Findings from a series of bilateral discussions with stakeholders in the context of the
Commission’s Roadmap towards phasing out animal testing in chemical safety assessment

1. Introduction

One of the four tasks of the Change Management Working Group, set up under the Commission
Interservice Group for the Roadmap development, was to conduct a series of bilateral discussions with
stakeholders to gain insights into how they themselves are preparing for the transition to animal-free
safety assessment and to understand the related incentives and concerns from their own
perspectives. Each bilateral lasted around 90 minutes and was carried out in an informal setting. This
is an overview of general findings, without attributions to individuals. All views expressed are those of
one or more stakeholders and should not be taken as a position of the Commission.

In total, 20 bilateral discussions were held between October 2024 and March 2025. From the
Commission side, all members of the Interservice Group (including EU agencies) were invited. The

stakeholders are listed in the following table.

Stakeholder

Organisation Weblinks

European Federation of Pharmaceutical Industries
and Associations - EFPIA

https://efpia.eu

AnimalhealthEurope

https://animalhealtheurope.eu/

European Chemical Industry Council - CEFIC

https://cefic.org/

CroplLifeEurope https://croplifeeurope.eu/
Eurometaux https://eurometaux.eu/
CONCAWE https://www.concawe.eu/

FoodDrinkEurope - FDE

https://www.fooddrinkeurope.eu/

International Fragrance Association - IFRA

https://ifrafragrance.org/

European detergents & maintenance products
industry association (AISE)

https://aise.eu

e Cosmetics Europe
e International Collaboration on Cosmetics Safety -
ICCS

e https://cosmeticseurope.eu/
e https://www.iccs-cosmetics.org/

e Craft and SMEs in Europe - SMEunited

e French Cosmetics Association for SMEs - COSMED

e Consultancy for Environmental & Human
Toxicology and Risk Assessment - CEHTRA

e https://www.smeunited.eu/
e https://www.cosmed.fr/en/cosmed-is-there-for-
you-2/

o https://www.cehtra.com/

Labcorp (CRO)

https://www.labcorp.com/

Penman Consulting

https://www.penmanconsulting.com/

Scientific Committee on Consumer Safety - SCCS

https://health.ec.europa.eu/scientific-
committees/scientificccommittee-consumer-safety-
Sccs_en

NAMWISE

https://www.ineris.fr/en/ineris/news/launch-
european-namwise-project-new-methodological-
approaches-eco-toxicology

PrecisionTox

https://precisiontox.org/

NL ministries & authorities

e  https://www.animalfreeinnovationtpi.nl/

e  https://chemischestoffengoedgeregeld.nl/policy-
conference-european-test-method-validation-
strategy

Netherlands National Committee for the protection
of animals used for scientific purposes (NCad)

htts://english.ncadierproevenbeleid.nl/

Animal welfare NGOs:
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e People for the Ethical Treatment of Animals - | e https://www.peta.org/
PETA e https://crueltyfreeeurope.org/cfe-and-other-ngos-
e Cruelty Free Europe - CFE bring-together-key-stakeholders-crucial-steps-
e Humane World for Animals towards-phase-out-animal-testing
e Eurogroup for Animals e https://www.humaneworld.org/europe/en
e European Coalition to end animal experiments - | ® https://www.eurogroupforanimals.org/
ECEAE e https://www.eceae.org/
Environment and Health NGOs:
e Pesticide Action Network - PAN e https://www.pan-europe.info/
e Health and Environment Alliance - HEAL e https://www.env-health.org/
e Protecting human and wildlife from harmful | e https://chemtrust.org/
chemicals - ChemTrust

2. Roadmap expectations

The European Citizen Initiative (ECI) petitioners of “Save cruelty free cosmetics - commit to a Europe
without animal testing”, request an ambitious roadmap with actions that are SMART (Specific,
Measurable, Achievable, Relevant, Time-bound). However, in the absence of the possibility to set up
legally binding commitments, the roadmap should provide a guiding light, a “North Star”, which will
incentivise future developments within each sector. The scope of the roadmap, as defined by the
Commission, is broad and heterogeneous, covering 15 legislative areas. Each area will continue to
operate its own legal and regulatory framework, ensuring the safe use of chemicals for human health
and the environment while phasing out animal testing guided by the recommendations of the
roadmap, including amendments to sector-specific legal instruments. Nevertheless, the Commission
should analyse the efficiency and effectiveness of current structures and processes to better
understand what works, what does not work and why.

The roadmap will be a policy document (Commission Communication) but should not be seen in
isolation. Instead, it should be re-enforced by associations with other Commission policy initiatives,
particularly those related to innovation and European technological sovereignty, such as the
Competitiveness Compass, Biotechnology Act, Life Sciences Strategy, and von der Leyen’s Vision for
Agriculture.

The EU already invests significantly in RTD initiatives aimed at developing alternatives to animal testing
or so-called new approach methodologies (NAMs)!. Future calls must be designed, and tenders
evaluated, to best support the roadmap implementation. For example, the recently started NAMWISE
project could pave the way for similar initiatives to support the roadmap implementation. The
roadmap should also support the prioritisation of funding for research and training at Member State
level as well as within industry associations, which are important to gain a higher return on existing
investments, as well as avoiding duplicative efforts.

Several industry associations, such as EFPIA, CEFIC and CropLifeEurope, have already set up their own
research and development programmes which may ultimately contribute to the phasing out of animal
testing. In the cosmetics sector, where animal testing already is banned within the EU (EU, 2009),
Cosmetics Europe and the ICCS support their own research initiatives to guarantee the safe use of
existing cosmetics ingredients and drive innovation to introduce new ingredients to the market. In the

YIn this summary, the abbreviation NAM is used in a restrictive sense to indicate a non-animal method
(i.e. excluding animal methods enhanced with new technologies or read-outs).
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pharma sector there are numerous research projects under the Innovative Health Initiative (Chibout
et al., 2025).

Some stakeholders emphasised that citizen engagement and acceptance are key for success. A wider
public dialogue should therefore be promoted as an objective of the roadmap. While this can be
accomplished in multiple ways, an interesting suggestion is to build on the experience of some
organisations in engaging directly with citizens via Town Hall events or so-called Citizens’ Assemblies
or Citizens’ Panels. This allows the engagement to be tailored according to the local culture and
language. More generally, the principles of deliberative democracy should be applied.

Many stakeholders stressed the need to create a dynamic network that reflects the complexity of
actors, as opposed to a traditional hierarchical system. The discussions revealed that different actors
have different interests and priorities - not all stakeholders are motivated by the ultimate goal of
phasing out of animal testing, and even among those who are, there are different perspectives on the
timeline required. It was considered important to raise awareness of sectoral and regional specificities
and to make use of them rather than see them hindering progress. In other words, the transition
would benefit from being based on an inclusive and agile collaboration model to gain faster progress.
Several stakeholders suggested that this should be the basis to exploit distributed leadership and
create ownership of activities and relevant outputs.

A good example of distributed leadership at the Member State level is the Transition Programme for
Innovation without the use of animals (TPI) in The Netherlands. TPI is coordinated by the Agriculture
Ministry while involving 6 other ministries and including multiple stakeholders. The NL has developed
a network-within-networks collaboration model. This includes local TPl networks (such as TPI
Amsterdam and TPI Utrecht) and there is also a Young TPl initiative funded by the government. This
holistic approach reflects the multifaceted nature of the challenge. To promote the valorisation and
dissemination of animal-free innovations and expertise, the Dutch government has also set up the
Centre for Animal-Free Biomedical Translation (CPBT). The total budget available to the CPBT in the
period from 2025 to 2034 is 245 million euro, of which 124.5 million are provided by the Dutch
National Growth Fund (NGF) while the remaining funds are contributed by public and private CPBT
partners. In addition, the VHP4Safety project, funded by the Dutch government, goes beyond a narrow
technological innovation approach by applying a comprehensive framework to analyse progress
towards an animal-free chemical safety assessment system (Hoogstraten et al, 2025).

In the spirit of the Transitional Initiatives, introduced by the JRC, the roadmap should give structure
and directionality, aiming to reach the North Star, but leaving some flexibility. In other words, there is
a need for a semi-structured approach including a rolling action plan. During implementation,
governments and the Commission would play mostly a facilitating role and exploit multiple networks.
Many stakeholders expressed their will to further explore how transitional initiatives can support
progress and build bridges. In this context, it was suggested to find a way of socialising the initiatives
so that they become a flexible and effective instrument during implementation.

Regarding the governance and collaboration model, various organisational structures can be
envisaged. However, without additional funding, it will have to be self-resourcing. Therefore, it would
be pragmatic and beneficial to use, adapt and build on existing structures, such as the JRC-coordinated
PARERE or NETVAL networks, set up under Directive 2010/63 (EU, 2010) and including Member State
participation. Strong involvement of Member State authorities is generally considered key for the
roadmap construction and enforcing its implementation while supporting engagement at regional and
local levels. This is because there is a need to clearly define and prioritise regulatory and policy needs

for chemical safety assessment to guide test method development and validation.
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In most discussions, including those without industry stakeholders, it was stated that industry needs
to become a major player for any successful implementation of the roadmap. It will be important to
justify the cost of investments from a business perspective. The European Partnership for the
Alternative Approaches to animal testing (EPAA) has been effective as a public-private partnership,

fostering collaboration between different industry sectors to make progress towards the use of non-
animal approaches. However, to more effectively support roadmap implementation, it was also noted
that the platform would benefit from including or better connecting with other key stakeholders (e.g.
consultants and CROs) who are not currently members.

3. Harmonisation across EU legislation

Given the complexity and heterogeneity of the legislation in scope, a policy solution is needed to
enable harmonisation of changes across EU legislation to facilitate acceptance of new approaches,
while also recognising sectoral specificities. A broader political framing going beyond the goal of
phasing out animal testing, could facilitate and reinforce this process.

Participants representing larger companies with products subject to different pieces of legislation or
consultants working across legislation, stressed the difficulty and additional costs to meet different
information requirements for different substance types, e.g. food ingredients vs pesticides.

In several discussions, participants expressed the view that there is a legal disconnect between REACH
(EU, 2006) and the Cosmetic Products Regulation, a perceived loophole which they feel should be
closed. It was pointed out that animal testing banned for cosmetics ingredients (EU, 2009a) can be
required under other pieces of legislation, such as REACH. This has resulted in litigation, for example,
the Symrise legal case.

In addition, some participants argued that the potential offered by current and emerging science
should be considered when modernising legislation not only to better protect humans and the
environment, but also and ensure coherence across regulatory domains.

4. Global acceptance and international harmonisation are key

In discussions with industry associations, it was stated that most member companies have a global
market and many of them are multinational. Product standards are globally similar to enable and
facilitate international trade. However, information requirements in certain jurisdictions outside the
EU depend on animal testing not requested by EU law. As a result, companies need to perform testing
to comply with these markets regardless of legal requirements within the EU. This is not only an
economic burden but also undermines the impact of phasing out animal testing in the EU. This
underlines the importance of joint efforts by the Commission, EU Agencies and Member States aimed
at international harmonisation. Otherwise, companies will have to conduct or outsource animal
testing to satisfy third country information requirements. In this context, international organisations,
representing different sectors, could use their voice to facilitate acceptance of a single data package
for safety assessment across jurisdictions.

In the pharmaceutical and veterinary medicine sectors, international harmonisation is achieved via
the ICH and EDQM (for human medicines) and the VICH (for veterinary medicines). All three
organisations include 3R requirements. However, information requirements outside the EU may still
require animal testing not needed for the EU market.
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Some stakeholders recognise that the EU, along with the US, often acts as an initiator of innovation
and can take a role as the driver of regulatory change. For example, EU and US have taken the lead on
phasing out dog studies in the assessment of pesticides.

In a couple of meetings, participants indicated that in the interests of a fair and just transition, it is
necessary to identify and mitigate the impacts on potential “losers”. For example, CROs specialised in
in vivo testing may fear an economic threat due to EU rules evolving away from animal testing. On the
other side, there are business opportunities for EU companies (CROs and SMEs) specialised in the use
of non-animal approaches, as other jurisdictions follow the EU’s lead in phasing out animal testing.

In general, stakeholders demonstrated an openness for multiple pathways to acceptance of testing
and assessment methods including alternatives to international standards such as OECD Test
Guidelines (TGs). For example, an EFSA qualification process would be welcomed. In some non-EU
jurisdictions, regulatory guidance on food and feed is essentially a copy-paste of EFSA guidance, hence
there is already an incentive for EFSA to take the lead internationally. A similar situation applies to
Scientific Committee on Consumer Safety (SCCS) guidance on the safety (assessment) of personal care
products (SCCS, 2023).

In several bilaterals, the EU animal testing ban for cosmetics was brought up. China is the main region
requiring animal testing for (certain types of) cosmetic products today. Consequently, some EU
companies have chosen to withdraw products from sale in China. Other regions tend to follow the EU,
but there are differences; for example, UV filters are categorised as non-prescription drugs in the US
and can be subject to long term animal studies required by the FDA. Thus, to enable the export of
products, there is a need for harmonisation of non-animal approaches. The SCCS Notes of guidance
and Opinions are widely translated and adopted in other (non-EU) jurisdictions. It was discussed how
to build on and internationalise the semi-acceptance status of SCCS opinions, US Cosmetic Ingredients
Review (CIR) reports and Canada Science Approach Documents, as an alternative route to OECD
standardisation. One suggestion was to provide for a stronger and more visible role of the
International Cooperation of Cosmetics Regulation (ICCR), which has all the key regulatory and
industry sector players present. Following the SCCS, it may be helpful to develop criteria for “valid
methods” (as opposed to “validated methods”), which would accelerate harmonisation. SCCS is
currently preparing the 13th revision of its notes for guidance, to be published in 2026. SCCS does not
prescribe specific NAMs, but rather lays out acceptance criteria, which makes the assessment
framework more open to new methods.

5. Scientific and technical considerations

Although the focus of the bilaterals was more on change management issues, scientific and technical
issues were also raised. In particular, there were discussions about the scope and design of testing
strategies, and issues related to defining the applicability domain of non-animal methods, especially
difficult-to-test substances.

5.1 Testing strategies

As a vision for change, CropLifeEurope has proposed a regulatory assessment framework centred on
Key Agronomic & Safety Characteristics (ASCs), addressing both efficacy and protection goals (Wolf et
al., 2022). Information requirements should be based on a tiered, biological questions approach rather
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than a laundry list of tests. The tiered approach should also be flexible and modular for future technical
developments, and even support prioritisation of investment decisions.

The structure of the framework could follow the Why (principles of protection and sustainable
development), the What (what do we need to know about chemical safety and efficacy), and the How
(what methods do we use to assess the key ASCs). The framework was developed for pesticides but
could be adapted to other sectors.

Currently, a pesticide active renewal can take around 10 years. Typically, 9000 mammals are used per
pesticide tested/evaluated. Many tests are conducted in two species, which raises the question of
redundant animal testing, and in general, the sector cries out for greater efficiency.

However, basically, all sectors presented challenges in the effective assessment of chemicals under
current legislation. In the pharma sector, a problem is the strict and linear separation of pre-clinical
and clinical development. For industrial chemicals subject to REACH, participants in several discussions
do not agree with the prioritisation of chemicals for safety assessment based on tonnage levels on the
market but favour instead information of the use and potency of dangerous chemicals. In the
consumer products sector, participants emphasised the importance of exposure assessment and
exposure-based risk management, as typical exposure levels might be extremely low for certain
ingredients.

5.2 Difficult-to-test substances and applicability domains of NAMs

Many of the chemicals on the market are difficult-to-test substances, like UVCBs (unknown or variable
composition, complex reaction products or biological materials), which account for > 20% REACH
registered substances corresponding to significant market volume. Similarly, many fragrances, which
are marketed in low volumes but for a huge number of uses, are naturally occurring UVCBs. Another
group of difficult to test substances are surfactants, which create difficulties in in vitro testing as they
are denaturing agents.

The limits of NAM applicability domains are often not well defined or clearly articulated for UVCBs or
for specific substance types such as metals and metal-containing compounds. In several discussions,
it was considered as problematic if applicability domain considerations are treated too literally and
strictly in legal instruments and related guidance provided by the Agencies. In such cases, it was
suggested that it would be better to leave some latitude for expert judgement in relation to
applicability domains that might be revised based on further experience of use. This applicability
domain issue is often raised as an argument against the (premature) application of non-animal
methods as basis of regulatory decision making. However, it should be recognised that the same
substances are often difficult to test in vivo, a context in which the applicability domain is usually not
even considered. The uncertainties related to metals and inorganics are largely linked to their ADME
properties, which also affect observations in animal methods.

Another argument, sometimes made, is that in vitro methods do not “properly mimic” observations
in animal studies, but it can also be argued that they do not need to do so to be used protectively (see
discussion on prediction vs protection).

Grouping and read-across is essential in the assessment of UVCBs. The hydrocarbon block method is
well established, and the more recent approach, hydrocarbon space, includes compositional and
biological data. UVCBs and multi-constituents represent 50% of read-across cases in REACH Testing
Proposals, and around half of these are rejected. One proposed solution was an updated ECHA
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guidance to improve robustness of UVCB read-across, including examples, would therefore be helpful
to enable a more efficient safety assessment avoiding animal testing.

6. Roles of Stakeholders

6.1 The role of regulators and legislators

The European Commission is responsible for initiating the amendments of EU legal acts relevant to
the safety assessment of chemicals. Moreover, the Commission is already committed to replace
animal testing when possible, maintaining the current protection levels for human health and
environment. However as mentioned in section 3, the roadmap should coordinate the phasing out of
animal testing across legal areas, which might make the process more efficient and impactful.

Several industry organisations as well as CROs and consultants, requested more open interaction with
the EU agencies, which should facilitate the uptake of new methods and thereby guide faster progress
towards of their acceptance.

In addition, there is a critical role for the regulatory experts who are nominated by Member State
authorities to the Commission’s regulatory committees, since they ultimately decide (or co-decide
with the Parliament) on the legislative proposals made by the Commission. During implementation of
the roadmap, it will be important that these experts are also closely involved in the broader
collaborative network of the roadmap.

6.2 The role of NGOs

Animal welfare NGOs, the ECI petitioners, expect to play a role in supporting the implementation of
the EU roadmap to phase out animal testing. As the roadmap transitions from planning to execution,
NGOs foresee a possible shift in their focus once the roadmap is published, from campaigning for
change to facilitating and monitoring progress ensuring that the roadmap’s goals are not diluted
during implementation. They also consider themselves well-positioned to raise public awareness
about the roadmap’s objectives and the scientific and ethical rationale behind the transition, thereby
building societal support for the use of non-animal methods. One important role could be to reinforce
the international dimension, supporting EU leadership in regions that are “lagging behind”. Humane
World for Animals (formerly Humane Society International), for example, operates in 8 out of the top
10 chemicals manufacturing countries worldwide.

Health and Environmental NGOs do not anticipate any changes in the way they are working now, but
recognise the importance in contributing to the discussions on the development and implementation
of the roadmap.

6.3 The role of industry associations

EU industry associations play a vital role both in keeping member companies informed on policy
progress, and encouraging collaboration between them to drive scientific and technical progress
useful for their members.

For example, EFPIA has developed a common strategy for phasing out animals in the safety testing of
pharmaceuticals (Harrell et al., 2024; Beilmann et al, 2025), and has made its own recommendations
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based on a “three baskets” approach (EFPIA, 2025). AnimalhealthEurope is taking a similar approach
to the phasing out of the use of animals in safety assessment for animal medicines. CEFIC runs a NAMs
issue Team which seeks to find common ground among heterogeneous members (companies
manufacturing new chemicals, re-formulators, downstream users, companies with or without own
laboratory facilities). CropLifeEurope is highly organised internally, with a human health and an
environmental working group, and many specialised expert groups feeding into them. Food&Drink
Europe (FDE) has published a series of position papers since 2003 (most recent in 2023) which are
adopted as consensus documents across the association. The FDE NAMs WG has developed a review
of the state-of-the-art and state-of-play, with recommendations for changes to legislation, guidance
and scientific outlook (Wood et al., 2025). Eurometaux has developed tools and databases addressing
methodological and knowledge gaps for the benefit of their members. CONCAWE, which has a
network of CROs, consultancies and academic groups, is very active in exploring NAM-based solutions
for UVCBs.

The Research Institute for Fragrance Materials (RIFM) carries out a risk assessment based on aggregate
exposure assessment to a given ingredient, which is peer reviewed and made publicly available. Then
IFRA makes an internal risk management decision and sets exposure standards that are binding on its
companies (“risk cup” approach to share the burden of exposure restrictions). Thus, IFRA companies
are to some extent self-regulating. This could be a good model for other sectors where there is a need
for combined/aggregate risk assessment for human health and the environment.

Given its history and capacity, the Cosmetics sector (ICCS and Cosmetics Europe) is in a unique position
to lead by example, driving standardisation and industrialisation as influencing factors on regulation.
AISE represents the downstream users of ingredients - Soaps, Detergents and Maintenance Products
- and has developed the expertise to deal with multiple sectors, not just cosmetics and REACH, but
also others (e.g. biocides).

Industry associations are typically very heterogeneous which makes it difficult for them to develop a
common position on policy issues. The most heterogeneous organisation is probably SMEunited, an
association with around 65 member organisations from over 30 European countries, covering
approximately 25.8M SMEs. A small group of these are test developers, while many more are users.
They assist SMEs in identifying consultants and provide training webinars to their members. SMEs
typically have small but diverse markets and tend to use low volume substances. Given their unique
expertise but limited capacity, there is an opportunity for SMEs to assist each other, but it was
considered this would need some facilitation or financial support.

6.4 The role of Contract Research Organisations (CROs)

CROs have a special place in the regulatory science ecosystem. Their regulatory coverage is broad and
often the same CRO generate data to fulfil information requirements under multiple legal instruments.
Therefore, they represent a highly diverse knowledge base with experience in both scientific and
regulatory matters.

CROs are a key driver of innovation, and this role has gained in importance over the last 10 years or
so. They are of course a client-driven service. While CRO investment is typically driven by the needs
of their clients, increased focus on R&D and engagement in external partnerships/collaborations (e.g.
Innovative Health Initiative) have led to clients increasingly turning to them to find technical and
scientific solutions and capitalising on their extensive experience.
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In addition, CROs often have experience in other jurisdictions outside the EU. The large CROs have
become trusted partners when suggesting alternative solutions to clients, also in discussion with
authorities, due their experience in fulfilling legislative requirements and their economic interest to
provide a valid solution. The larger companies seek business with small companies that have
complementary skills, a “hub-and-spoke” model, which provides market access for smaller and
specialised companies and start-ups. In the pharma domain, and in the context of clinical testing, the
European CRO Federation (EUCROF) promotes high quality clinical research. Relevant to the preclinical
testing domain, in 2024 a CRO and consultant umbrella organisation established the European
Association of Regulatory Consultants and Contract Research Laboratories (EACL). These associations
might facilitate the inclusion of CROs and consultants in committees and working groups at EU and
international level, thereby benefiting the roadmap implementation.

Increasingly clients are looking to investigate and better understand biological effects with non-
standard methods, even in cases not directly related to regulatory decision making. Some
stakeholders consider that this is an underdeveloped capacity, as CROs provide high data standards
alongside extensive scientific and regulatory knowledge. There is a clear need for more CRO capacity
applying new technologies, as directed by sponsor companies, once the industry has confidence that
the data will ultimately be used either in the context of validation studies or directly in decision
making. Only a few of the larger companies are willing to take the financial risk to address more
fundamental research questions. Most CROs generate test data ultimately used for both regulatory
and non-regulatory decision making but are restricted to drawing conclusions on a study by study
basis (due to the nature of the CRO business) and therefore their contribution(s) may not be obvious
in final regulatory submission dossiers.

For CROs to future-proof their business, for example in the development and implementation of new
technologies (such as Organ-on-Chip), there is a clear need for long time planning. However, this
comes with challenges, such as scepticism about returns on investment. There is thus an overarching
need for capability and capacity building for CROs to create a strong EU market providing services
related to non-animal methods. At the same time, it will be important to avoid the situation where
certain CROs monopolise certain methodologies or to find workarounds (based on equivalence of
methods and information) in regulatory guidelines based on such methodologies.

6.5 The role of consultants

From several discussions, it was concluded that the regulatory science community could benefit more
from the expertise within consultancies, while they themselves, although potential competitors,
would benefit from greater knowledge sharing. From the perspective of consultants, it would be
desirable if the Commission and EU agencies could find a better way to recognise and enhance the
work of consultancies, since they hold considerable relevant experience in implementation of EU
chemicals legislation and thus have a lot to offer during the implementation of the roadmap. Indeed,
some of the smaller consultancies regret that they do not have the resources to contribute to
collaborative efforts such as working groups. They also expressed the need for tailored information
and training, as they struggle to follow technical and regulatory developments.

Consultants provide services for a range of clients, both small and large, and typically in the context
of consortia. For example, when supporting dossier preparation for the registration or authorisation
of chemicals under REACH, biocidal product regulation (BPR) (EU, 2012) and plant protection products
regulation (PPR) (EU, 2009b), they also address the responses from the agencies, and they appreciate
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the complexity in fulfilling data requirements under different pieces of legislation. In this context,
consultancies want better access to regulatory science expertise, especially within agencies, to discuss
and suggest solutions based on their experience in some sort of “safe space” environment, which
could accelerate the uptake of new and harmonised testing methodologies and strategies across
sectors. However, implementing the safe space concept poses some organisational challenges, for
example, regulatory authorities may lack the necessary resources. It is also important to ensure
transparency and equal treatment of applicants.

Consultants have expertise in developing testing strategies primarily based on targeted in vivo testing,
and NAM-informed grouping and read-across. In read-across, they evaluate chemical similarity, in
vitro biological similarity and in vivo biological similarity separately. In the context of REACH data-
sharing and co-registration, consultants reported that sometimes the lead registrant under REACH had
failed to include the read-across analysis in the dossier, and without the analysis, the conclusions could
not be accepted by the Agency (ECHA).

7. Sector specificities and the need to mitigate risks during the transition

The bilaterals with the industry associations revealed a striking heterogeneity across the value chain
with companies spanning from manufacturers of raw materials, to industrial chemicals, pesticides,
pharmaceuticals and consumer products (including cosmetics). There are overlaps and contrasts,
different priorities and concerns, large multinational companies and SMEs, specialised companies and
others with a broad set of products spanning over different sectors, those that synthesise new
substances and formulators, and those that have large in-house scientific departments and those with
little or no testing or regulatory capacity.

Several key questions were posed in these discussions. How do we make the business case for change
attractive enough? How to develop and evaluate a new safety assessment in parallel to the current
one? How to reduce animal testing without losing innovation in the development of new chemicals
nor the protection levels for human health and the environment?

There was a common call to identify who would be the losers, at risk of being left behind, and to
accommodate the fact that companies have different tolerance levels for risk/business loss. A need
was seen to incentivise the resourcing not only of short-term solutions but also the long-term goals of
the roadmap, while recognising the resources and potential of individual companies. It was also
considered important to convince the senior leadership within companies to invest in the progress
towards the phasing out of animal testing. It was proposed that risk (cost) sharing could be linked to
the assessment of individual chemicals or groups of chemicals, supported by relevant legal
instruments and guidance.

The issue of hazard-based vs risk-based management of chemical risks came up in several bilaterals.
Some companies, primarily those concerned with consumer products, expressed a strong regulatory
preference to prioritise risk management based on hazard identification but with an exposure-based
approach. Within the cosmetics sector, safety decisions are mainly exposure-led. For most consumer
product categories, including cosmetics, exposure can be assessed because ingredients are used in
well-defined concentrations in products with clearly defined uses and typical use volumes —
information in the possession of product manufacturers. However, other sectors currently lack
sufficient reliable information on uses and external exposure levels to follow this approach and in case
of multiple uses the information might not be sufficient for setting up realistic exposure scenarios.
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Each sector has its own challenges. For example, in the veterinary medicines sector, the animal is the
patient. Main targets of therapeutic development are cattle, sheep, pigs, poultry, cats, dogs and
aquaculture, which emphasise the importance of interspecies differences. Prioritisation of efforts is
largely market driven and based on relative size of the submarkets, e.g. prioritisation is made based
on the highest production volumes of vaccines rather than disease area. Batch-release testing for the
quality control of new vaccine products follows the consistency approach (Dierick et al., 2022), but for
old products, the traditional animal testing approach is generally required by authorities. Some
veterinary medicine ingredients are likely in common with other sectors, and then the opportunity to
coordinate safety testing including environmental assessments would be of great advantage.

Another example is the metals sector which is very heterogeneous and has multiple regulatory
applications (REACH, CLP, PPR, BPR, toys and batteries). Different companies focus on specific metals,
some of which have been used for many years and are animal data-rich (e.g. Pb, Ni, Cu). Others are
emerging (e.g. Se, Pt, metals in pigments, rare earth metals) but apparently less is known about their
properties. Main areas of regulatory application are broad.

There is also considerable heterogeneity within the food sector, e.g. novel foods typically contain
intentionally added enzymes/proteins, which rarely give adverse effects even at high doses.

Some consumer product manufacturers have strongly chosen to invest in non-animal methodologies
and may even choose to avoid suppliers that have tested on animals under REACH by selecting
alternative ingredients, which had not been subject to such information requirements. This is the case
not only for cosmetics, but also for chemicals subject to other legislation, due to consumer
expectations and satisfaction. This highlights the importance of citizens/consumers in driving change,
with potentially additional implications such as labelling provisions.

Some stakeholders mentioned that there is a need to develop the industrial ecosystem within the
cosmetics sector. A next generation risk assessment (NGRA) is currently too complex and expensive
for small CROs/SMEs to carry out, so it could be beneficial to share responsibility among large and
small companies within the sector. Some companies (especially the larger ones) produce ingredients
for which an EU-level authorisation is required under the Cosmetics Regulation, and consequently
submit a dossier to the EU Commission for mandating the SCCS safety assessment. Other companies
(especially smaller ones) produce chemicals for which an SCCS dossier and authorisation are not
required for marketing. In general, non-animal approaches used by large companies are a “good horse
to bet on” for small companies, but they may need assistance to transfer the technical know-how.

8. Building Confidence and Trust

The need to gain confidence in non-animal methods and trust in their deployment remains a barrier
between stakeholder groups. This is not just a technical barrier, but also a sociocultural one (Cavo$ki
et al., 2024). The roadmap needs to appear realistic to different stakeholder groups to ensure buy-in,
and therefore it is necessary to be as comprehensive and inclusive as possible.

The need for so-called “legal certainty” or regulatory predictability was expressed by various
stakeholders as essential to enable the uptake of new methodologies. There is however a trade-off
between this certainty and flexibility in meeting information requirements, which needs to be
resolved sector by sector.

The need to ensure equivalent or better protection came up in several discussions, with several
participants stating the need to move to protection rather than prediction when progressing safety
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assessment towards phasing out of animal testing. However, the concept of equivalent protection is
not well developed, and understood differently by different stakeholders, which might create
misunderstanding or worse, mistrust.

In many discussions, participants expressed concerns about misleading positives in NAMs triggering
animal testing and/or regulatory decisions, while others were concerned about missing potential
adverse effects when applying NAMs. There is no consensus on when it is necessary to demonstrate
adversity and when it is possible to conclude on no effects from NAMs.

One proposal for confidence building is to consider the phasing in of NAMs before the phasing out of
animals, so that both animal and non-animal approaches are integrated in tiered testing strategies in
which the animal test is carried out as a last resort. The phasing in of NAMs and eventual phasing out
of animal tests are prerequisites for the transition to animal-free safety assessment. During this
transition phase, there is a need for transparency about both the potential and limitations of NAMs
as well as animal testing.

Confidence needs to be built within and across sectors. Industry associations have a key role in building
confidence within their own sector by encouraging and facilitating exchange of information and
experience between member companies. Collaborations at sector level have already been established
to share information on ingredient safety, especially between formulators.

Post-market monitoring was considered a strong tool to ensure safety and complementary to safety
assessment of chemicals or marketed products, especially when also applying grouping and read-
across based on those observation in assessment of similar compounds. There are activities in certain
sectors, enhancing protection by surveying exposure to specific ingredients used in several consumer
product categories, to better understand risks related to consumer habits and practices survey. Some
stakeholders also suggested to bring the consideration of consumer and occupational exposure data
upfront before animal testing.

There was some discussion of History of Safe Use in the US leading to the conclusion of GRAS —
Generally Recognised as Safe (for food additives). This is providing confidence in low hazardous
chemicals that also then can be used to substitution of more hazardous ones. However,
implementation of this concept would need scientific and legal discussion within the EU.

It was suggested that indicators should not only look at the reduction of animal use, but also be related
to safety and innovation, which would assist in creating confidence during the implementation of the
roadmap.

In general, better professional training would be beneficial for all sectors. However, given the
heterogeneity between companies and sectors, it seems that while more general education and
training resources already exist, there is also a need to address the educational needs of specific
stakeholders. Moreover, in the interest of inclusivity, educational offerings should be accessible and
available in multiple languages. There are already many training programmes available (for example,
the AFSA Master Class for cosmetics). These could also be considered as transitional initiatives, which
would encourage complementarity, identification of gaps and necessary development during the
implementation of the roadmap.
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9. Collaboration models

To create trust, different collaboration models, both within and across organisations, were discussed
basically in every meeting.

There was a strong appeal from industry to develop safe spaces, partnerships in which industry and
regulators can discuss new methodologies, including interpretation of novel data streams, without
fear of “punitive” risk management measures being the outcome. At present, it is too risky and costly
to conduct alternative assessments which might not ultimately be accepted, while traditional animal
tests are still requested. Several industry stakeholders and consultants asked whether a possible way
forward would be to establish, within EFSA and ECHA, instruments similar to the Innovation Task Force
(ITF) within the EMA. Some participants would very much welcome a safe space to discuss new
methodologies, agency priorities and regulatory strategies with EFSA, but this is difficult due to the
EFSA setup and COI practices. Conversely, Food&DrinkEurope (FDE) companies have relatively easy
access to US FDA regulatory expertise. A possible model could follow the US EPA approach, the EPA
guidance (safe harbour). Within the EU, the industry-SCCS dialogue is a good model including pre-
submission meetings. In the case of EMA ITF, incentives have been put in place, such as waived fees
(e.g. NGO discussions on antibodies).

10. Summary of key insights gained from the bilaterals

As described above, the Change Management Working Group held a series of bilaterals, each time
with a different stakeholder group, to better understand not only the perceptions of different
stakeholders, but also their preparedness for a transition. The discussions also offered some
potentially actionable insights which are summarised here:

e The regulatory science ecosystem is wide and very diverse. This means that a one-size-fits-all
approach to effecting change would not be practicable or fruitful. Different stakeholders will
likely continue to have different priorities and different ways of accomplishing the same goals
(desirable outcomes).

e The need to increase confidence in the use of NAMs is a common theme, and it is increasingly
recognised that this is not only about scientific and technical expertise, but also about the way
in which regulatory practises are socialised. There is a call to embrace the principles of
deliberative democracy, including the perspectives of citizens who can drive change through
consumer choices. The validation and regulatory acceptance of NAMs is a long and time-
consuming process but could be expedited by allowing for multiple pathways to acceptance.

e Education and training are key in developing competencies and capacity, and several
organisations are already very proactive in providing educational resources. The needs of
different stakeholder groups are overlapping but also different, implying the need to
supplement generic training materials with tailor-made educational resources.

e Trust, or rather the lack of it, between some stakeholder groups continues to pose a significant
barrier to change. One way forward might be to develop a hybrid regulatory system that
foresees the eventual phase out of animal testing. However, to guide the transition to animal-
free safety assessment, some key design principles need to be developed and agreed, such as
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benchmarking the relevance of new approaches based on equivalent protection, rather than
the prediction of adverse effects in animals (the traditional approach).

e The roadmap will need to propose an overarching Governance and Collaboration Model,
reflecting the complexity of the regulatory science ecosystem. Without additional funding,
this will have to be self-resourcing. Therefore, it will be pragmatic to use, adapt and build on
existing structures. Based on some experience at Member State level, a network-within-
networks model could provide for a dynamic approach to collaboration. To be effective in the
EU context, such a collaborative network would need to include contact points at all levels
(local, regional, MS and EU) while also connecting with international actors.

e The eventual success of the roadmap is intertwined with related policy areas promoting
innovation, jobs and competitiveness. In this context, industry associations have the potential
to play a crucial role, given their expertise, capacity and importance in driving innovation, jobs
and competitiveness. Similarly, SMEs, especially CROs and consultancies, have unique
expertise and their capacity to contribute could be enhanced with logistical and financial
support.

e At the international level, the EU is often the initiator of innovation and the driver of
regulatory change. To this end, multiple stakeholders are well placed and willing to act as
scientific ambassadors in international and third country networks.
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