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Home > Committees, working parties and other groups > Working parties and other groups > 2Rs Working Party

3Rs Working Party

rty (3RsWP) is a joint working party of the Committee for Medicinal Products for Human Use (CHMP) and the Committee for Veterinary
s (CVMP). It advises these committees on all matters concerning the use of animals in the regulatory testing of medicines, with particular
focus on the application of the so-called 3Rs principles - replace, reduce and refine.

(Human) (Veterinary) (Corporate) (Medicines)

The 2Rs stand for:

Page contents

= replacing the use of animals with non-animal methods where possible;
Role = reducing the number of animals to the minimum necessary to obtain scientifically valid results;

= refining practices to minimise the stress and improve the welfare of study animals.
Mandate, rules of procedure and
work programme For more information on how the EMA and its 3Rs Working Party support the implementation of the 3Rs principles in
the European Union, see:

Composition + Ethical use of animals in medicine testing

EMA 3RsWP webpage
https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/3rs-working-party

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

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

Members

« Sarah Adler-Flindt

« Kathrine Just Andersen

« Elisabeth Balks

« Sonja Beken

« Camilla Svensson

« Peter Theunissen

« Peter Van Meer

« Karen Ekkelund Petersen

Contact us:

3Rs@ema.europa.eu



https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/3rs-working-party
https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/3rs-working-party
https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/3rs-working-party
https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/3rs-working-party
https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/3rs-working-party
https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/3rs-working-party
https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/3rs-working-party
https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/3rs-working-party
https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/3rs-working-party
https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/3rs-working-party
https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/3rs-working-party
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/ethical-use-animals-medicine-testing
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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
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

Regulatory Use of Animals in EU - Successes O

Total animal use 2015
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Batch potency testing
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*regulatory use and routine production associated with human and veterinary
medicines legislation, EU requirements — ALURES database

@ EMA




Reinstating reporting — 3RsWP Biennial report 2023/2024 O

O

EUROI’EAN MED](.INB AGENCY

3Rs Working Party
Biennial report
2023/2024

Together, we are shaping a future where regulatory science,

technological innovation, and ethical responsibility converge,
ensuring the 3Rs actively drive transformation in medicines
testing.

Sonja Beken,
EMA 3Rs Working Party Chair
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Reflection papers - 3Rs opportunities O

An inventory of regulatory testing requirements for human and veterinary
medicinal products and opportunities for 3Rs

First published in 2018, ongoing revision to update with state-of-the-art
methods/approaches

- Public consultation Feb 2025-June 2025
- Over 400 comments received

- Expected finalisation and response to comments in 2026

Implemented 3Rs opportunities: already included in guidance documents

Newly identified 3Rs opportunities: not yet included in guidance but considered
acceptable for regulatory decision making (H&V) or still in development and
considered promising for future implementation (H)

AIM: encourage development and submission of hew 3Rs
methodologies for regulatory review and acceptance

EMA




Overview of Regulatory Testing Requirements and 3Rs O
Human Medicinal Products

O

EUROPEAN MEDICINES AGENCY
SCIENCE I'H

MEDICIMNES HEAL

Reduced non-clinical packages:

* Biological medicinal products (ICH S6)

» Products for treatment of advanced
cancer (ICH S9)

02 December 2024
EMA/CHMP/CVMP/SRE/TA2466/2015 Rav. 1
Committee for Medicinal Products for Human Use [CHME)

Reflection paper on the current regulatory testing
requirements for medicinal products for human use and
opportunities for implementation of the 3Rs

Draft

Weight of evidence approaches for
study waiving:

 Carcinogenicity (ICH S1B)

Drafe 2greed by SRMP flloingreven by respecive WP (S, Novermber 2024  Juvenile Animal Studies (ICH S11)
et by oo o el et o b o 02 Dacamber 2023 « Alternative assays for embryofetal tox
E— (ICH S5)

End o Public consultation (deadiin for comments) « Chronic toxicity studies for mAbs

o T e revded e s ESury i oy e e e e | « In vivo comparative study for biosimilars
T o reruiary s, ey sreemrence, esing ampreaher e

approach methedolagies, human medicines |

EMA




Overview of Regulatory Testing Requirements and 3Rs @)
Veterinary Medicinal Products

15 January 2025

O

EUROPEAN MEDICINES AGENCY
H

SCIENCI MEDICINES HEAL

EMA/CHMP/CVMP/3Rs/164002/2016 Rev. 1

Committee for Veterinary

requirements

Draft

Medicinal products {CVMP)

Reflection paper on the current regulatory testing
for veterinary medicinal products and
opportunities for implementation of the 3Rs

Draft agreed by 3RsWP following review by respective WPs (QWP, MNovember 2024
SWP-V, NTWP, IWP, ERAWP and EWP-V)

Adopted by CVMP for release for consultation 16 January 2025
Start of public consultation 13 February 2025
End of consultation (deadline for comments) 30 June 2025

the EUSurvey Support

Comments should be provided using this EUSurvey form . For any technical issues, please contact

Keywords

3Rs, regulatory testing, regulatory acceptance, animal tests, new approach
methodologies, veterinary products

Considerations for study waiving:
« If all in vitro genotoxicity assays clearly
negative
« Standard developmental toxicity testing
if no significant user exposure
(companion animals)

Other safety testing opportunities:
« Limited value of single dose toxicity
studies
« Use of in in vitro/in silico modelling (PK)
« Integration of multiple endpoints in
single studies
 In vitro methods for batch potency

testing of immunologicals

EMA




Implemented opportunities — pyrogenicity testing

Suppression of Rabbit Pyrogen Test: Major Milestone Achieved!

Ph. Eur. bids adieu
to rabbit pyrogen
testin its
monographs

htps:/Awww.edam.eu/en/-/ph.-eur.-bids-adieu-
to-rabbit-pyrogen-test-in-its-monographs

D
< This concerns 57 texts
P

the use of the RPT is no longer required in any text of the Ph. Eur.
Implementation date : 1 July 2025
The chapter itself has been removed from the Ph. Eur. on 1 January 2026

A major achievement for animal welfare and the advancement of
modern in vitro approaches!

Incorporation of
implemented opportunity
eflection

in the revised
papers

3. Overview of regulatory animal testing requirements

3.1. CHMP/CVMP Quality Working Party and European Pharmacopoeia (Ph. Eur.)

Overview of animal testing requirements for active substances of synthetic, semi-synthetic, fermentation origin as well as medicinal products (Quality

Working Party — CHMP/CVMP)

Regulatory provision

Pyrogens (rabbits)*

(note: chapter 2.6.8 will be
* test also applicable to biological supressed from the Ph. Eur as
medicinal products of 1 January 2026).

Ph. Eur. chapter 5.1.13. (note:

chapter 5.1.13 pyrogenicity is to
be implemented on 1 July 2025)

Ph. Eur. chapter 2.6.8 Pyrogens

Animal testing

requirements

Amikacin-sulfate, calcium
levulinate dihydrate,
colistimethate sodium,
chloramphenicol sodium
succinate, dicloxacillin sodium,
flucloxacillin sodium, glucose,
glucose monohydrate,
kanamycin acid sulphate,
kanamycin monosulfate,
polymyxin B sulphate, sodium
citrate. Besides the active
substances in this table, the test
was used in case of derived
medicinal products and some
older products.

Implemented 3Rs
opportunities

In June 2021, the European
Pharmacopoeia Commission
took the decision to completely
replace the rabbit pyrogen test
(RPT) 2.6.8 in the Ph. Eur. with
Monocyte-activation test (MAT)
(2.6.30) or bacterial endotoxins
test (BET) (2.6.14/2.6.32)

within approximately 5 years.

Subsequently, in June 2024, the
Ph. Eur. Commission adopted
revised text for 57 monographs
where the RPT has been deleted
with an implementation date of
1 July 2025.

Accordingly, the requirement to
carry out the RPT in the
monographs for Amikacin-
sulfate, Calcium levulinate
dihydrate, Colistimethate

Newly identified
opportunities for 3Rs

implementation

@ EMA




Guiding regulatory acceptance of 3Rs testing approaches O

Criteria for regulatory acceptance

Defined test methodology (protocol, endpoints)
Relevance within a particular context of use (including
accuracy)

Context of use (including limitations)
Reliability/robustness

Voluntary submission of data (safe harbour)

Ongoing Guideline Revision

3Rs-related glossary and updates of body of the guideline

Annexes with regulatory acceptance criteria for complex
in vitro models for specific contexts of use

Complex revision necessitates a stepwise approach
« Steering group oversees GL revision
« Drafting subgroups: Terminology & Annex-specific

O

EUROPEAN MEDICINES AGENCY
s NCE MED NES HE H

Guideline on the principles of regulatory acceptance of
3Rs (replacement, reduction, refinement) testing
approaches

1 12 Octobe

EUROPEAN MEDICINES AGENCY

r 2023
EMA/CHMP/CVMP/452614/2023
Committee for Medicinal Products for Humat (CHMP)

n Use
4 Committee for Veterinary Medicinal Products (CVMP)

Concept paper on the revision of the Guideline on the
principles of regulatory acceptance of 3Rs (replacement,

7 reduction, refinement) testing approaches
(EMA/CHMP/CVMP/JEG-3Rs/450091/2012)

EMA




Defining Terminologies O
New Approach Methodologies (NAMs) =

Innovative test methods or testing approaches aimed to progressively replace,

reduce, and refine (3Rs) traditional animal studies.

These include in vitro, in silico, in chemico, ex vivo, refined in vivo and other advanced biology-based
approaches and structured combinations of these (e.g. Weight of Evidence approaches).

NAMs are designed to generate data that provide an equivalent or improved

translation to support human or target species-relevant regulatory decision

@73 Individual method

making.

Combination of 1 = Modified
methods / {’ existing method

Context of use

Other important terms - examples

Weight of Evidence Validation Formal Standardisation
procedures Relevance

Sensitivity EMA

Context of use Qualification




How to achieve regulatory acceptance

Case-by-Case Acceptance in product submissions

NAMs used for regulatory decision making (e.g., Clinical Trial
Applications, Marketing Authorisation Application)

Evaluation based on demonstration of scientific validity/merit and
relevance to the medicinal product and target indication

EMA Qualification for broad NAM use

A formal EMA process to assess & endorse a novel method for a
specific context of use in the development of a medicinal product

Provides regulatory endorsement for broader application
For NAMs applied for VMPS: ITF & veterinary SA

Integration into Guidelines or PhEUR

NAMs can be incorporated into official guidance (e.g., ICH, EMA,
EDQM)
Examples: ICH M7 allows use of (Q)SAR models for mutagenicity

assessment of impurities; PhEUR adopts the MAT and BET as
replacement for RPT

Guideline on the principles of regulatory acceptance of
3Rs (replacement, reduction, refinement) testing
approaches

EUROPEAN MEDICINES AGENCY

s Concept paper on the revision of the Guideline on the

s principles of regulatory acceptance of 3Rs (replacement,
2 reduction, refinement) testing approaches

s (EMA/CHMP/CVMP/JEG-3Rs/450091/2012)

O

EUROPEAN MEDICINES AGENCY

Qualification of novel methodologies for drug
development: guidance to applicants

@ EMA




Focus on reducing Non-Human Primate use Finalised public

consultation, over 500

comments received!
EUROPEAN MEDICINES AGENCY

Promotes use of NHPs
only as last resort

Leverages existing

SCIENCE MEDICINES HEALTH
flexibility in existing
guidelines
6 October 2025
EMA/CHMP/55697/2025
European Medicines Agency H|gh||ghts future 3Rs

opportunities

Reflection paper on non-human primates in safety
testing of human medicinal products and opportunities

Weight-of-Evidence

for 3Rs implementation Approaches
NAMs
Draft agreed by NcWP and 3RsWP 15 July 2025
Adopted by CHMP for release for consultation 6 October 2025
Start of public consultation 23 October 2025
End of consultation (deadline for comments) 31 January 2026




Focus on local tolerance testing for human
medicinal products

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

22 October 2015
EMA/CHMP/SWP/2145/2000 Rev. 1, Corr. 1%
Committee for Medicinal Products for Human Use (CHMP)

Guideline on non-clinical local tolerance testing of
medicinal products

Draft agreed by Safety Working Party 20 March 2014
Adopted by CHMP for release for consultation 25 April 2014

Start of public consultation 30 April 2014

End of consultation (deadline for comments) 31 July 2014
Agreed by Safety Working Party 29 September 2015
Adopted by CHMP 22 October 2015
Date for coming into effect 1 May 2016




i P Ch both GLs:
Focus on user safety for veterinary medicinal g i adn e
General 3Rs statements,

prOdUCtS e.g. step-wise testing and

weight of evidence
0 approach for quantitative
EUROPEAN MEDICINES AGENCY

EUROPEAN MEDICINES AGENCY risk assessment
SCIENCE MEDICINES HEALTH

SCIENCE MEDICINES HEALTH

15 March 2010 @ 19 April 2018

Reference to reflection
EMA/CUMP/543/03-Rev. 1 EMA/CYMP/SWP/721059/2014

Committee for medicinal products for veterinary use (CVMP) Committee for Medicinal Products for Veterinary Use (CVMP) pa pe r

Guid_el_ine on user safety for pharmaceutical veterinary Guideline on user safety of topically administered OECD in vitro methods
medicinal products veterinary medicinal products

Adoption by CVMP for release for consultation 12 January 2005

Draft Agreed by Safety Working Party (SWP-V) May 2016 General user Safety:
Adoption by CVMP for release for consultation 16 June 2016

R by CVMP Safety Work| Party 27 Feb 2009 G .d I' .bl
« Guidance on negligible

Start of public consultation

Date of coming into effect 13 July 2005

Adoption by CVMP for release for consultation 17 April 2009
End of consultation (deadline for comments) 31 December 2016 u se r eX pos u re fo r
End of consultation (deadline for commenm] 31 August 2009 . .
U ———— Aareed by SWP-y waiving developmental

Adoption by CVMP 10 March 2010 Adopted by CVIP 19 Aeri 2018 toXiCity stud ies

Date for coming into effect 1 November 2018

Date for coming inte effect 1 October 2010

This guideline will supplement the existing ‘Guideline on user safety for pharmaceutical veterinary

This guideline replaces guideline the guideline on user safety for pharmaceutical veterinary medicinal
medicinal products’ (EMA/CVMP/543/03-Rev.1).

products that came into effect on 13 July 2005 (EMEA/CVMP/543/03-FINAL)

Topical User Safety:

Concept paper on the revision of the Guideline on user

Concept paper on the revision of the guideline on user
P pap 9 safety of topically administered veterinary medicinal

safety for pharmaceutical veterinary medicinal products

« Decision tree for

(EMA/CVMP/543/03-Rev.1) products (EMA/CVMP/SWP/721059/2014) derivation Of derma|
) @ P

toxicity values (TRVSs)

« New section on dermal
absorptior

|
|




Stakeholder Engagement




3RsWP collaborates to foster the 3Rs

3RsWP

Annual Stakeholder
meeting

Workplan consultation
Reflection papers 3Rs

opportunities - public
consultation

Webpage on regulatory
acceptance

ESEC to engage academia

~
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European Directorate | Direction européenne N
for the Quality |de la qualité
of Medicines | du médicament
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hY#

Interaction Mechanisms

ITF

Scientific Advice
Qualification

Portfolio and Technology

meetings
Voluntary data submission

O

Collaborative fora

« EPAA

« HESI

« IMRWG3Rs

« Scientific meetings and
conferences

 European Commission
Roadmap

see EMA webpage:
animalhealth medicines

\/ ¢Urope C

Vaccines Europe ‘
An industry for healthy lives . ..

efpia fm

better access. better health.

EuropaBio

EUROPEAN FOQD SAFETY AUTHORITY EUROPEAN CHEMICALS AGENCY

Cruelty Free EUROGROUP <%
‘INTERNAYTIONAL EANIMAI.S w

f\ ECEAE

THE EUROPEAN GOALITION TO
\\ END ANIMAL EXPERIMENTS

foreurope  AESGP

European Animal %0
Research Association =22

Vefsam EECHA @) OECD

. EUCR@F ACRO M@\

European CRO Federation Association of Veterinary Consultants

Access

VETMED 0 INAL

NC Nt mmem‘
3R® [

)
7 EUCOPE

Buropean Confederation of
Pharmaceutical Entrepreneurs AISB

PETA SCIENCE CONSORTIUM
INTERNATIONAL e, .

The Eumpean Partnership
13 A Towing

Advancing 21st Century Toxicology

” ' | | o ||:1nol\tl:tive
umane = edl

1d f ‘ ‘ initiative
er%:nulg_r (/\\S P | S U R S




21 Apri 2023

European Medicines Agency

e 2025 Stakeholder meeting — Public session

3RsWP meeting report
28 February 2023, European Medicines Agency, Amsterdam

« >200 participants

(@] i
» Presentation of 2025-2027 workplan - 3Rs & joint NcCWP/3Rs b B
. Slido - 75 responses o

3RsWP meeting report
20 March 2024, European Medicines Agency, Amsterdam

@ What do you think is the most important aspect when thinking about the 3Rs in (Q ,ﬁ\
regulatory testing and drug development? g 43% industry

Wordcloud Poll 7] 58 responses &b 58 participants

valdidation and acceptance to license safe drugs Feasibility

—
Standardization Scientific reality Reduction N
reduce Global acceptance continous
Replace [¢ - ag =
P research Safety Validation Prioritise -
confidence @ o o
Regulatory acceptance Qualification
animals U
refine  Replacement weltare  focus
animal
Transparency Acceptance regulatorybarriers - .
Global - NAMs criteria
Relevance Qualification and validation

acceptation
b Organ on chip

EMA




EUROPEAN MEDICINES AGENCY

r F-' . . .
awal 2025 Stakeholder meeting — Public session ... _
'\|.
; BN G e
+ >200 participants )
. Home > Events > 3Rs Working Party (3RsWP) stakeholder meeting - Public session on the 2026-2028 work plan

" 3Rs Working Party (3RsWP) stakeholder meeting - Public !
session on the 2026-2028 work plan

The 3RsWP is hosting this virtual public session to present the 3RsWP work plan and priorities for 2026-2028

(Human) l(\-feterinary) CCorporate)

B Date Tuesday, 31 March 2026 , 09:30 - 10:30 Amsterdam time (CEST)

Q@ Location & Online

fE European Medicines Agency, Amsterdam, the Netherlands

1 Live broadcast

Relevance Qualification and validation

Organ on chip E MA

acceptation




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 - leading to ICH GL

« Veterinary regulators from all regions not by default
included but topic-based invitations possible O]

Terms of reference

O

[:URQPLAN MEDICINES A(JENCY

MEDICINES

BTG ﬁA E!&Elﬂlﬂ!“ﬂl
Pharmaceuticals and Medical Devices Agency

/ i
swissmedic

I * Santé Health
Canada Canada

2 _,,.:2‘3, Australian Government

et e o
- ‘:" © Department of Health and Aged Care
Therapeutic Goods Administration

pry U.S. FOOD & DRUG

ADMINISTRATION




Ways of working = Key discussions to date
+ Updating on regional 3Rs developments p * Qualification frameworks for NAMs

« Sharing of NAM case studies and data | D Fo8 © Voluntary submission of NAM data to
e regulators

» Harmonised guidance development .
« ICH reflection paper on NAMs

* Confidence building » Sharing of information on events

» Aligned stakeholder engagement + ICMRA position statement on 3Rs

) EMA




Other outreach activities

EMA meetings

EMA workshop: Non-clinical data for regulatory decision-
making on the efficacy of medical countermeasures

O

I:UROI’I:AN MI:DJCIN!:S .‘\GI:NCY

MEDICINES HEALTE

EMA Veterinary Medicines Info Day

12-13 March 2026
EMA, Amsterdam

Publications
&
AUTERNATIVES TO ANIMAL EXPERIMENTATION
Home  latestArticles  CurrentIssue  News&Events »  Archives  Speciallssues »  Resources ~  About -
Home | Archives / Vol.43No.1(2026) / Articles

Review on organs-on-chips for medicines safety assessment: A
European regulatory perspective

i W

NAM Journal NAM Journal

Available onfine 25 Morch 2026, 10008¢
Volume 2, 2026, 100083 SEVIER “
In Press, Journal Pre-proof (D) What's this?

New approaches in assessing potential 3Rs at the European Medicines Agency: Past
proarrhythmic risk and cardiovascular safety ~ and future activities

during medicines development:

opportunities for 3Rs application

Media/public queries @
EMA press office, ASK EMA L/

Conference/Meeting part|C|pat|on

Pharmacology
Saciety
= | t ECHA NI

Commission
EUROPEAN CHEMICALS AGENCY

FOA

The Eumpean Partersp

MPS WORLD SUMMIT

DIA

g
////////

EURCOCS

ELIR[IPEAN ORGAN-ON-CHIP SOCIETY
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EUROPEAN MEDICINES AGENCY

Operational Activities

Supporting 3Rs from early advice
to regulatory acceptance




Fostering regulatory acceptance of NAMs

Innovation
Task Force

Portfolio and
technology
meetings

Scientific
Advice

Qualification
of a Novel
Methodology

Voluntary
Data
Submission

®

UNDER

« Renovation
\

Early Dialogue
Informal exchange
Regulatory,
technical &
scientific topic

Free of charge

Vet & Human

Pharma companies
with large medicinal
product portfolios

Issues impacting
portfolio progression

Anticipate scientific
& regulatory needs

Identify innovative
technologies

» Product Specific or

Broad Pipeline

« Formal scientific

guidance

Study design /
Methodology

Vet & Human

separate

Reduced Fees (e.g.
SME and academia)

Innovative methods
medicines R&D

Acceptability of a
methodology in a
specific context of
use

Vet: through SA

Reduced Fees (e.qg.
SME and academia)

Voluntary data
submission

Independent
evaluation

Builds regulatory
confidence &
experience

Support the
drafting of CoU
based qualification
criteria




Focus on Early Advice:
3Rs EMA Innovation Task Force Briefing Meetings

Number of 3Rs related-topics 3=

10
7
5
° P
0

2019 2021 2022 2023

Year

®Main topic ® Subtopic
Cc Type of applicants
2(4.44%)
3(6.679%)
8

14(31.11%)
(17.78%) 1-17%

8(17.78%) 10(22.22%)

W SME

M Lag

wing an ITF BM request ©

Decision follo

B  Nature of the 3Rs-related topics

1(2.22%)

9(20%) - :
35 (77.78%)

B Replacement I Reduction  Refinement

- N
oo ]
Academia BM H
[ 5 10 15 20 25
Number of reguests
M EU-funded co Non-p M Othe

30

Figure 4. Number of 3Rs-related ITF briefing meetings requests received between 2019 and 2024 (A), main topics
of discussion proposed (B), type of applicants (C) and advice provided by EMA ITF for the most appropriate
regulatory interaction in response to the request (D).

————
Pharmacokinetics & Biodistribution —
Quality & Manufacturing ‘7

Formulation | &

Environmental Risk Assessment

0 5 10 15 20 25

Figure 5. Madicine development topics addressed in 3Rs-ralated ITF briefing meeting requests.

A Number of ITF BM focussingon a B
tissue-specific NAM

Liver
Brain
Heart
Muskuloskeletal
Other
Skin
Breast
Gastroinstinal Tract
Immune System I
Lung |
Lymph Node
Pancreas
Retina

o

2 4 6 8 0 12

Figure 6. Number of ITF briefing meeting requests focussing on a specific tissue (A) or NAM (B).

Molecular assay
Invitro-in silico model

In vitro-mechanical model

Ex vivo model

2D in vitro model _
organ-on-crio |
3D in vitro model —
In silico model [ NG

0

EUROPEAN ME

New Approach Methodologies
EU-IN Horizon Scanning Report

February 2025
ENA/56650/2025

2019-2023:

45/339 ITF Briefing
Meeting Requests on 3R

Number of ITF BM focussing on a
specific NAM

2 4 6 8 10 12




ITF - trends in 2025

New Approach Methadology (NAM) and 3Rs
Multitarget therapy

Novel biomarker, endpoint and cutcome measure
Combination product

Technologies enabling personalised therapies
Genomic and transcriptomic technologies

New medicine delivery system

Nanotechnology

Data sources

Complex clinical trial

Somatic cell and tissue-engineering technologies
Alternative to antimicrobials (e.g. phage therapy)
Digital technologies

Extrapolation strategy

Al applied to pre-clinical, clinical and pharmacovigilance...

Novel excipient

Advanced manufacturing
Decentralised clinical trial elements
Advanced analytical technologies
Synthetic biology

Decentralised manufacturing

3D printing and 3D bioprinting
Borderline product

Theragnostic and radiopharmaceuticals
Al applied to regulatory compliance

Al applied to quality and manufacturing
Smart/advanced material (e.g. stimuli-responsive)

Alternative cell factory (e.g. medicine production in rice)

Other enabling technologies

21

15

12

11
11
11

I S
I 3
— )

T =

10 15 20

o
w

25

30

31

For all applications:

NAMs was the most
frequently mentioned
enabling technology




ITF — trends |n 2025 Fewer NAM only related

ITF briefing meetings in
2025

BUT

Methods/approaches
considered:

More complex

Of significant regulatory
relevance

Advanced in terms of

readiness (e.g. suitable
to progress towards
qualification

AND

2
0

2021 2022 2023 2024 2025 + High-level of 3RsWP

participation in ITFs
mIn vitro model m In vitro model (subtopic) m Safety protocol update overall (e g non-clinical

Animal model In chemico B Mechanical model with 3Rs questions)

@ EMA




Focus on Qualification of NAMs: O
The Virtual Control Groups DRAFT Qualification Opinion

ualification-Opinion-agreed-by-CHMPY|
Based-on-the-evidence-presented-by-the-Applicant-and-reviewed-by-the-SAWP-Qualification-Team, -

CHMP-considers-that-Virtual-Control-Groups-(VCGs)-can-be-used-to-substitute-for-Concurrent-Control-
xx-zz2Z-20¥YY
EMADOC-xyzf

e v edicinal-Products for-HumanUse-(CHMP)Y Groups-(CCGs)-)-in-non-clinical-non-GLP-rat-dose-range-finding-( DRF)-studies-to-inform-on-dose-

selection-for-subsequent-pivotal-rat-GLP-compliant-repeat--dose-studies,-when-applied-in-accordance-to-
Qualification-opinion-on-Virtual-Control-Groups-(VCG)-to- .
replace-Concurrent-Control-Groups-(CCG)-in-rat-non-GLP- the-50P-(see-Appendix-1)-4
Dose-Range-Finding-(DRF)-studiesy

1

Draft-agreed-by-Scientific-Advice-WorkingParty-(SAWP)x " ]

Adopted-by-CHMP for-release-for-consultations ® i A gI'EEd'CDntExt'Of'USE-I CGU] :1|

Start-of-public-consultation= ® i

i fon(dezdine - * i The-Application-of-Virtual-Control-Groups-(VCGs)-according-to-the:SOP:(see-Appendix-1)-to-
Adoption-by-CHMP= " I
1 substitute-for-Concurrent-Control-Groups-in-non-clinical-rat-non-GLP-dose-range-finding-
Virtusl-control groups-for-d fing-stud 3R § (DRF)-studies-to-inform-on-dose-selection-for-subsequent-pivotal-rat-GLP-repeat-dose-
ction Break (Next Pi Studies_ﬂ

EMA




Focus on Case-by-Case Acceptance: O
Analysing Clinical Trials for 3Rs approaches

In vivo primary pharmacology

m Yes m No

[ N R N - )

Distribution of diseases among the studies not
containing in vivo PD

8
5
' 2
- :

oncological Viral Neurological Respiratory

Where are NAMs
used for
pharmacology?

» No relevant species

+ Exogenous target

When can studies be
avoided?

* Incorporation of
endpoints in other
studies (PK/PD,
toxicity)

» Use of microdosing

Categorisation of cases where no in vivo pharmacology is

Number of studies

O N B~ O O®

conducted
4
3 3
Use of NAMs Integrated Integrated Other
within PK/PD within toxicity
studies studies

NAMs commonly used for primary pharmacology

m iPSC models = Organoid models = Co-cultures Organ on a chip

EMA




Focus on Data Sharing: O
The Voluntary Data Submission Pilot

Current issues Reframing the VDS procedure

* Qualification of NAMs is slow, and little data
Decouple the procedure from MAA and

is seen in MAA dossiers using the safe harbour -
product specific procedures

approach
* By the time of MAA some NAMs could be Specific call for data to address a
outdated - not latest advancements particular context of use

Sometimes industry may fear NAM data will be

Safe space: confidential data only used
negatively considered in regulatory decisions for supporting regulatory acceptance of
(EFPIA presentation at EPAA meeting) NAMs

Regulators struggle to develop regulatory

acceptance criteria for a CoU/RAA without having Ad-hoc group of experts from EU

access to the data network and EMA staff will review the data



EUROPEAN MEDICINES AGENCY

3Rs in Quality Control
and Batch Release
Testing




O

Batch release Testing Operational Expert

Group (BRT-OEG)

Veterinary medicinal products

Mandate and Objective [67 e — J
Review quality control & batch release
testing protocols for centrally authorised {32 products assessed _J
human and veterinary medicinal
products (2013_2023) 9 letters sent to MAHs T
Identify opportunities for use of 3Rs- T T i
compliant methods
Where in vivo testing in use and 3Rs ‘293 products screened J
opportunities are identified - letter sent to —
the MAH to encourage {17 products assessed
use/development of alternative —
methods to replace, reduce, or refine 13 letters sent in preparation

@ EMA




BRT-OEG Current Status

Veterinary products - sample outcomes

> 0Ongoing validation of alternative (timeline
proposed) REPLACEMENT

o Development of alternative in initial phase and
will engage with ITF REPLACEMENT

o Proposal to EDQM for revision of monographs

based on the assessment outcomes (in vitro

alternative already in use) REPLACEMENT

o Agreement to reduce humber of animals used
“without impacting the robustness, the
statistical power of the test or reliability of batch
release decisions” REDUCTION

O

Human products - sample recommendations

o Rabbit pyrogenicity testing REPLACEMENT

- Implement suitable in vitro alternative
- Test for absence of tetanus toxin REPLACEMENT
» Consider suitable in vitro alternative
- In vivo potency assay
» Consider development of an alternative
> Apply humane endpoints REFINEMENT
Release and stability testing
» Consider development of an alternative

» Consider reducing numbers used REDUCTION

EMA




Model
letters

Replacement

MAH name
Street and number
Paostal code

City
Country

DATE
EMA/CHMPYCVMPY 3R, 300003000

<Committee for Veterinary Medicinzal Products {CWVMP)> <Committee for Medicinal Products for
Human Usz [CHMP)>

Dear Dr 23X

Subjact: Request for information concerning the batch release testing and the application of
3R metheds for <product name=

I am writing to you with reference to a specific request for information conceming the batch releasze

testing methods used for the above-mentioned centrally autherisad medicinal preduct=s=,

In line with the 3RsWP wark plan, the "Batch Release Testing Operational Experts Group” (BRT
DEG) is undertzking a review of the currently approved test methods used in batch release testing
of all centrally authorised medicines on behalf of the 3RsWP. The group has reviewed veterinary and
human medicinal products authorised since 2014,

suffaring, distress or lasting harm. Death as an endpeint should be.avnided as far as possible.

mals in the testing of medicines is

The development of alternative meibeds to replace the use oFaRy

encouraged and supported by ENA’s Innovation Task Force (ITF).
and any methods adhering to the\g inci canheussgd ¥0 fulfil testing requirements are

e ITF's service is free of charge

aligible for consideration.

I would be grateful if you would direct your response to this letter to the following email address:
3Rs@ema.europa.eu by <date>.

Yours sinceraly,

<pame of Committes chair>, on bahalf of the <CVMP= <CHMP=

This letter hias. been.praduced electronically and consequently does nat bear the signature of the
authorised signatary.

Reduction/refinement

o
The review revealed that the <potency> <other= test authorized for <product name> involves in
vivo methods. <Insert details on in vive methods used>. <This same <potency> <other> test j5,
useg, for the other products within the <product name> range=.

ag that animal procedures should not be used if ancther scientifically
; iglg strategy for obtaining the result sought, not entailing the use of a live
animal, i ! durder the legislation of the Union| Alternatives to in vivo test methods shauld.,
bﬂ&;ﬂm wihenever possible. Furthermore, if an animal procedure is necessary, then the method
chosan should be such as to use the minimum number of animals and to cause the least pain,

>
The review revealed that the <potency> <other> test authorized for <product name= involves in
viva methods, <Insert details on in vive methods used>, <This same <potency> <other> test j5,
bsed, for the other products within the <product name> range=.

[n consideration of test specifications, <reduction><and/or><refinement> could be considered in
kinclude relevant details for proposal=<unless otherwise statistically justified=.




Training



https://cbrhl.org.au/community-worker-health-literacy-training/
https://creativecommons.org/licenses/by-nc/3.0/
https://creativecommons.org/licenses/by-nc/3.0/
https://creativecommons.org/licenses/by-nc/3.0/

Training: ESEC

Welcome to the Non-Clinical and New Approach

Methodologies Expert Community!

&)

O

Objective: Information-sharing & Interactions between
non-clinical & NAM experts

Members: EU Regulatory Network & Academia

EUROPEAN MEDICINES AGENCY

Emys34250/2023
European Medcines Agency
18 October 2023

Non-Clinical and New Approach Methodologies (NC
NAMs) ESEC Webinar:

Regulatory requirements for the non-clinical
development of human and veterinary medicinal
products and opportunities of the implementation
of the 3Rs

N 28 November 2023, 14:00-15:30

EUROPEAN MEDICINES AGENCY

EMA/184296/2024
European Medicines Agency
26 April 2024

Non-Clinical and New Approach Methodologies (NC
NAMs) Webinar: Qualification of NAMs: A
regulatory perspective from EMA and EURL/ECVAM

2 May 2024, 14:00-15:30

O

EUROPEAN MEDICINES AGENCY

EMA/184296/2024
European Medicines Agency
01 October 2024

Non-Clinical and New Approach Methodologies (NC
NAMs) Meeting: NAMs for Cardiotoxicity from an
academic and regulatory perspective

16 October 2024, 15:00-16:30

EUROPEAN MEDICINES AGENCY

European Medicines Agency
20 January 2024

Non-Clinical and New Approach Methodologies (NC
NAMs) Meeting: NAMs for Skin Sensitisation
N 13 February 2025, 14:00-15:30

European Medicines Agency
14 May 2024

Non-Clinical and New Approach Methodologies (NC
NAMs) Meeting: Read-across for non-clinical
assessment

26 May 2025, 14:30-16:00

EUROPEAN MEDICINES AGENCY

European Medicines Agency
2024

Non-Clinical and New Approach Methodologies (NC
NAMs) Meeting: Replacement & Reduction of non-
human primates in non-clinical safety testing

01 December 2025, 14:00-15:30

European Medicines Agency
27 February 2026

Non-Clinical and New Approach Methodologies (NC
NAMs) Meeting: Innovation and opportunities to

contribute to EMA work

04 March 2026, 13:30-15:00




Training: EU-NTC S

EU Network Training Centre (EU NTC)

The European Union Network Training Centre (EU NTC) is a platform offering training opportunities to the staff of medicines regulatory authorities in the

Medicines Agencies (HMA).

« Training platform for EU assessors

« Existing Non-clinical curriculum
« Working on development of a dedicated 3Rs curriculum

- 3Rs trainings consolidated for easy access

- Divided by topics of interest: e.g. Foundations, Weight of
Evidence Approaches, Quality Control and Batch Release

Vi

WORK IN PROGRESS




®

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Thank you

Any Questions / Suggestions?

3Rs@ema.europa.eu

Follow us

)
N
EUROPEAN MEDICINES AGENCY


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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