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Scientific guidelines - EMA

• Questions and answers on BWP learnings 

• Guideline on quality aspects of RNA vaccines  

• Reflection Paper on tailored clinical approaches for biosimilar 

developments

• Guideline on the development and manufacture of human medicinal 

products specifically designed for phage therapy 

• Revision of Guideline on Radiopharmaceuticals Based on Monoclonal 

Antibody Derivatives

• Revision of Guideline on epidemiological data on blood transmissible 

infections 

4





Guideline on quality aspects of RNA vaccines  

Concept paper 2023

• 120 comments from 13 stakeholders

Draft guideline 2025

• Public consultation open until 30/09/2025

Final guideline target: 2026
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Reflection Paper on tailored clinical approaches for 
biosimilar developments
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Draft reflection paper 2025

• Public consultation open until 30/09/2025



Scientific guidelines - ICH

• ICH Q1 & ICH Q5C Stability Testing (revision)

• ICH Q3E Extractables and Leachables (new)

• ICH Q5A Viral safety (training materials)

• ICH Q6 Specifications (revision)

• ICH M4Q Common Technical Document (CTD) – quality (revision)
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Revision of EU variations 
framework
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Revision of EU variations framework

• Aim to improve the existing system by incorporating experience gained and make the 

lifecycle management of medicines more:

• Efficient for regulators and MAHs

• Future proof with scientific and technological progress 

• Simplify and enable an agile review of classification guideline and operational procedures.

• Short-term measures which can be done independently from the review of basic legislation. 

Revision of Variations framework11



Relevant changes of the amended Variation Regulation

• Efficiency gains:

• Super-grouping: less impactful for CAPs but key 
for the NCAs/MAHs (extended to purely NAPs).

• Annual update of type IA variations: previously 
optional, now mandatory with exception to keep 
some flexibility for innovative products.

• Mandatory worksharing procedure: previously 
optional, significant gains in terms of resources and 
harmonisation are expected for NAPs.

• Voluntary worksharing: same variation applicable 
to different MA from different MAH (e.g. EoI for two 
MA supported by data from the same CT).

12 Revision of Variations framework



Principles for the revision of the Variations Guidelines

• All categories of variations were reviewed based on experience acquired, the scientific and 

technical progress. 

• Aim to improve the efficiency ensuring the protection of public health in the EU.

• When appropriate, streamline the variation framework (e.g. decreasing, downgrading and simplifying 

the various categories of variations).

• When possible, future proof the variations framework for the upcoming changes (e.g. adapt/prepare 

for innovation)

• The changes made are compatible with the revised Variations Regulation.

Revision of Classification Guideline - How did we do it?
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Overview of public consultation comments on draft 
variation guideline revision (Jun–Aug 2024)

Section Comments
Procedural 314
A 69
B.I. 409
B.II. 485
B.III 59
B.IV 71
B.V 5
C 57
D 42
other 58
TOTAL 1569
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Stakeholders comments (total)

Comments from 48 stakeholders were received 
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Main changes

15 Revision of the EU variation Regulation: continuing innovation in Life-Cycle Management

B. Quality variations C. Safety, Efficacy, PhV variations 

• Reduction/simplification list from 

8  to 5 scopes.

• Deletion of scopes (C.I.9, C.I.10, as 

now done via Art. 57 database).

• C.I.3 expanded to include 

implementation of PRAC signals and 

joint recommendations of EU 

authorities.

• New scope for submission of results of 

assessments carried out on target 

patient groups.

Review of all categories: 

• Downgrade certain scopes when 

scientifically justified (risk/based approach). 

• Removed conditions of biological 

medicinal products in certain circumstances 

allowing a Type IA variations.

• Implementation of PACMP as Type IB or 

Type IA also for BIO.

• Alignment and consistency between 

Chemicals and Biologics where appropriate

• New section on In-house reference 

preparations.

• New scopes for Medical devices in line 

with MDR.

D. PMF 

• Reduction/simplification list from 
23 to 16 scopes.

• Operational details shifted 

to EMA/CMDh guidance for easiest 

updates in the future.

• Change the current code system 

(numbering) to facilitate the 

implementation of the new 

framework

A. Administrative variations 

Procedural part



Revision of Classification Guideline - How did we do it?

Biologicals

Risk-based decrease in 

categories (II -> IB, IB -> IA)

Documentation/conditions

Additional regulatory tools

PMFs

Herbals
Review of categories, 
documentation and conditions

Chemicals

Alignment and consistency  

between scopes with biological

Active Substance Master Files 

(ASMF) / CEPs

Strengthen responsibility of 

MAHs (e.g. nitrosamines LLE)

Medical Devices

New scopes to align with the 
Medical Device Regulation
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The revised Variations Guidelines were 

published on 22 September 2025

Official Journal of the EU - C/2025/5045

• Enter into force on 15 January 2026

• All variation submissions from this 

date, for NAPs and CAPs, should follow 

these revised Variations Guidelines.

• EMA will issue further guidance and 

Q&As to support implementation.
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Revision of EU variations framework

Commission publishes new measures for the better 
lifecycle management of medicine authorisations

https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=OJ:C_202505045
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=OJ:C_202505045
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=OJ:C_202505045
https://ec.europa.eu/newsroom/sante/newsletter-archives/67084
https://ec.europa.eu/newsroom/sante/newsletter-archives/67084
https://ec.europa.eu/newsroom/sante/newsletter-archives/67084
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ICMRA Collaborative Assessment Pilot – Overview

ICMRA collaborative assessment pilots

➢ Scope

Multi-agency collaborative assessment of Post Approval Change Management Protocols 

(PACMPs)

Focused on medically important treatments, including chemical and biological products, 

but excluding vaccines

➢ Application Process

14 applications received 

Prioritised based on impact to supply of critical medicines & potential for agreed 

regulatory approach

➢ Pilot implementation

5 proposals accepted

Identical submissions sent to all participating agencies 



ICMRA Pilot cases



Key achievements

ICMRA collaborative assessment pilots



Key Benefits of Collaborative Assessment

ICMRA collaborative assessment pilots



Based on positive results and feedback, pilots have been extended for 1 extra year.

 

➢  A detailed report is now publicly available

Scope includes: 

✓ High impact changes for medically important treatments

✓ Innovative manufacturing technologies

✓ PACMPs that impact supply

✓ Generics and biosimilars

ICMRA collaborative assessment pilots

Pilot extension



Publications
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Ref: https://www.sciencedirect.com/science/article/pii/S1359644625001576 
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• Analysis of major objections (MOs) raised 

on quality aspects during review of 

marketing authorisation applications 

(MAAs) via the centralised procedure.

• 10-year period 2013-2023

• Discusses evolution in types of medicinal 

product authorised and identifies common 

deficiencies.

• The most common deficiencies are 

correlated with specific product types, 

recent public health crises, new legal 

frameworks, and the publication or 

revision of guidance.

https://www.sciencedirect.com/science/article/pii/S1359644625001576


Ref: https://pubmed.ncbi.nlm.nih.gov/39591137/  
26

• Reviews key aspects of the quality 

control and manufacture of updated 

COVID-19 vaccines to protect against new 

variants.

• Continuous early regulator-developer 

scientific discussion permits 

increasingly greater predictability for 

timing and positive regulatory outcomes.

• Reflects on the challenges and 

opportunities in establishing more 

predictable regulatory mechanisms for 

future COVID-19 vaccine adaptions and 

for future vaccines containing rapidly 

evolving pathogens with the potential to 

cause health threats.

https://pubmed.ncbi.nlm.nih.gov/39591137/
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Thank you

Follow us

LinkedIn icon
YouTube icon Instagram icon

nino.mihokovic@ema.europa.eu

https://www.linkedin.com/company/european-medicines-agency/
https://www.youtube.com/user/emainfo
https://www.instagram.com/onehealth_eu/
https://bsky.app/profile/ema.europa.eu
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