity of
generic and biosimilar products is valorised and recognised. The
design of HTA models should not lead to the fact that similarity
is considered as inferiority.
4. Cost evaluation / cost-effectiveness
As different countries have different price and reimbursement
policies and different healthcare budgets, cost evaluation (costeffectiveness) should remain at national level.
Therefore, HTA assessments should make a clear distinction
between relative effectiveness and cost effectiveness phases.

This is in line with the recommendation of the High Level
Pharmaceutical Forum that relative effectiveness and costeffectiveness should be considered as two entities, that form the
basis for the work of WP5 (see section 1.2.3.3. of the report).
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285.

EGA

General

5. Conflict of interest
As an important part of relative effectiveness studies are
performed by independent and academic experts, but as these
experts’ research is often sponsored by large pharmaceutical
companies, possible conflicts of interest must be carefully
addressed. Therefore, any financial sponsoring of related studies
must be 100% transparent.

We agree in general with your statement, however these
statements is consider outside the remit of our review.

286.

EGA

p.10, p. 11

Transferability across countries
Transferability across countries of assessments must be
approached in a very careful manner, because of different local
products or local non-pharmaceutical alternatives (p. 10, p. 11).

This is a specific comment to statements of HLPF. This is not
within the remit of this review.

287.

EGA

p. 11, point
6.3.

Scientific advice meetings
“Scientific advice meetings” and especially joint scientific advice
meeting with Regulators and HTA bodies, e.g. MHRA/NICE,
AFSAPPS/HAS could be useful both for originators and
biosimilars. It might be beneficial if there is some commitment to
hold such meetings from the HTA organisation during product
development to improve the generation of appropriate data as
far as possible (p. 11, point 6.3).

Comments regarding scientific advice are not within the remit of
this specific review.

288.

EGA

p.64, l 2832

Drug regulatory agencies have traditionally assessed the quality,
safety and efficacy of drugs, and the current paradigm dictates
that a new drug should be licensed when the benefits outweigh
the risks. A relative effectiveness assessment focuses on the
relative effect (unintended and intended effects) in comparison
to available treatment(s).

289.

EFPIA

General

Role of regulatory authorities and HTA authorities
The respective roles of regulatory authorities and HTA authorities
should be clearly defined (p. 64 l28-32). If this point is not
addressed, the result would be discrepancies between two
assessments (as is the case in France where the HAS has
decided that some pharmaceuticals with safety concerns should
not be reimbursed anymore, e.g.: nimesulide).
EFPIA welcomes the opportunity to comment on the background
review as the first deliverable of WP5 and is committed to further
contributing to ongoing reflections within EUnetHTA JA.
As a member of the WP5 SAG, EFPIA already had the
opportunity to provide comments on an earlier draft of the

We thank the EPFIA for providing comments and we look
forward to a discussion regarding the content of the guidelines
with the stakeholder advisory group next year.
Also see response to comment 292.
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background review. We would like to thank WP5 for this
opportunity and for having taken many of the comments made
by EFPIA on board.
Since many of the sections of the review are descriptive in
nature, we have limited our comments to those sections that we
believe could be further clarified. Much of our comments refer to
concepts and definitions, since we consider that a shared
understanding of key concepts is a key prerequisite to any
European discussion.
Moving forward, EFPIA would favour being involved in the
production of methodological guidelines, together with other
stakeholders, as these are currently being developed in the
framework of WP5. Such guidelines, based on sound and agreed
definitions, have the potential to streamline procedures and to
reduce unnecessary duplication of work.
As regards to guideline development, EFPIA would favour a
discussion on the use of multiple sources and types of data to
inform assessments of relative effectiveness. As acknowledged
by the background review, EFPIA agrees that efficacy and
effectiveness are on a continuous spectrum. From an operational
standpoint, what matters is to clearly define the source of
information from which relative efficacy and relative
effectiveness estimates may be derived, such as direct
comparisons; indirect comparisons; clinical studies that use a
study population, comparator, or treatment scheme close to real
world practice; observational studies (cohorts, case/control,
exposed/non-exposed, registries, claims databases, etc.), and
models that bridge relative efficacy data with epidemiological
information on the natural history of the disease and/or contextspecific resource utilization data. Guidelines on approaches to
different types of non-randomised data would be useful, and
EFPIA would be pleased to contribute to such discussion.

Response by authors
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EFPIA further highlights the importance of taking into
consideration the different approaches that exist in relative
effectiveness assessment of pharmaceuticals across Europe
today: a continuous quantitative estimate in the context of costeffectiveness modeling (e.g. NL, England) versus a categorical
qualitative estimate of “added value” in some other countries
(e.g. France, Belgium, Germany). One should not overlook that
the former model includes an inherent relative effectiveness
assessment through modeling of relative efficacy data.
Guidelines on acceptable sources of data would be very useful in
that respect.
Furthermore, EFPIA notes that the background review would
have benefited from a discussion on the use by HTA bodies of
the benefit/risk assessment conducted by regulatory authorities
(including relative efficacy assessment and label). It would be
interesting to understand in which circumstances HTA agencies
reiterate these assessments and for which reason, in order to
understand how to best avoid any duplication of work. A
statement as well as inclusion in the forthcoming guidance
document would be helpful in that respect.
290.

EFPIA

Summary

Relative effectiveness assessment is equated with the
terminology ‘a comparative analysis of efficacy and/or
effectiveness of pharmaceutical(s) in comparison to
alternative(s)’. We would recommend to clarify the definition of
relative effectiveness assessment at the beginning of the review,
as defined by the HLPF, to avoid confusion.

A reference to the definition of HPLF is be added to the
summary.

291.

EFPIA

p. 6, l. 810

We understand that the review of national reimbursement
decisions was conducted since most reimbursement decisions
take into account a comparative analysis of the efficacy and or
effectiveness of pharmaceuticals. However we note that this
comparative analysis might also impact on other dimensions

Processed
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such as pricing, or other access decisions not in the form of
pricing and reimbursement decisions. We would therefore
suggest rephrasing into: “relative effectiveness assessments,
amongst other criteria, are always considered by national
decision-makers where making reimbursement decisions”. This
would also be more in line with the wording on p5, l16-17.
292.

EFPIA

p. 6, l. 1011

The fact that all countries conduct REA does not mean that it can
necessarily be shared between countries. One should further
clarify how relative effectiveness is assessed in EU countries. At
present, there are at least two different approaches: a
continuous quantitative estimate in the context of costeffectiveness modeling (e.g. NL, England) versus a categorical
qualitative estimate of “added value” in some other countries
(e.g. France, Belgium, Germany). One should not overlook that
the former model includes an inherent relative effectiveness
assessment through modeling of relative efficacy data. Moving
forward, EFPIA would favour being involved in the production of
methodological guidelines, together with other stakeholders, as
these are currently being developed in the framework of WP5.
Key issues to be addressed in methodological guidelines include
the way to conduct relative effectiveness assessments, sources
of data and transferability of results between countries.

Your comments are worthwhile and are used in the current
development of the guidelines within WP5. In this review we
restrained ourselves to the REA, within our remit, and did not
perform any detailed analysis of processes and methodology
that relates to CEA.

293.

EFPIA

p. 6, l. 1415

We note the introduction of a new terminology “net therapeutic
benefit”, but question whether this will really lead to a
clarification of discussions.

The focus of WP5 is common methodology for relative
effectiveness assessment. It is however up to the countries to
determine the value of the relative effectiveness. The term net
therapeutic benefit was chosen as it represent, in the view of the
participants of WP5, most closely the purpose of a relative
effectiveness assessment.

294.

EFPIA

p. 6, l. 1519

We agree that the first four domains of the core model are the
most transferable between countries. However we find it difficult
to see how elements of ethical, social, legal and organizational
aspects might be shared across countries, since these are by

We agree that in general elements from these domains may be
more context specific. However, the items that were selected
from these domains are very general in nature (e.g. does the
pharmaceutical have a market authorization?). In addition, a
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definition context-specific. These items may not be transferable
between countries and we would welcome the opportunity to
contribute to the discussion on whether and how to incorporate
these elements.

pilot assessment of a pharmaceutical will be conducted in WP5
in 2011. This pilot should provide valuable information regarding
the usefulness of the selected assessment elements for a Rapid
assessment.
Finally the model for relative effectiveness assessment of
pharmaceuticals will be provided to the stakeholder advisory
group of WP5 in 2012 for comments, followed by a public
consultation.

See comment above

See response comment 249.

We agree with the challenges outlined in the table. In addition,
we consider that a common challenge faced by HTA processes
across Europe is the lack of appropriate stakeholder involvement.
Involving stakeholders such as patients, healthcare professionals
and industry can support assessments by providing important
evidence and further knowledge on methodologies. Not involving
these stakeholders might lead to HTA which undervalue key
societal aspects of technologies.

We realise that there are many aspects that can influence the
value of a technology to patients and society as such. However
within WP5 we should limit the scope to a relative effectiveness
assessment based on available scientific evidence. The value of
a technology to patients and society should be determined on a
national level. Additionally, we believe that the involvement of
stakeholders is organized in a very structural way in EUnetHTA,
and WP5 in particular.

295.

EFPIA

296.

EFPIA

p. 6, l. 2026
p. 6, table

297.

EFPIA

p. 9, l. 38

The HLPF definition of relative effectiveness is based on a
consensus between a wide range of stakeholders, including EU
member states, health care professionals, patient groups and
industry. We suggest adding a reference to the fact that WP5
endorses the definition of relative effectiveness and will
encourage its wider use across all Work Packages, where
applicable.

We believe that the statement as included in 1.2.3 is sufficient
for this background review.

298.

EFPIA

p. 9, l. 41

We note the intention to focus on relative effectiveness
assessment conducted by health technology assessment
organizations for the purpose of supporting national
reimbursement decisions. However HTA might also be conducted
for other purposes (such as to support pricing and other access
decisions). We would therefore suggest speaking about REA
used as a tool to support access decisions.

We realise that, depending on the country, these assessment
may or may not be used for other purposes. We have
deliberately limited the country comparison to relative
effectiveness assessments conducted by health technology
assessment organisations for the specific purpose of supporting
national reimbursement decisions as this is the one common
element in the countries. In addition, the authors feel that
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resulted subset of HTA organisations provide useful input for the
WP5 tools under development. Therefore we feel it would not be
adequate to make the suggested change.

299.

EFPIA

p. 11-12,
section
1.2.2

EFPIA notes that the comparative effectiveness research project
in the US is not limited to pharmaceuticals; it also includes
medical devices and in vitro diagnostics. In addition to evaluating
all technologies, the US health care reform law also requires the
study of various health care services, as different modes of
health care delivery can have a significant impact on the quality
of care received. We also note that the PCORI governing board
includes representatives from industry and the patient
community – this important fact is not mentioned in section 3 of
the EUnetHTA JA draft background review.

The reason why these are not mentioned is because we focus
solely on activities/methods for relative effectiveness of
pharmaceuticals.

300.

EFPIA

See comment above on the definition of the HLPF.

See response to comment 297.

301.

EFPIA

p. 12,
section
1.2.3
p. 12,
section
1.2.3.1 (l.
43-44)

We would like to note that efficacy and effectiveness are in fact
on a continuous spectrum but that, from an operational
standpoint, what matters is to clearly define the source of
information from which relative efficacy and relative
effectiveness estimates may be derived. Specifically:
- Estimates of relative efficacy can be derived from (1) direct
comparisons within randomised clinical trials, and (2) indirect
comparison of information from separate clinical trials using
meta-analytical methods.
- Estimates of relative effectiveness can be derived from multiple
sources that include e.g. : (1) clinical studies that use a study
population, comparator, or treatment scheme close to real world
practice, (2) observational studies (cohorts, case/control,
exposed/non-exposed, registries, claims databases, etc.), and
(3) models that bridge relative efficacy data with epidemiological
information on the natural history of the disease and/or contextspecific resource utilization data. We understand that these are

We look forward to a discussion on the methodological
guidelines in 2012.
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currently looked at in the development of methodological
guidelines and we would be pleased to be able to contribute to
that on-going discussion.
302.

EFPIA

p. 13-15.,
section
1.2.3.2

We note that the concepts used within the section do not seem
to match with the title. The section refers to comparative
effectiveness research, whereas the title refers to relative
effectiveness research. We suggest staying focused on the HLPF
terminology of relative effectiveness assessment.

The title and the section has been rephrased.

303.

EFPIA

p. 15, l. 3
and l. 9

There seems to be two footnotes 11 that do not correspond to
any reference.

They correspond to the following reference: nti L, Falco FJ,
Boswell MV, Hirsch JA. Facts, fallacies, and politics of
comparative effectiveness research: Part 2 - implications for
interventional pain management. Pain Physician. 2010
Jan;13(1):E55-79. Review.

304.

EFPIA

p. 15, l.
21-25

We would recommend to include a reference to the three-fold
definition of value of innovative medicines of the HLPF:
therapeutic/clinical, quality of life and socio-economic (HLPF final
report p. 100) after the sentence “In principle, health technology
assessment explores all elements of value of a technology…”.

Although we acknowledge this definition we feel that this is not
within the scope of our review. For that reason this was not
added in the text.

305.

EFPIA

p. 15, l. 28

We note the terminology “net therapeutic benefit” but question
whether the introduction of a new concept will enhance clarity.

The focus of WP5 is common methodology for relative
effectiveness assessment. It is however up to the countries to
determine the value of the relative effectiveness. The term net
therapeutic benefit was chosen as it represent, for the
participants in WP5, most closely the purpose of a relative
effectiveness assessment.

306.

EFPIA

p. 15, l.
30-33

We agree with this comment, which also confirms that relative
effectiveness assessment does not discuss issues related to the
economic and other context-specific aspects of a health
technology, such as social, ethical, legal, organisational aspects.
These items may not be transferable between countries and we
would welcome the opportunity to contribute to the discussion

See response comment 294.
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on whether and how to incorporate these elements.
307.

EFPIA

p. 16, l. 34

The international use of HTA results is subject to transferability
of elements, as is acknowledged by the HTA core model.

Thank you for your comment.

308.

EFPIA

p. 16, l. 6

We would like to understand how EUnetHTA JA intends to
ensure that collaborative assessment results are used at both
national and regional levels. If this is not ensured we see the risk
of duplication of work.

It is too early to assess how the EUnetHTA collaborative work
will be taken into the national and regional procedures. However
it is the aim to facilitate the uptake of these collaborative
assessments in national and regional procedures.

309.

EFPIA

p. 16, table
1 & l. 20 ff.
and p. 17,
l. 10

We note that it is difficult to comment on the core model without
prior understanding of the status of work within EUnetHTA JA on
various methodological guidelines. We would be pleased to be
able to contribute to the development of such guidelines.

We look forward to a discussion on the methodological
guidelines in 2012.

310.

EFPIA

p. 17, l. 5

We agree that the domain of cost-effectiveness should remain
outside of the scope of WP5.

Comment noted.

311.

EFPIA

p. 19,
footnote 17

This shows that HTA might impact other decisions than just
reimbursement decisions. We would therefore recommend
changing the wording throughout the document to refer to HTA
as a tool to support healthcare decision-making, and in particular
access decisions.

See response to comment 298.

312.

EFPIA

p. 19,
section 2.1

We would like to get more clarity on EUnetHTA JA’s data
gathering, especially as regards to data collection. This would
help to interpret the relevance of the information collected and
whether any key environment/policy changes are ongoing or
have occurred since the time of data collection.

A statement regarding the time of data gathering will be
included in the final report.

313.

EFPIA

p. 20, l. 12

These are highly interesting pieces of information but they refer
to the use of HTA to support healthcare decision-making. We
would therefore suggest amending the wording used, as
suggested above.

See response to comment 298.
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314.

EFPIA

p. 20, l.
12-13

We note that in most countries, reimbursement agencies differ
from HTA agencies. HTA agencies also differ in terms of
mandate and status (government body, independent body, ...).
It would be interesting to understand how EUnetHTA JA will
reconcile this.

In the current EUnetHTA JA both reimbursement and HTA
agencies are involved in order to ensure their collaboration.

315.

EFPIA

p. 22, l.
26-27 and
l. 29-30

We do not consider that ‘reimbursement evaluations’ is an
appropriate term, nor that the process leading to reimbursement
decisions can be equated to some form of health technology
assessment. In our view, reimbursement decisions are taken
based on a range of criteria, one of which is health technology
assessment. We would therefore suggest referring to HTA as a
tool to support healthcare decision-making, in particular access
decisions.

The sentence has been reworded: It should be noted that for
inclusion on a positive list the decision is often based on a
reimbursement evaluation (which in general includes some form
of health technology assessment).

316.

EFPIA

p. 24, l.
21-22

We think it might lead to some confusion to refer to the
terminologies used in the framework of REA interchangeably
with any criteria used in the framework of reimbursement
decision. Again, to our understanding, HTA (and RE as part of
HTA) is a tool to support healthcare decision-making, in
particular access decisions. The US CER debate also
acknowledged this by underlining that CER should support, but
not directly feed into, individual coverage policies

The title of the section has been rephrased into: 2.2.4
Evaluations that provide input for
reimbursement/funding decisions.
The first sentence of the paragraph was rephrased into: In
general, evaluations of pharmaceuticals that provide input for
reimbursement decisions can be divided into (single) rapid
assessment and full assessments of pharmaceuticals.

317.

EFPIA

p. 25, l.
14-21
and overall
section
2.2.4

Over the years CJEU case-law has clarified the broad scope of
the Directive, indicating that it encompasses all measures
impacting pharmaceutical pricing and reimbursement, including
HTA. Therefore we agree that the HTA impacting pricing and
reimbursement decisions should follow the timelines of the
Directive. However we would still consider that reimbursement
decisions are not to be equated with HTA, which are a tool to
support, but not replace, these decisions.
Since the work of EUnetHTA aims at supporting collaboration on
assessment, but no harmonization of decisions, we would
welcome clarification of the link between the two.

The following sentence was added: It should be noted that
pricing and reimbursement decisions are not to the same as a
Rapid or Full assessment, which are a tool to support, but not
replace, these decisions.
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318.

EFPIA

p. 29,
figure 8

Is it fair to consider that the assessment concerns the HTA, that
the advice is then a recommendation based on the results of an
HTA, and that the decision takes into account a variety of other
criteria by the decision-maker? This refers back to our earlier
comment that HTA is a tool to support, but not replace, decisionmaking.

We agree with the comments. To clarify this the following
sentence was added: It should be noted that the third step, the
decision, is based on variety of criteria. The advice based on the
assessment is only one these.

319.

EFPIA

p. 31, l.3

The results of the survey show room for improvement when it
comes to stakeholder involvement in HTA across Europe. Given
the importance of appropriate stakeholder involvement, also for
the acceptance of WP5 deliverables, we suggest that there is the
opportunity with the EUneHTA JA to set an example by agreeing
on a broad stakeholder involvement for any assessment that
would be conducted collaboratively by HTA agencies as pilot
projects.

The pilot project to be undertaken by WP5 will be subject to
consultation of the Stakeholder Advisory Group as well as a
public consultation.

320.

EFPIA

p. 31, l.
31-36

Adequate and fair appeals processes are an important part of
Good Governance in HTA. Information included in this section
and in Table 11, highlight the fact that not all countries provide
the opportunity to appeal and also that the appeals processes
established look different across Europe. We believe that
EUnetHTA JA could play a role in ensuring adequate and fair
appeals processes across Europe. We would like to see in section
4 confirmation that the appeal process will be an integral part in
the development of the rapid and full models. Even though we
understand that this is not within the remit of WP5, we would
suggest considering it within the broader scope of EUnetHTA JA.
It would also be relevant to include such a mechanism when
conducting pilot projects within WP5.

We recognise the relevance of appeal however this is not within
the remit of this background review.

321.

EFPIA

p. 31,
section
2.2.4.3

This confirms our previous comments on the broader scope of
HTA as a tool to support healthcare decision-making, not only
reimbursement decisions.

See response to comment 298.
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322.

EFPIA

p. 32,
figure 10

In figure 10, 64% of respondents indicate that they use
assessments to support pricing decisions. It would be interesting
to understand the link with other pricing mechanisms such as
international reference pricing, which are also widely used across
Europe, but which fail to take into account the value of products.

We agree that this would be interesting however this is not
within the remit of this background review.

323.

EFPIA

p. 36,
section
2.3.1

Thank you for the comment.

324.

EFPIA

p. 40,
Section
2.3.4

We understand that the remit of WP5 is to work on
methodologies for relative effectiveness assessments. We
consider that common methodologies should lead to a
convergence of data requirement for assessment to ensure
increased efficiency in producing the evidence needed.
EFPIA will be pleased to work jointly with WP5 to contribute to
the development of methodologies for relative effectiveness
assessment, in which the pharmaceutical industry has
considerable experience over time and across countries.
There is a need to recognize that HTA must be sufficiently
flexible to handle uncertainty. Uncertainty should be dealt with in
partnership with manufacturers and sensitivity analysis
considered as a mechanism to address it.

325.

EFPIA

p. 48, l. 4

We are pleased that an ongoing collaboration with EMA is taking
place, since that can lead to less duplication of work, and would
be pleased to contribute to the evaluation of its effectiveness in
the framework of the SAG.

Thank you for the comment.

326.

EFPIA

p. 59, l.6

We would like to point at the importance of ensuring that agreed
methods and guidelines be adhered to in order to avoid
unnecessary duplication and we would invite reflection on the
best way to ensuring this.

The final tools developed in WP5 will be freely accessible and
although usage will not be mandatory, EUnetHTA will stimulate
the use of the tools in the different participating European
countries. In order to so, EUnetHTA will develop a plan to
support, where appropriate , the implementation of the use of
the tools. An important step will be the planned Joint Action 2 in
which, within WP5, European oganisation will produce joint
assessment reports of pharmaceuticals.

327.

EFPIA

p. 59,

As mentioned above, we consider that, for the European context,

Thank you for the comment.

Thank you for the comment.
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it is important to rely on the terminology relative effectiveness
assessment as the one that was endorsed by a broad range of
stakeholder in the High Level Pharmaceutical Forum.

Response by authors

328.

EFPIA

p. 59, l. 31
and l. 35

We note the inclusion of yet another terminology with ‘net
clinical benefit’ and ‘net therapeutic benefit’. We question
whether this will clarify the debate.

See response to comment 293.

329.

EFPIA

p. 60, l. 45

As mentioned above, we would refer to HTA as a tool to support
healthcare decision-making, including access decisions, since in
the background review it appears that those described HTA do
not only support reimbursement decisions.

We agree on the comment that HTA is a tool to support
healthcare decision-making, including access decisions.
However, for the survey it was chosen to limit the analysis to
assessments for the purpose of national reimbursement
decisions. In addition, the authors feel that resulted subset of
HTA organisations provide useful input for the WP5 tools under
development.

330.

EFPIA

p. 60, l. 610

This paragraph is not very clear and we would suggest
rephrasing it.

The section been rephrased into: In order not to exclude
evaluations of pharmaceuticals of jurisdictions based on the
definition of the High Level Pharmaceutical Forum of relative
effectiveness the following type of assessments were included:
all ‘comparative analysis’ assessing the efficacy and/or
effectiveness of pharmaceutical(s) in comparison to alternatives
that provide input for national reimbursement decisions on
pharmaceuticals have been included.

331.

EFPIA

p. 60, l. 10

The end of the sentence seems to be missing.

See response to comment 330.

332.

EFPIA

p. 60,
footnote 40

As previously mentioned, we would not consider that
reimbursement decisions are based on a reimbursement
evaluation which would be some sort of HTA. However we would
consider that HTA is increasingly used to support access
decisions, including reimbursement decisions, in European
countries.

The footnote has been rephrased into: Inclusion on a positive
list is often based on a reimbursement evaluation whereas
negative lists (e.g. Germany and England/Wales) are often
exclusions of specific types of pharmaceuticals such as nonprescription or life style pharmaceuticals which are not per
definition subject to a reimbursement evaluation before being
placed on the negative list.
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333.

EFPIA

p. 60, l.
12-23

It follows from the above that we would consider the three steps
of assessment, advice and decision refer to the healthcare
decision-making which is supported by HTA.

Thank you for this comment. We feel that this is sufficiently
addressed in our report.

334.

EFPIA

p. 60-62,
section 4.2

Since this section summarises the review, we refer to previous
comments made throughout the document.

See responses to individual comments.

335.

EFPIA

p. 62, l.
24-27

The fact that all countries rely on relative effectiveness does not
mean that this assessment can be shared between countries.

We acknowledge this. However, the fact that methodology is
similar in countries, in our view, means that there is a common
ground for potential future shared assessments.

336.

EFPIA

p. 62, l.
27-31

We agree that the four first domains of the core model are the
most likely to be transferrable. We question how far ethical,
organisational, social and legal aspects can be shared between
countries, given that they are context-specific. These items may
not be transferable between countries and we would welcome
the opportunity to contribute to the discussion on whether and
how to incorporate these elements.

See response comment 294.

337.

EFPIA

p. 62, l. 35

We agree with the statement that cost-effectiveness should be
excluded from the scope of WP5.

Comment noted.

338.

EFPIA

p. 63, l. 1
and Figure
20

Again, we question how far ethical, organisational, social and
legal aspects can be transferrable. Could you please specify
which limited number of elements you are referring to? These
items may not be transferable between countries and we would
welcome the opportunity to contribute to the discussion on
whether and how to incorporate these elements.

See response comment 294.

339.

EFPIA

p.63,
section 4.3
figure 20

The HTA Core Model should include consideration of the patient
impact and the innovation impact. The latter should reflect the
importance of recognizing dynamic efficiency, or the impact on
incentives to innovate versus static efficiency.

Thank you for the comment. Your considerations will be taken
forward in the development of the model.

340.

EFPIA

p. 64, l. 2-

We would be pleased if we could contribute already at this stage

The guidelines are currently in an early stage of development.
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8

to the development of methodological guidelines.

Involvement from stakeholders will be possible in 2012.

341.

EFPIA

p. 64, l.
33-34 and
l. 42

We would prefer to refer to relative effectiveness assessment
rather than introducing new terminology in the form of net
therapeutic benefit assessment.

See response to comment 293.

342.

EFPIA

p. 65, l.
15-18

In addition to the very important contribution of stakeholders on
guidelines, we consider that stakeholders should be involved in
testing these guidelines in real life, i.e. in the pilots conducted by
EUnetHTA JA, and in particular WP5, at an early stage of the
process. Stakeholders bring expertise and experience of the
products that will be assessed in pilots as well as extensive
knowledge on HTA policy and methodology throughout countries
and time.

We recognise the value of stakeholder input and look forward to
collaboration in 2012.

343.

EFPIA

p. 65, table
8

As stated above, we agree with the challenges outlined in the
table. In addition, we consider that a common challenge faced
by HTA processes across Europe is the lack of appropriate
stakeholder involvement and ensuring transparency. Involving
stakeholders such as patients, healthcare professionals and
industry can support assessments by providing important
evidence and further knowledge on methodologies.

The remit of WP5 is to provide tools for relative effectiveness
assessment of pharmaceuticals. In the development of these
tools the mentioned stakeholder are and will be involved.
Involvement of stakeholder in the general HTA process is not
within the specific scope of WP5.

344.

EFPIA

p. 65, l.
20-22

We would like to stress the importance of agreeing on common
definitions as a prerequisite to the development of
methodological guidelines. Definitions should be in place before
the rapid and full models respectively are finalised. Should this
not happen, we see a risk of further duplication of work between
the European and MS level.

We agree with the comment.

345.

CCCN

General

Thank you.

346.

CCCN

General,

This Background paper is very comprehensive and identifies
many of the issues that are relevant to patients and users of
health care. It is put into perspective by including findings from a
comprehensive survey of national approaches
It is stated that for Rapid assessment, only a limited number of

Thank you for the comment
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rapid
assessment

elements of the ethical analysis, the organisational analysis, the
social aspects and the legal aspects. This combined with the use
of fewer comparators, surrogate and composite outcomes (due
to assessment shortly after market approval) requires careful
monitoring, especially if the ultimate aim is to use relative
effectiveness assessment leading to the estimation of the net
therapeutic benefit for a certain pharmaceutical a combination of
the intended and unintended effects (which it should).
Integrating intended and unintended consequences of treatment
is important
I agree that the actual weighting of the intended and unintended
effects, where there is a lack of clarity, is best being part of the
remit of national decision makers (including patients) and will
depend on the disease and its consequences, available options
and other considerations including short and long-term costs.
Considering variance in whether the weighting of the intended
and unintended effects of an intervention is part of the
assessment or if this is explicitly limited to the appraisal phase –
I would argue that relative effectiveness assessment is a
determination of clinical effectiveness and looks beyond strict
randomized controlled controls. How an intervention is used and
any consequences including harms are inherent to that
assessment.
Key stakeholders including patients are vital to both the
assessment and the appraisal phase.
The public do expect good, safe health care.
I agree it is important to separate out cost and economic
considerations in the assessment. The question here is clinical
effectiveness
Comparators is an issue
As reported, the choice of comparator may differ between
countries as usual care can differ between countries. Accepted
and widely used treatments can vary.
People can also look at important clinical trials differently,

347.

CCCN

General,
intended
and
unintended
effects

348.

CCCN

General

349.

CCCN

General,
Comparato
rs

Response by authors

We take this comment into account and want to emphasise that
a relative effectiveness assessment should look at the intended
and unintended effects in comparison to available treatments.

This is in line with the remit of WP5.

Your comment is taken into account.
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350.

CCCN

Summary
table

351.

CCCN

General, to
inform
patients

352.

Porzsolt

general

353.

Porzsolt

general

Comment
particularly when trying to assess the findings in terms of their
health system/usual circumstances of care, country traditions
and culture.
- Different methodologies for direct and indirect comparison may
be used to come to adjusted interpretations for countries with
different forms of usual care is an interesting challenge.
The summary table is very helpful. It also raises important
questions – about how well guidelines can successfully address
some of the challenges; and what those guidelines will look like
and how they can be used most effectively.
For example for: terminology and definitions
The ability to use standardized reporting, aggregate data on
intended and unintended effects, and how these are looked at in
different countries, is important information that can really help
the users of health care. Transparency of that data is important.
This is particularly so when there is a lack of effectiveness data;
and when the efficacy data itself is limited; and when
unexpected harms occur.
To inform health-care professionals and patients on the most
effective drugs – must still allow for special circumstances (and
patient choice with informed consent)
Responses to drugs are individual whereas the assessments are
based on a population – and many other factors come into play.
As well as differing in health system and the support they have
(cultural, social, financial, legal and other differences), people
have co-morbidites (and increasingly so, meaning they are on
multiple treatments often for long periods of time or for the rest
of their life even from an early age); health problems are not
static (with global challenges eg H1N1 influenza); and innovation
continues.
The first step of an effective action is the harmonization of the
used terms
Neither single rapid nor full assessment will solve the problem.
We need to develop new approaches of well controlled nonrandomized trials. Our proposal is submitted to JAMA and will be

Response by authors

Transparency of data is a key element for sharing assessments.

Your comment has been acknowledged.

Your comment has been acknowledged.
WP5 is focusing on how to do assessments of available data. Of
course we agree that a well conducted assessment will not
improve the underlying evidence. We look forward to the
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available upon acceptance of the paper.

publication.

354.

Porzsolt

general

The methodology used is not transparent enough

It is not clear to the authors to which part of the used or
proposed methodology the comment is referring to. Therefore
we are not able to provide a response.

355.

Porzsolt

general

Any comparator is acceptable if it will solve the problem that has
been defined BEFOREHAND by a shared patient-doctor decision.
This means the definition of the exact problem is the critical
point, not the method.

The authors consider both the definition of the research
questions as well as the method are critical for conducting a
useful assessment.

356.

Porzsolt

general

There are two clinically important outcomes, preventing diseaserelated death or disease-related impairment of Quality of Life
(specify the aspect of QoL which is impaired). Surrogates are
meaningless unless clearly related to one of the above outcomes.

Your comment has been acknowledged.

357.

Porzsolt

general

The present version of the REA does not include any new idea or
concept that stimulates the discussion. It should be considered
to include new ideas before proceeding to the next discussion
round

The purpose of WP5 is not to invent new ideas but to efficiently
make use of what is already available and be as close as
possible to the national and international guidelines in order to
come to standard for performing relative effectiveness
assessments

358.

AESGP

General

The Background Review represents a positive step in the Work
Package 5 process for the development of guidelines on
important methodological issues concerning the Relative
Effectiveness Assessment of pharmaceuticals.

We thank the AESGP for providing these comments.
Regarding the inclusion of some elements of the social,
organisational, legal and ethical aspects the authors feel that a
selection was made of those elements only that are non-context
specific to a high degree.
We realise that consultation periods for the stakeholder advisory
group are short. This is due to the tight timelines of WP5 and
the work that has to be done between 2010-2012. We are
thankful for the cooperation of the stakeholder advisory group.

Through its participation at the Stakeholder Advisory Group,
AESGP has had the opportunity to comment on specific issues
concerning the Background Review. We would therefore like to
use the occasion of the open consultation to provide two general
remarks.
-

A choice for considering only context-non specific
elements for the development of REA models is made
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by the Work Package. This, however, does not only
concern economic aspects (which are excluded from
both rapid and full models), but also - to a varying
extent - social, organisational, legal and ethical aspects.
Extending or exceeding the scope of REA by including
certain elements of these aspects in the full model, as
intended, subjects the process to unnecessary risks –
primarily concerning the transferability potential of
guidelines developed based on the full model.
-

359.

Flynn

Page 51,
ISPOR
‘box’, 4th
line from
the bottom

Although not entirely within the scope of this
consultation, it should be noted here that stakeholder
contribution to the process could, and should, be more
effectively and efficiently used. Two main barriers are
the fact that work progresses significantly by the time
stakeholder consultation is requested and the lack of
any communication between consultation periods. In
the framework of this scientific process and in the light
of the far more demanding work ahead, we strongly
believe that a closer collaboration could go a long way.

As a stakeholder involved in the EUnetHTA Joint Action, we
remain at the disposal of the Work Package and look forward to
contributing to the future steps of the process.
Given large European and Australasian literature on the use of
choice experiments in health care, the line “Conjoint Analysis in
Health Good Research Practices” should ideally have a footnote
applied to it stating “It should be noted that such methods are
typically called ‘Discrete Choice Experiments’ in most of the world
outside of North America.”
Some key references by world experts in the field are:
Louviere JJ, Flynn TN, Carson RT. Discrete choice experiments
are not conjoint analysis. Journal of Choice Modelling.
2010;3(3):57-72.

Processed
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360.

Flynn

361.

EUCOPE

Page 52,
same
ISPOR
‘box’
continuing
from P51,
4th line
from the
bottom
general

362.

EUCOPE

363.

EUCOPE

Comment

Response by authors

Louviere JJ, Hensher DA, Swait J. Stated choice methods:
analysis and application. Cambridge: Cambridge University Press;
2000.
Hensher DA, Rose JM, Greene WH. Applied choice analysis: a
primer. Cambridge: Cambridge University Press; 2005.
Same footnote to one above.

Processed

The first step of an effective action is the harmonisation of the
used terms.

Your comment has been acknowledged.

general

First central assessment, a core Health Technology Assessment,
will be useful

It is not up to WP5 to decide for the members states whether
they are willing to do a central assessment. The final tools
developed in WP5 will be freely accessible and although usage
will not be mandatory, EUnetHTA will stimulate the use of the
tools in the different participating European countries. In order
to so, EUnetHTA will develop a plan to support, where
appropriate , the implementation of the use of the tools. An
important step will be the planned Joint Action 2 in which, within
WP5, production of joint assessment of pharmaceuticals is
foreseen.

general

Health Technology Assessment is becoming increasingly
important in many Member States of the EU, as well as
worldwide. The situation for the Pharmaceutical Industry is
currently characterized by different requirements on data, trials,
methods as well as different interpretations of terms and
methods in the EU Member States. So as for many other
processes before like clinical trials, regulatory approvement or

See response to comment 362.
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pharmacovigilance, we urgently need a harmonisation and
centralisation. EUCOPE sees the need for further cooperation
between Member States and if possible and suitable
harmonisation. As reimbursement decisions will remain national
competences, we agree that a first central assessment, a core
Health Technology Assessment, could be useful.
364.

EUCOPE

general

All tools and methods for relative effectiveness assessment
should be coordinated, where suitable harmonised, with the tools
for early benefit assessment as in many countries, drugs are
already assessed during clinical development (Horizon Scanning)
or at time of first approval. Also relative efficacy of an
intervention compared to one or more alternative interventions
needs to follow coordinated and/or harmonised procedures
and methods. The described rapid assessment of Relative
Effectiveness of pharmaceuticals, defined as rapid assessment of
a new technology at the time of introduction to the market and
comparing the new technology to standard care, should only
integrate efficacy data, focusing on clinical and patient reported
outcomes collected alongside clinical trials.

Thank you for your comment.

365.

EUCOPE

general

Neither single rapid nor full assessment will solve the problem.
We need to develop new approaches of well controlled nonrandomized trials. Our proposal is submitted to JAMA and will be
available upon acceptance of the paper.

We look forward to the paper.

366.

EUCOPE

general

The methodology used is not transparent enough.

Due to the general nature of the comment the authors are not
able to provide a response.

367.

EUCOPE

general

Any comparator is acceptable if it will solve the problem that has
been defined BEFOREHAND by a shared patient-doctor decision.
This means the definition of the exact problem is the critical
point, not the method.

Due to the general nature of the comment the authors are not
able to provide a response.

368.

EUCOPE

general

There are two clinically important outcomes, preventing disease-

Your comment is taken into account.
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369.

EUCOPE

general

370.

EUCOPE

general

371.

EUCOPE

p. 28,
Initiation of
the
reimburse
ment
evaluation:

Comment
related death or disease-related impairment of Quality of Life
(specify the aspect of QoL which is impaired). Surrogates are
meaningless unless clearly related to one of the above outcomes.
The present version of the REA does not include any new idea or
concept that stimulates the discussion. It should be considered
to include new ideas before proceeding to the next discussion
round.
A very interesting document. Good review concerning the current
methods of valuation. Even the act for the restructuring of the
drug market (AMNOG) is mentioned.
We would also like to point to the fact that in Germany an early
benefit assessment under § 35a SGB V can also be conducted on
the basis of an application of the market authorisation holder.

Response by authors

The purpose of the background review is to provide an overview
of what is currently happening.

Thank you for the compliment.

Processed

