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Chapter IX – Art 59

Amendments to Regulation 
2019/6:
 GMO-VMPs: Streamlined regulatory requirement
 VNRAs: Reduction of administrative burden
 Sandboxes
 SPC extension
 Updates to Annex II
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Micro-organisms in medicine

1796
Jenner’s small pox 
vaccine (based on 
infection with cowpox).

1870-80s
Pasteur develops the first 
live attenuated vaccine 
(cholera in chickens).  
Subsequently developed 
anthrax and rabbies vaccine.

2019 
Vaccine against 
ebola (viral vector 
approach) 
authorized in the 
Union.

1940’s 
First influenza vaccine 
authorised for civilian use 
in US.

1990s 
First GMO 
veterinary vaccines 
authorised in the 
Union.

1980’s
A recombinant DNA vaccine 
developed against hepatitis B, 
still in use today.



Micro-organisms as medicines (cont)

Traditional vaccinesGMO vaccines

Wildtype 
micro-organism



Safety aspects for (live) modified 
micro-organisms used in medicine

Tropism

Recombination/
complementation
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Revertion to 
virulence

Replication 
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Survival 
outside host

Shedding

• Genetic 
stability



Annex II – Regulation 2019/6







GMO legislation not fit for medicines



GMO approaches in the 
development of novel vaccines

 3/8 vaccines authorised in exceptional 
circumstances are based on GMO approaches.

 4/4 vaccine platform technologies certified are 
based on GMO approaches.



OIE/FAO/WHO

 The standard of safety should not be different 
between GE vaccines and conventional vaccines.

 Animals vaccinated with GE vaccines should not 
be considered GM animals.

OIE/FAO/WHO meeting on the assessment of food safety related to 
the use of recombinant vaccines in food-producing animals (2011)



BTA proposals

1. Streamlining procedures for 
safety assessment.

2. Increased legal certainty for         
users.



1. Streamlining safety assessment

GMO framework not applicable to VMPs 
authorised or manufactured in accordance 
with Regulation 2019/6.

Sole assessment under Regulation 2019/6:
 Clinical trials
 Marketing authorisation



a) The clinical trial phase

BTA proposal:
 RMMs to be implemented by applicants where a risk 

to the environment is identified, having regard to 
the specific characteristics of the product, 
magnitude of relevant hazard and likelihood of AE 
occurring.

 NCA authorising CT to assess potential adverse 
effects on human health and the environment, 
having regard to the specific characteristics of the 
product and to require RMMs, where appropriate.

 Consultation with GMO authorities possible.



a) The clinical trial phase (cont)

Regulation 2019/6 (current)
 Art 9(4):



a) The clinical trial phase (cont)
VICH (cont):



b) Marketing authorisation

• BTA proposal:
Dataset as per Directive 2001/18 no longer in 

MAA.

Consultations with GMO authorities no longer 

mandatory.



2. Increased legal certainty for users

Administration of VMPs does not bring 
animals (or their products) under GMO rules:
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2. Regulation 2019/6

   



2. Administrative burden has increased

 Possibility to consolidate 
notifications within 12 
months (“yearly update”) 
lost.

 Confirmation step by 
competent authorities.

   



2. VNRAs: Reduction of administrative burden

 MAHs can consolidate 
submissions to UPD on a 
yearly basis, if the VNRA does 
not affect PI.

 Confirmation by competent 
authorities not required.
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Scope and objective

 Aim: facilitate development and 
marketing/use of innovation under 
proportionate requirements. 

 Scope: technologies, methods or 
products related to animal health 
directly or indirectly related to the 
development, manufacturing or use of 
veterinary medicinal products not 
regulated under other Union 
legislation.



How?

 Sandboxes are set up by COM (following EMA’s 
recommendation).  They are limited in time.

 Development phase:
development of technical/scientific 

requirements by EMA;
scientific advice by EMA.

 Authorisation phase:
assessment of specific applications by EMA;
authorisation by COM (comitology);
surveillance by NCAs – possibility to take 

interim measures in case of serious risks.



Termination
 Earlier termination:
 identification of serious risks to public or animal 

health or the environment by CAs;
 benefit-risk negative and RMMs not possible.

 End of sandbox (end date reached):
 COM to take appropriate action as regards 

regulatory framework for such innovation having 
regard to assessment performed by EMA;

 authorisations granted under the sandbox continue 
to be valid (except termination due to serious risks).
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Overview
12 months extension of SPC protection. 
Conditions:
 biotechnology VMPs (art 42 (2a) Regulation 2019/6);
 intended to treat zoonotic diseases;
 new active substance;
 new MoA with efficacy/safety at least equal to 

relevant authorised VMPs;
 at least one manufacturing step in the EU (excluding 

packaging, testing and batch certification).



GMO-VMPs: Streamlined regulatory requirements
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• Thank you!
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