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PART 1   (COUNCIL DECISION 2002/813/EC) 

 

 

SUMMARY NOTIFICATION INFORMATION FORMAT FOR THE RELEASE OF 

GENETICALLY MODIFIED ORGANISMS OTHER THAN HIGHER PLANTS IN 

ACCORDANCE WITH ARTICLE 11 OF DIRECTIVE 2001/18/EC 

 

In order to tick one or several possibilities, please use crosses (meaning x or X) into the space 

provided as (.) 

 

A. General information 

 

1. Details of notification 

 

(a) Member State of notification   Germany… 

(b) Notification number     B/DE/22/PEI4996 

(c) Date of acknowledgement of notification  08/080/2022 

(d) Title of the project     COAV101B12302: Phase IIIb, open-

label, single-arm, multi-center study to evaluate the safety, tolerability and efficacy of 

OAV101 administered intrathecally (1.2 x 1014 vector genomes) to participants 2 to 12 

years of age with spinal muscular atrophy (SMA) who have discontinued treatment with 

nusinersen (Spinraza ®) or Risdiplam (Evrysdi®)… 

(e) Proposed period of release    15-Dec-2022 to 10-Oct-2023 

 

2. Notifier 

Novartis Pharma AG, Lichtstr. 35, Basel, 4056 Switzerland  

 

3. GMO characterisation  

 

(a) Indicate whether the GMO is a: 

 

 

 viroid   (.) 

 RNA virus  (.) 

 DNA virus  (X) Recombinant AAV non-replicative 

 bacterium   (.) 

 fungus    (.) 

 animal     

- mammals   (.) 

- insect   (.) 

- fish   (.) 

- other animal  (.) specify phylum, class  

other, specify 

 … 

Human recombinant adeno-associated vector serotype 9 (AAV9) viral capsid containing the 

complementary deoxyribonucleic acid sequence (cDNA) of the human SMN gene under the control 

of the cytomegalovirus (CMV) enhancer/chicken-β-actin hybrid promotor (CB). The AAV9 viral 

vector is henceforth referred to as OAV101.  

 

(b) Identity of the GMO (genus and species) 
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 Family: Pavoviridae 

 Genus: Dependoparvovirus 

 Species: Recombinant adeno-associated virus (AAV) non-replicative 

 

 

(c) Genetic stability – according to Annex IIIa, II, A(10) 

The genetic stability of the batches used in the clinical trial are confirmed by Droplet Digital 

PCR (ddPCR). The OAV101B drug product to be used in this clinical trial is stable over a 

24-month shelf life prior to administration.  

  

4. Is the same GMO release planned elsewhere in the Community (in conformity with Article 

6(1)), by the same notifier? 

Yes (X)  No (.) 

 If yes, insert the country code(s) BE, FR, IT, NL, ES… 

 

5. Has the same GMO been notified for release elsewhere in the Community by the same 

notifier? 

 Yes (X)  No (.) 

 If yes: 

- Member State of notification  BE, FR, DE, IT, PT, DK… 

- Notification number   B/../../… 

 
Please use the following country codes:  

Austria AT; Belgium BE; Germany DE; Denmark DK; Spain ES; Finland FI; France FR; United Kingdom GB; Greece GR; 

Ireland IE; Iceland IS; Italy IT; Luxembourg LU; Netherlands NL; Norway NO; Portugal PT; Sweden SE   

 

 

6. Has the same GMO been notified for release or placing on the market outside the 

Community by the same or other notifier? 

 Yes (X)  No (.) 

 If yes: 

- Member State of notification  - Notification number  

 B/../../… 

Product commercially approved in the following 

US, EU, Japan, Brazil, Israel, Australia, Korea, united Arab Emirates, Russia, Argentina, 

Canada, Switzerland, United Kingdom and Taiwan 

Clinical studies conducted in the following countries 

AVXS-101-CL-101: United States, Australia 

AVXS-101-CL-102: United States 

AVXS-101-CL-302: Belgium, France, Germany, Italy, Netherlands, Sweden, Spain, United 

Kingdom 

AVXS-101-CL-303: United States  

AVXS-101-CL-304: Belgium, Canada, Germany, Italy, Israel (did not participate due to 

lengthy review), Netherlands, Taiwan, South Korea, Spain, United Kingdom, United States. 

AVXS-101-CL-306: Japan, South Korea, Taiwan.  

COAV101A12306: Australia, Belgium, Canada, France, Germany, Italy, Portugal, Taiwan, 

United Kingdom, United States 

COAV101B12301: Egypt (awaiting CTA approval), India, Malaysia, Saudi Arabia (awaiting 

CTA approval), Singapore, South Africa, Taiwan, Thailand, Vietnam, China, Denmark, 

Russia, Brazil, Colombia, Mexico, United States 
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7. Summary of the potential environmental impact of the release of the GMOs. 

 Given that OAV101 is completely non-replicative and not a known pathogen of any plant or 

animal species, the risk to the environment from exposure to potentially contaminated 

material is considered to be minimal. OAV101 shedding is observed mainly in fecal material 

from treated subjects based on data obtained from previous clinical trials, where it rapidly 

declines to levels that can be practically considered as non-infectious, especially given the 

high multiplicity of infection (MOI) that is necessary for productive transduction. The 

recombinant OAV101 vector is lacking genes that are required for replication and is 

incapable of generating a productive infection even in the presence of environmentally 

occurring helper viruses. 

Due to the characteristics of the vector, the risk of integrational mutagenesis is negligible.  

In addition, the probability that genetic material would be transmitted from the product is 

very low due to the fact that there are no mobile elements involved and co-purification of 

possible genetic impurities (mainly kanamycin resistance gene) is controlled for every batch. 

 

 

B. Information relating to the recipient or parental organism from which the GMO is 

derived 
 

1. Recipient or parental organism characterisation: 

 

(a) Indicate whether the recipient or parental organism is a: 

 

(select one only) 

 

 viroid   (.) 

 RNA virus  (.) 

 DNA virus  (X) 

 bacterium   (.) 

 fungus    (.) 

 animal     

- mammals   (.) 

- insect   (.) 

- fish   (.) 

- other animal  (.) 

(specify phylum, class)  … 

 

 other, specify  … 

 

2. Name 

(i) order and/or higher taxon (for animals) Parvovirdae 

(ii) genus      Dependoparvovirus 

(iii) species      Adeno-associated virus 

(iv) subspecies     … 

(v) strain      Serotype 9 

(vi) pathovar (biotype, ecotype, race, etc.) … 

(vii) common name     AAV9 

 

 

3. Geographical distribution of the organism 
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 (a) Indigenous to, or otherwise established in, the country where the notification is made: 

  Yes (X)  No (.)  Not known (.) 

 

(b) Indigenous to, or otherwise established in, other EC countries: 

  (i) Yes   (X) 

 

If yes, indicate the type of ecosystem in which it is found: 

 

Atlantic  X 

Mediteranean  X 

Boreal   X 

Alpine   X 

Continental  X 

Macaronesian  X 

 

(ii) No   (.) 

(iii) Not known  (.) 

 

 (c) Is it frequently used in the country where the notification is made? 

  Yes (.)  No (X) 

 

(d) Is it frequently kept in the country where the notification is made? 

Yes (.)  No (X) 

 

4. Natural habitat of the organism 

 

(a) If the organism is a microorganism 

 

water      (.) 

soil, free-living    (.) 

soil in association with plant-root systems (.) 

in association with plant leaf/stem systems (.) 

other, specify  … 

 The AAV is from human origin although other animals can be hosts.  

 

(b) If the organism is an animal: natural habitat or usual agroecosystem: 

Not applicable 

 

5. (a) Detection techniques 

  ddPCR techniques detect the vector DNA. 

 

 (b) Identification techniques 

  ddPCR techniques detect the vector DNA. 

 

6. Is the recipient organism classified under existing Community rules relating to the protection 

of human health and/or the environment? 

 Yes (X)  No (.) 

 If yes, specify   



Page 5 of 16 

The product is designated as a Risk Group 1 biological agented, defined as “one that is 

unlikely to cause human disease”. Wild type AAVs are naturally occurring, and infect 

humans and a wide range of animals. AAVs are not known to cause any human pathology 

and have not been associated with any human or animal disease.  

 

7. Is the recipient organism significantly pathogenic or harmful in any other way (including its 

extracellular products), either living or dead? 

 Yes (.)  No (X)  Not known (.) 

 

 If yes: 

 

(a) to which of the following organisms: 

 

humans (.) 

animals (.) 

plants  (.) 

other  (.) 

 

(b) give the relevant information specified under Annex III A, point II. (A)(11)(d) of 

Directive 2001/18/EC 

 The AAVs are not pathogenic, virulent, allergenic, or vectors carrying a pathogen. The range 

of the most famous host includes human and non-human primates.  

 

8. Information concerning reproduction 

 

(a) Generation time in natural ecosystems: 

Not relevant. The vector lacks all viral replicative proteins. 

 

(b) Generation time in the ecosystem where the release will take place: 

Not relevant. The vector lacks all viral replicative proteins. 

 

 (c) Way of reproduction:  Sexual  ..  Asexual .. 

Not applicable. The vector lacks all viral replicative proteins. 

 

 

(d) Factors affecting reproduction: 

Wild type AAV is incapable of replication without co-infection with a helper virus 

that can include Adenoviruses, Herpes viruses or Vaccinia. 

 

9. Survivability 

 

(a) ability to form structures enhancing survival or dormancy: 

 

(i) endospores   (.) 

(ii) cysts    (.) 

(iii) sclerotia   (.) 

(iv) asexual spores (fungi)  (.) 

(v) sexual spores (funghi)  (.) 

(vi) eggs    (.) 

(vii) pupae    (.) 
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(viii) larvae    (.) 

(ix) other, specify   None 

 

(b) relevant factors affecting survivability: 

The virus is sensitive to readily available disinfectants for non-enveloped viruses such 

as 10% solution of chlorine bleach or oxidizing agents and can be eliminated through 

defined sanitization procedures.  

10. (a) Ways of dissemination 

  The OAV101 vector will be administered in humans via an intrathecal route.  

Shedding studies in humans following IV administration of OAV101 have been 

performed. Urine, stool and saliva samples were collected from 5 patients in study 

CL-101 (RPT-270) and 20 patients in study CL-303 (CL-303 CSR amendment 1). 

These patients were dosed IV with the therapeutic dose of 1.1 x 1014 virus genomes 

(vg)/kg.  The samples were analyzed using a droplet digital Polymerase Chain 

Reaction (ddPCR) assay developed by PPD, Richmond, VA, USA.  OAV101 was 

shed rapidly in the saliva, urine and feces. OAV101 could be detected in saliva and 

urine through Day 7 with concentrations being Below the Lower Limit of 

Quantitation (BLQ) by Day 14. OAV101 DNA could be detected in stool through 

Day 30 with the concentrations being BLQ by Day 60.  

After IT administration (i.e. administration into the CSF), OAV101 will distribute 

rapidly into the CNS and into the systemic circulation.  Once present in the systemic 

circulation, OAV101 will be subjected to the same clearance processes that occur 

after IV administration.  Therefore, the rates and routes of shedding (clearance) will 

be similar after either IV or IT administration of OAV101 

. 

 

 

 (b) Factors affecting dissemination 

Shedding is reported to be dependent on the dose of route of administration; the IV 

route can be considered a worst-case scenario for AAV shedding with the IT route 

(ROA to be used for this clinical study) associated with similar levels of viral 

shedding.  

 

It should be noted however that the absolute dose that will be administered by the IT 

route (1.2E14 vg) is markedly lower that administered by the IV route (1.1E14 

vg/kg).  Consequently the concentrations of OAV101 in the blood will be lower after 

IT administration than after IV administration and hence the time for concentrations 

to decline to undetectable levels will be shorter after IT administration compared to 

after IV administration.  Therefore, the precautions recommended for handling human 

waste after IV administration of OAV101 are adequate for patients administered 

OAV101 by IT administration. 

 

11. Previous genetic modifications of the recipient or parental organism already notified for 

release in the country where the notification is made (give notification numbers) 

 …, B/../../… 

 

C. Information relating to the genetic modification 

 

1. Type of the genetic modification 



Page 7 of 16 

 

(i) insertion of genetic material  (X) 

(ii) deletion of genetic material  (X) 

(iii) base substitution   (.) 

(iv) cell fusion    (.) 

(v) others, specify  … 

 

2. Intended outcome of the genetic modification 

 OAV101 is genetically modified from adeno-associated virus serotype 9 (AAV9). During the 

construction, the coding sequence for viral proteins has been replaced by the expression 

cassette containing the SMN complementary sequence and regulatory sequences needed for 

the protein expression. The deletion of the complete protein sequence of AAV9 yields a 

replication incompetent virus.  

 

3. (a) Has a vector been used in the process of modification? 

 Yes (X)  No (.) 

 

 If no, go straight to question 5. 

 

 (b) If yes, is the vector wholly or partially present in the modified organism? 

 Yes (X)  No (.) 

 

 If no, go straight to question 5. 

 

4. If the answer to 3(b) is yes, supply the following information 

 

 (a) Type of vector 

 

  plasmid   (X) 

  bacteriophage   (.) 

  virus    (.) 

  cosmid    (.) 

  transposable element  (.) 

  other, specify  … 

 

 (b) Identity of the vector 

  pSMN  

 

 (c) Host range of the vector 

  pSMN is a sequence in the human genome 

 

 (d) Presence in the vector of sequences giving a selectable or identifiable phenotype 

 Yes (X)  No (.) 

 

  antibiotic resistance (X)  

  other, specify  … 

 An antibiotic resistance gene (Kanamycin) is present in the pSMN plasmid. It is not 

incorporated in the genome of the viral vector of OAV101. 

 

  Indication of which antibiotic resistance gene is inserted 
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  Kanamycin 

 

 (e) Constituent fragments of the vector 

  Not applicable to the plasmid vector pSMN 

 

 (f) Method for introducing the vector into the recipient organism 

 

(i) transformation  (.) 

(ii) electroporation (.) 

(iii) macroinjection (.) 

(iv) microinjection  (.) 

(v) infection  (.) 

(vi) other, specify 

The plasmid vectors are introduced into HEK293 cells to create the modified viral 

vector, OAV101. Triple transfection of three plasmid vectors is used to create the 

modified AAV9 viral vector that contains the SMN gene.  

 

5. If the answer to question B.3(a) and (b) is no, what was the method used in the process of 

modification? 

 

(i) transformation  (.) 

(ii) microinjection  (.) 

(iii) microencapsulation (.) 

(iv) macroinjection (.) 

(v) other, specify … 

 

6. Composition of the insert 

 

 (a) Composition of the insert 

OAV101 is a non-replicating, recombinant adeno-associated virus serotype 9 (AAV9) 

containing the human survival motor neuron (SMN) complementary sequence under 

the control of the cytomegalovirus (CMV) enhancer/chicken-β-actin-hybrid promoter 

(CB).  One of the two adeno-associated vector (AAV) inverted terminal repeats 

(ITRs) has been modified to promote intramolecular annealing of the transgene, thus 

forming a double-stranded transgene ready for transcription. 

   

 (b) Source of each constituent part of the insert 

  ITRs: from AAV Serotype 2 

  Enancer/Promoter: Cytomegalovirus enhancer and chicken-β-actin-hybrid promoter 

  Intron: Simian origin virus 

  Poly A: Bovine Growth Hormone 

  SMN: Human SMN cDNA 

 

 (c) Intended function of each constituent part of the insert in the GMO 

ITRs: Produce second-generation self-complementary vector to maximize vector 

potency, allowing lower systemic doses. Required for both viral DNA replication and 

packaging of the rAAV vector genome.  

  Enhancer/Promoter: High level SMN expression 

  Intron: Common feature in gene vector for increased gene expression 
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 Poly A: Effective Poly A for SMN mRNA (transcription termination signal) for high-

level, efficient gene expression 

  SMN: Express full-length SMN protein 

 

 

(c) Location of the insert in the host organism 

 

  - on a free plasmid   (.) 

  - integrated in the chromosome  (.) 

- other, specify:  the insert replaces the genome of the AAV9  

 

(d) Does the insert contain parts whose product or function are not known? 

Yes (.)  No (X) 

 If yes, specify  … 

 

D. Information on the organism(s) from which the insert is derived 

 

1. Indicate whether it is a: 

 

viroid   (.) 

 RNA virus  (.) 

 DNA virus  (.) 

 bacterium   (.) 

 fungus    (.) 

 animal     

- mammals   (X) 

Human SMN is considered as the main component for the insertion of the codifying 

sequence, because this is the sequence that can be translated to a protein with 

biological function once the GMO is liberated. 

- insect   (.) 

- fish   (.) 

- other animal  (.) 

(specify phylum, class)  … 

 other, specify  … 

 

 

2. Complete name 

 

(i) order and/or higher taxon (for animals) Primate 

(ii) family name for plants   … 

(iii) genus      Homo 

(iv) species      Homo sapiens 

(v) subspecies     … 

(vi) strain      … 

(vii) cultivar/breeding line    … 

(viii) pathovar      … 

(ix) common name     Human 

 

3. Is the organism significantly pathogenic or harmful in any other way (including its 

extracellular products), either living or dead? 
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Yes (.)  No (X)  Not known (.) 

 If yes, specify the following: 

 

(b) to which of the following organisms: 

 

humans (.) 

animals (.) 

plants  (.) 

other  .. 

 

(b) are the donated sequences involved in any way to the pathogenic or harmful 

properties of the organism 

  Yes (.)  No (X)  Not known (.) 

 

  If yes, give the relevant information under Annex III A, point II(A)(11)(d): 

  … 

 

4. Is the donor organism classified under existing Community rules relating to the protection of 

human health and the environment, such as Directive 90/679/EEC on the protection of 

workers from risks to exposure to biological agents at work? 

Yes (.)  No (.) 

 If yes, specify  

 Not applicable 

 

5. Do the donor and recipient organism exchange genetic material naturally? 

 Yes (X)  No (.)  Not known (.) 

  

E. Information relating to the genetically modified organism 

 

1. Genetic traits and phenotypic characteristics of the recipient or parental organism which have 

been changed as a result of the genetic modification 

 

 (a) is the GMO different from the recipient as far as survivability is concerned? 

Yes (.)  No (X)  Not known (.) 

  Specify … 

   

 

(b) is the GMO in any way different from the recipient as far as mode and/or rate of 

reproduction is concerned? 

  Yes (X)  No (.)  Unknown (.) 

Specify 

The GMO generated cannot replicate in the host cell even if helper viruses are 

present. During the generation of GMO, the AAV9 genome of the receptor organism 

(AAV9) needed has been completely replaced by the expression cassette for SMN.  

   

  

(c) is the GMO in any way different from the recipient as far as dissemination is 

concerned? 

Yes (X)  No (.)  Not known (.) 
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Specify As the GMO cannot replicate, the dissemination of the organism is 

limited to the administration of the GMO to the patient.  

  

 

(d) is the GMO in any way different from the recipient as far as pathogenicity is 

concerned? 

Yes (.)  No (.)  Not known (.) 

Specify As no pathogenic sequences are present in the SMN expression 

cassette and the receptor organism (wild type AAV) is not pathogenic, 

any difference of pathogenicity between the wild type and the GMO 

would be observed. The GMO is not an integrative or replicative 

vector. 

   

 

2. Genetic stability of the genetically modified organism 

The GMO genome is analyzed during the manufacturing process by ddPCR. The OAV101B 

drug product to be used in this clinical trial is stable over a 24-month shelf life prior to 

administration.  

 

3. Is the GMO significantly pathogenic or harmful in any way (including its extracellular 

products), either living or dead? 

Yes (.)  No (X)  Unknown (.) 

 

 (a) to which of the following organisms? 

 

  humans (.) 

  animals (.) 

  plants  (.) 

  other  … 

 

(b) give the relevant information specified under Annex III A, point II(A)(11)(d) and 

II(C)(2)(i) 

Annex III A, point II (A)(11)(d): The recombinant AAV vector infects mammal cells, 

but vectors are not pathogenic, toxigenic, virulent, allergenic or pathogen carriers. 

The GMO is incompetent for replication, and, consequently, it cannot colonize other 

organisms.  

 

Annex III A, point II(C)(2)(i): OAV101 is a non replicating vector and the 

administration to patients is associated with limited exposure of the environment to 

OAV101.  

 

4. Description of identification and detection methods 

 

 (a) Techniques used to detect the GMO in the environment 

  Genome specific ddPCR 

 

 (b) Techniques used to identify the GMO 

  Genome specific ddPCR 

 

F. Information relating to the release 
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1. Purpose of the release (including any significant potential environmental benefits that may be 

expected) 

 The purpose of the release of the GMO is to perform a clinical trial to administer OAV101 to 

patients with Spinal Muscular Atrophy. No environmental impact nor benefit is expected.  

 

 

2. Is the site of the release different from the natural habitat or from the ecosystem in which the 

recipient or parental organism is regularly used, kept or found? 

Yes (X)  No (.) 

 If yes, specify 

 The GMO will be administrated intrathecally to clinical trial patients.  

 

3. Information concerning the release and the surrounding area 

 

 (a) Geographical location (administrative region and where appropriate grid reference): 

  Hospitals across the following EU/EEA countries: Belgium, France, Germany, Italy, 

Netherlands, Spain 

As well as the following non-EU countries: United States, Canada, Japan, Australia… 

   

 

   

 (b) Size of the site (m2): 

  The GMO will be administered in a hospital setting.  

  (i) actual release site (m2): Not applicable 

 (ii) wider release  site (m2): Not applicable 

 

The recombinant vector is non-pathogenic.  

 

(c) Proximity to internationally recognised biotopes or protected areas (including 

drinking water reservoirs), which could be affected: 

The effects to environmental sites outside the hospital room will be limited to the greatest 

extent possible. Containment measures during administration of OAV101 to the patients will 

exclude release of OAV101 into the environment. Personal protective equipment will be used 

to avoid exposure to OAV101 of the medical personnel involved in the administration of the 

product. 

(d) Flora and fauna including crops, livestock and migratory species which may 

potentially interact with the GMO 

The wild type and recombinant AAV9 infect mammal cells but not plant cells. 

Moveover, only a limited release of the GMO to a waste water is expected 

after the administration to the patients. However, the waste water is not an 

ecosystem where the GMO can survive. Taking into account these 

characteristics and the replicative incapacity, no interaction of the GMO with 

the flora, fauna, livestock or migratory species is expected.  

 

4. Method and amount of release 

 

(a) Quantities of GMOs to be released: 

OAV101 is administered intrathecally in humans at a nominal dose of 1.2 x 1014 

vg/subject.  



Page 13 of 16 

 

(b) Duration of the operation: 

OAV101 is administered via intrathecal ROA according to local standard process.  

 

(c) Methods and procedures to avoid and/or minimise the spread of the GMOs beyond 

the site of the release 

The vector-containing syringes are delivered to the treatment room and administered 

to the patient within eight (8) hours of removal from the refrigerator. All transfers are 

done in spill-proof containers to avoid spreading of the vector during transport. 

Individuals handling the vector will wear personal protective equipment in 

accordance with BSL level 1 requirements or as per local relations or guidelines.  

 

All materials used for injection including sterile drapes, needles, and syringes in 

contact with the vector are sealed in leak-proof primary and secondary containers. All 

waste are double bagged bearing a biohazard symbol and disposed of in a biohazard 

waste container in accordance with local requirements.  

 

Guidelines are provided to family members and caregivers to practice good hand 

hygiene for a minimum of one month following administration of OAV101.  

 

 

5. Short description of average environmental conditions (weather, temperature, etc.) 

 Hospital rooms have to fulfill hygiene conditions required for the treatment of immune-

compromised patients 

 

6. Relevant data regarding previous releases carried out with the same GMO, if any, specially 

related to the potential environmental and human health impacts from the release. 

 

The OAV101 vector will be administered in humans via an intrathecal route.  

Shedding studies in humans following IV administration of OAV101 have been performed. 

Urine, stool and saliva samples were collected from 5 patients in study CL-101 (RPT 270) 

and 20 patients in study CL-303 (CL-303 CSR amendment 1).  These patients were dosed IV 

with the therapeutic dose of 1.1 x 1014 virus genomes (vg)/kg.  The samples were analyzed 

using a droplet digital Polymerase Chain Reaction (ddPCR) assay developed by PPD, 

Richmond, VA, USA.  OAV101 was shed rapidly in the saliva, urine and feces. OAV101 

could be detected in saliva and urine through Day 7 with concentrations being Below the 

Lower Limit of Quantitation (BLQ) by Day 14. OAV101 DNA could be detected in stool 

through Day 30 with the concentrations being BLQ by Day 60.  

 

After IT administration (i.e. administration into the CSF), OAV101 will distribute rapidly 

into the CNS and into the systemic circulation.  Once present in the systemic circulation, 

OAV101 will be subjected to the same clearance processes that occur after IV administration.  

Therefore, the rates and routes of shedding (clearance) will be similar after either IV or IT 

administration of OAV101No environmental or human health impacts have been observed 

from the release of OAV101 based on historical clinical trial and commercial use of the 

vector. 

 

 

G. Interactions of the GMO with the environment and potential impact on the 

environment, if significantly different from the recipient or parent organism 
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1. Name of target organism (if applicable) 

(i) order and/or higher taxon (for animals) Primates 

(ii) family name for plants   … 

(iii) genus      Homo 

(iv) species      Homo sapiens 

(v) subspecies     … 

(vi) strain      … 

(vii) cultivar/breeding line    … 

(viii) pathovar      … 

(ix) common name     human 

 

2. Anticipated mechanism and result of interaction between the released GMOs and the target 

organism (if applicable) 

OAV101 is administered as a gene therapy for patients with Spinal Muscular Atrophy, with a 

limited copy number of the SMN2 gene. After administration of the vector, the vector 

replaces the SMN1 gene.  

 

3. Any other potentially significant interactions with other organisms in the environment 

No other potentially significant interactions with other organisms in the environment are 

anticipated. 

 

4. Is post-release selection such as increased competitiveness, increased invasiveness for the 

GMO likely to occur? 

 Yes (.)  No (X)  Not known (.) 

 Give details 

 The GMO cannot replicate and, therefore, its dissemination or selection is not expected. 

 

5. Types of ecosystems to which the GMO could be disseminated  from the site of release and 

in which it could become established 

 The areas where OAV101 will be administered are inside a hospital setting with specified 

measured. The GMO can be released to waste water, but it is unlikely to hold infective 

capacity and no consequence is expected. 

 

6. Complete name of non-target organisms which (taking into account the nature of the 

receiving environment) may be unintentionally significantly harmed by the release of the 

GMO 

 Not applicable  

 

(i) order and/or higher taxon (for animals) … 

(ii) family name for plants   … 

(iii) genus      … 

(iv) species      … 

(v) subspecies     … 

(vi) strain      … 

(vii) cultivar/breeding line    … 

(viii) pathovar      … 

(ix) common name     … 

 

7. Likelihood of genetic exchange in vivo 
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 (a) from the GMO to other organisms in the release ecosystem: 

The GMO released to the environment is not expected to keep the infective 

properties, and, due to the replicative incapacity, no dissemination pattern is 

expected. If any GMO is released keeping the infective capacity, it could infect any 

mammal. However, no toxic effects derived from the SMN protein have been 

observed. 

 

 (b) from other organisms to the GMO: 

  Not applicable 

 

(c) likely consequences of gene transfer: 

 

Not applicable 

 

8. Give references to relevant results (if available) from studies of the behaviour and 

characteristics of the GMO and its ecological impact carried out in stimulated natural 

environments (e.g. microcosms, etc.): 

 No stimulated natural environment studies were undertaken. No ecological impact has been 

observed in the previous clinical and commercial studies.  

 

9. Possible environmentally significant interactions with biogeochemical processes (if different 

from the recipient or parental organism) 

 None 

 

H. Information relating to monitoring 

 

1. Methods for monitoring the GMOs 

 The GMO release has been previously analyzed in biological fluids from the treated patients 

according to the protocols of previous clinical trials. During this trial, subjects will be 

monitored for vector shedding in saliva, nasal, urine and stool samples may be permitted 

based on scheduling and local guidelines/regulations, up to approximately 24 hours prior to 

and post visit.  

 

 

2. Methods for monitoring ecosystem effects 

 Not applicable 

 

3. Methods for detecting transfer of the donated genetic material from the GMO to other 

organisms 

 Not applicable 

 

4. Size of the monitoring area (m2) 

 Not applicable 

 

5. Duration of the monitoring 

  

Patients are monitored through 1 year, but no further samples are collected for the particular 

matrix after the concentrations of OAV101 DNA in the matrix are shown to be below the 

Lower Limit of Quantitation at 3 consecutive timepoints.  
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6. Frequency of the monitoring 

 Samples are collected at the frequency specified in the trial protocol. No further samples are 

collected for the particular matrix after the concentrations of OAV101 DNA in the matrix are 

shown to be below the Lower Limit of Quantitation at 3 consecutive timepoints.  

 

I. Information on post-release and waste treatment 

 

1. Post-release treatment of the site 

 Post-release treatment of the site will be performed in accordance with the clinical protocol 

and pharmacy manual. 

 

2. Post-release treatment of the GMOs 

 None 

 

3. (a) Type and amount of  waste generated 

 The type of waste generated include materials used for injection, including sterile 

drapes, needles, and syringes in contact with the vector.  

 

 (b) Treatment of waste 

 All waste are double bagged bearing the biohazard symbol and disposed of in a 

biohazard waste container in accordance with local requirements.  

  

 To further reduce the potential for exposure to patient caregivers after subjects are 

discharged, family members and caregivers are provided guidelines for good hand 

hygiene for a minimum of one month after administration.  

 

J. Information on emergency response plans 

 

1. Methods and procedures for controlling the dissemination of the GMO(s) in case of 

unexpected spread 

 Spills will be soaked up with absorbent material and surfaces cleaned and disinfected with 

approved disinfectants.  

 

2. Methods for removal of the GMO(s) of the areas potentially affected 

 Spills will be soaked up with absorbent material and surfaces cleaned and disinfected with 

approved disinfectants. 

 

3. Methods for disposal or sanitation of plants, animals, soils, etc. that could be exposed during 

or after the spread 

 Not applicable 

 

4. Plans for protecting human health and the environment in the event of an undesirable effect 

 No undesirable effect is anticipated based on the use of the product and the historical clinical 

and commercial use.  

 


