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The EU Regulatory Framework
Legal Basis:

Reform of the 
EU pharmaceutical legislation

Benefit-risk assessment

• based on quality, non-clinical & 
clinical data

• To support clinical trial applications, 
marketing authorization applications 
& clinical use after approval

Reference to:
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Reference to Directive 2010/63/EU and its 3Rs principles 
• “Any study involving the use of animals, … should be optimised in order to provide the most satisfactory results whilst using 
the minimum number of animals”

• “procedures of such testing should be designed to avoid causing pain, suffering, distress or lasting harm to animals …”

• “… the marketing authorisation applicant and the marketing authorisation holder should …where possible, use NAMs* in 
place of animal testing. 
* in vitro models, such as microphysiological systems including organ-on-chip, (2D and 3D-) cell culture models, organoids and human 
stem cells-based models, in silico tools or read-across models

Demonstration 3Rs compliance (Dir 2010/63/EU)
• “The marketing authorisation applicant shall demonstrate that the principle of 3Rs of animal testing for scientific 

purposes has been applied in compliance with Directive 2010/63/EU with regard to any animal study conducted in 
support of the application”

• “The marketing authorization applicant shall not carry out animal tests in case scientifically satisfactory non-animal 
testing methods are available”

Definition of a non-clinical test
• “ ’non-clinical’ means a study or a test conducted in vitro, in silico, or in chemico, or a non-human in vivo test related to 

the investigation of the safety and efficacy of a medicinal product.  Such test may include simple and complex human 
cell-based assays, microphysiological systems including organ-on-chip, computer modelling, other non-human biology-
based test methods, and animal-based tests.”

Reform of EU’s Pharma Legislation & 3Rs
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JEG3Rs
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Brexit & 
COVID-19

EMA RSS 
2025

3RsWP

3RsWP: 
New 

Workplan & 
Members

EMA and the 3Rs –Timeline

2010 2019/20202017 2022 20252020

Contact us: 
3Rs@ema.europa.eu 
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Regulatory Acceptance of 
Novel Approach Methods
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What is a NAM?
Novel Approach Methods or NAMs are defined as innovative methods and 
strategies (e.g. weight-of-evidence approaches) that align with the 3Rs 
principles and aim at a better prediction of safety and efficacy of medicinal 
products in humans. These methodologies can include a range of non-animal 
approaches, such as simple and complex human cell-based assays, micro 
physiological systems, in silico modelling and other non-human or human 
biology-based test methods.

Context of use

Individual 
method 

Group of methods
Modified existing 

method



The description of the circumstances under 
which the NAM is applied in the assessment 
of human or veterinary medicinal products

Regulatory acceptance criteria are driven by the 
COU
Regulatory use of NAMs is diverse:
• Integration in Weight-of–Evidence approaches (e.g. ICH S1B(R1))
• Part of integrated testing strategies (Q&A ICH S7B/E14)
• Very limited 1-to-1 replacement 

Context of Use
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Regulatory acceptance of NAMs: How?
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• NAMs incorporated into official guidance (e.g., ICH, EMA)
• Example: ICH M7  (Q)SAR models for mutagenicity 

assessment of impurities

Integration into Guidelines

• NAMs used in product submissions (e.g., Clinical Trial Applications, Marketing 
Authorization Application) for regulatory decision making

• Evaluation based on scientific merit and relevance to the medicinal product and 
target indication

Case-by-Case Acceptance

• A formal EMA process to assess & endorse a novel method 
for a specific context of use in drug development

• Provides regulatory endorsement for broader application

Qualification procedure at EMA
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Focus on reducing Non-Human Primate use
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• Under public consultation

• Promotes use of NHPs
only as last resort

• Leverages existing
flexibility in existing
guidelines

• Highlights future 3Rs 
opportunities

• Weight-of-Evidence 
Approaches

• NAMs
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Stakeholder Engagement
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EMA collaborative fora

• EPAA
• HESI 
• IMRWG3Rs
• Scientific meetings and 

conferences 
• EC Roadmap 

3RsWP 

• Annual Stakeholder 
meeting

• Workplan consultation 
• Reflection papers 3Rs 

opportunities – public 
consultation 

• Webpage on regulatory 
acceptance

• ESEC to engage academia

Interaction Mechanisms 

• ITF
• Scientific Advice 
• Qualification
• Portfolio and Technology 

meetings 
• Voluntary data submission

 see EMA webpage: 
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Early dialogue @ 3Rs EMA Innovation Task 
Force Briefing Meetings 

2019-2023: 

45/339 ITF Briefing 
Meeting Requests on 3Rs
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International 
Collaboration
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International Medicines Regulator’s 
Working Group on 3Rs 

• Initiated by EMA, co-chaired by EMA and Swissmedic

• Medicines development occurs on a global scale – Europe 
cannot work in isolation 

• Continued reductions in animal use & promotion of the 
3Rs requires global regulatory alignment to achieve 
harmonisation on:

• Acceptance criteria for NAMs  

• Batch release requirements 

• Phasing out of obsolete tests

• Regulatory position statement – ICMRA & ICH

• TToR – Jan 2025
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Further Information
See EMA 3RsWP webpage: 
https://www.ema.europa.eu/en/committees/working-parties-other-
groups/chmp/3rs-working-party

See EMA webpage on “Ethical Use of Animals”: 
https://www.ema.europa.eu/en/human-regulatory-overview/research-
development/ethical-use-animals-medicine-testing

See EMA webpage on “Regulatory acceptance of NAMs”: 
https://www.ema.europa.eu/en/human-regulatory-overview/research-
development/ethical-use-animals-medicine-testing/regulatory-acceptance-
new-approach-methodologies-nams-reduce-animal-use-testing 
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Thank you

Follow us

3RsWP@ema.europa.eu

sonja.beken@fagg-afmps.be

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
mailto:3RsWP@ema.europa.eu

