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Regulatory Use of Animals in EU - Successes
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3Rs Working Party

The 3Rs Working Party (3RSWP) is a joint working party of the Committee for Medicinal Products for Human Use (CHMP) and the Committee for Veterinary
icinal Products (CVMP). 1t 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 se-called 3Rs principles - replace, reduce and refine.

(Human) (Veterinary) (Curpurate) (Madicines)

The 3Rs 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

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

02 Dec 2024
Human Medicines Division
EMA/551442/2024

Consolidated 3-year rolling work plan for the Non-clinical
domain

[pomain Chairperson: Outi Miki-Tkola
INon-Clinical Working Party Chair: Susanne Brendler-Schwaab
INon-Clinical Working Party Vice-Chair: Karen van Malderen

1BRs Working Party Chair: Sonja Beken

BRs Working Party Vice-Chair: sarah Adler-Flindt

Work plan period: January 2025 - December 2027 (with a first review point after one year)

EUROPEAN MEDICINES AGENCY

3Rs Working Party
Biennial report
2023/2024
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3Rs as a Lever for Innovation

New Approach Methodologies (NAMs)

« NAMs are defined as 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 desighed to generate data that provide an equivalent or
improved translation to support human or target species-relevant
regulatory decision making.

o Individual
‘?\6%
Combination of —
/ I%h% method
2 2 e ™S g
iy Context of use
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3RsWP Actions

Providing Guidance

' Stakeholder
Engagement

, Developing and
Providing 3Rs
Training

Follow up of Quality
Control and Batch
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Centrally Approved
Medicinal Products

ssessment of NAMs
for Regulatory
Acceptance: From
Early Advice to
Qualification

Fostering
International
Regulatory
Collaboration
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Overview of Regulatory Testing Requirements and 3Rs

O

EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINE

S HEALTH

Reduced non-clinical packages:

» Biological medicinal products (ICH S6)

* Products for treatment of advanced cancer
(ICH S9)

Reflection paper on the current regulatory testing
requirements for medicinal products for human use an . .
opportunities for implementation of the 3Rs we|ght of eV|dence approaches for

- study waiving:

1 02 December 2024
2 EMASCHMP/CWMP/3RS/T42466/2015 Rev. 1
3 Committee for Medicinal Products for Human Use (CHMP)

EV I T S

Q. B ATt e e » Carcinogenicity (ICH S1B)

e o oo redus o wes o R et « Juvenile Animal Studies (ICH S11)

P r—r—p———— e » Alternative assays for embryofetal tox
' e e (ICH S5)
’ o ey rtng ey e e s « Chronic toxicity studies for mAbs

| Keywords

approach methodologies, human medicines |

 In vivo comparative study for biosimilars

For veterinary medicinal products,

Bl sce presentation by Dr. Adler-Flindt B EMA




Guiding Regulatory acceptance of NAMs

Criteria for regulatory acceptance

« Defined test methodology (protocol, endpoints). 0
. . . . . EUROPEAN MEDICINES AGENCY
« Relevance within a particular context of use (including accuracy). SCIENCE MEDICINES WEALTH
*  Context of use (including limitations). A e Ot o
. Reliability/ robustnessl ‘Committee for Medicinal Products for Veterinary Use (CVMP)
«  Voluntary submission of data (safe harbour). SRS (replacament. reduction, refnement) tosting. 1
approaches
Ongoing Guideline Revision
« 3Rs-related glossary and updates of body of the guideline. o

. . . . . EUROPEAN MEDICINES AGENCY
« Annexes with regulatory acceptance criteria for complex in vitro models SRISHCE WESICINES HELiTH
for specific contexts of use.

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

ober 2023

EMA/CHMP/CVMP/452614/2023
i r Medicinal Products for Human Use (CHMP)

Committee for Veterinary Medicinal Products (CVMP)

PPN

Concept paper on the revision of the Guideline on the
principles of regulatory acceptance of 3Rs (replacement,
reduction, refinement) testing approaches
(EMA/CHMP/CVMP/JEG-3Rs/450091/2012)

[

8  Update from CHMP/CVMP 3Rs Working Party EMA



Regulatory acceptance of NAMs: How?

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.

9 Update from CHMP/CVMP 3Rs Working Party

EUROPEAN MEDICINES AGENCY

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

s
6

2 reduction, refinement) testing approaches

8

EUROPEAN MEDICINES AGENCY

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

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

EUROPEAN MEDICINES AGENCY

arty of CHMP

Qualification of novel methodologies for drug
development: guidance to applicants

@ EMA



Focus on reducing Non-Human
Primate use

EUROPEAN MEDICINES AGENCY Finalised public
SCIENCE MEDICINES HEALTH consultation

Promotes use of NHPs

2 ENA/CHMP/55697/205 only as last resort
3 European Medicines Agency
4 Leverages existing
s Reflection paper on non-human primates in safety flexibility in existing
testing of human medicinal products and opportunities guidelines
7 for 3Rs implementation Highlights future 3Rs
8 opportunities
Draft agreed by NcWP and 3RsWP 15 July 2025
Adopted by CHMP for release for consultation 6 October 2025 WEIQ ht_Of_ EVidence
Start of public consultation 23 October 2025 Approaches
End of consultation (deadline for comments) 31 January 2026 NAM
9
Comments should be provided using this EUSurvey form. For any technical issues, please contact
the EUSurvey Support.

10 Update from CHMP/CVMP 3Rs Working Party




EUROPEAN MEDICINES AGENCY

3Rs in Quality Control
and Batch Release
Testing




Batch Release Testing Operational Expert
Group

VMPs:

e 67 products reviewed, 9 products still use in vivo BRT with potential 3Rs opportunities

e Response letters to MAHs adopted at CVMP in October 2025

HMPs:

e 281 products reviewed, 17 products still use in vivo BRT with potential 3Rs
opportunities

e Letters will be sent to MAHs

“Lessons learned on 3Rs opportunities in batch release testing” as a future ESEC
webinar

12 Update from CHMP/CVMP 3Rs Working Party

EMA



Stakeholder Engagement




3RsWP

Annual Stakeholder meeting
Workplan consultation
Reflection papers 3Rs

opportunities — public
consultation

3RsWP collaborates to foster the 3Rs

Interaction Mechanisms

ITF

Scientific Advice
Qualification

Portfolio and Technology

Collaborative fora

(= AVAN

HESI

IMRWG3Rs

Scientific meetings and
conferences

meetings

e - Voluntary data submission

acceptance.
ESEC to engage academia.

EC Roadmap

see EMA webpage:

N\ ( g )
medicines
Ef I a anlmalhealth for europe AESGP . EUCR@F ACRO 0@@
uropean | europe iy European CRO Federation i
ommission
Vaccines Europe ‘ European Animal E UCOP E Access
E B An industry for healthy lives . ° Research Association VETMED 0 InAL
COUNCIL OF EUROPE uropaBio “
ﬂf/ V{4 , p uefsa = YECHA @ >OECD PETA SCIENCE CONSORTUM [T The European Partrership
(O | | R meemousaeo INTERNATIONAL . ,-l
European Directorate | Direction européenne * * . ECEAE Advancing 21st Century Toxicolog
for thte{a_Ilty dela gu_alne ; f\ ‘ Cruelt Fl’ee EURUGRUUP = Humane
Seas|unn SRR DE LEUROPE R @ TSNS SANIMALS Oﬁ, gl f/\\spls Eurgses 1HIEE.

14  Update from CHMP/CVMP 3Rs Working Party
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2025 Stakeholder meeting — Public
session

+ >200 participants
» Presentation of 2025-2027 workplan - 3Rs & joint NcWP/3Rs

+ Slido - 75 responses

What do you think is the most important aspect when thinking about the {Q ﬁ\
3Rs in regulatory testing and drug development? R

Wordcloud Poll 70 responses &, 70 participants

439% industry

Science interacting Ways

health Regulatory acceptance criteria
cases

reduce use Validation

replace

reliability Acceptance

Prioritise -

—
—
share  Regulatory acceptance ’@ o i
Qualification

regulatory

Trust

i Data sharin 2
qualification Confidence 9 expertise
concrete

systemic toxicity Safety refine  gi5p5)

Global - NAMs criteria

g y F and im ion of non...

harmonisation -
Translation

15  Update from CHMP/CVMP 3Rs Working Party EMA




2026 stakeholder meeting — Public
session

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) CVaterinary) CCorpurate)

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

Event summary @ Location @ Online
ff European Medicines Agency, Amsterdam, the Netherlands

Contact point 1 Live broadcast

Related content

16  Update from CHMP/CVMP 3Rs Working Party EMA




® EMA

EUROPEAN MEDICINES AGENCY

Regulatory Acceptance of
NAMs

From Early Advice to Qualification




Innovation
Task Force

Portfolio and
technology
meetings

Scientific
Advice

Qualification
of a Novel
Methodology

Voluntary
Data
Submission

®

UNDER

\ Henovation _/

Early Dialogue
Informal exchange
Regulatory,
technical &
scientific topic

Free of charge

Vet & Human
)

New Approach Methodologies
Eu- canning Report

Pharma companies
with large medicinal
product portfolios

Issues impacting
portfolio progression

Anticipate scientific
& regulatory needs

Identify innovative
technologies

18 Update from CHMP/CVMP 3Rs Working Party

Product Specific or
Broad Pipeline

Formal scientific
guidance

Study design /
Methodology

Vet & Human
separate

Reduced Fees (e.qg.
SME and academia)

Innovative methods
medicines R&D

Acceptability of a
methodology in a
specific context of
use

Vet: through SA

Reduced Fees (e.g.
SME and academia)

Voluntary data
submission

Independent
evaluation

Builds regulatory
confidence &
experience

Support the
drafting of CoU
based qualification
criteria

EMA




Contribute to early dialogue via 3Rs EMA
Innovation Task Force Briefing Meetings

Number of 3Rs related-topics 3=

10
7
5
° P
0

2021 2022 2023
Year

®Main topic ® Subtopic

Cc Type of applicants

2(4.44%)
3(6.679%)

8

14(31.11%]
(17.78%) @ d

8(17.78%) 10(22.22%)

Figure 4. Number of 3Rs-related ITF briefing meetings requests received between 2019 and 2024 (A), main topics

B  Nature of the 3Rs-related topics

1(2.22%)

9(20%) -
35 (77.78%)
B Replacement W Reduction  Refinement

Ongoing

SA

=

cademia BM

aon [
o

5 10 15 20 25
Number of reguests

Non- W Oihe

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).

19 Update from CHMP/CVMP 3Rs Working Party

30

Drug Discovery & Efficacy
Pharmacokinetics & Biodistribution
Quality & Manufacturing ‘
Formulation 3

Environmental Risk Assessment

0 5 10 15 20

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

A Number of ITF BM focussingon a
tissue-specific NAM

Liver |
Brain I
Heart I
Muskuloskeletal [N
Other I
Skin |
Breast |
Gastroinstinal Tract  |I_—
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).

25

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

Molecular assay
Invitro-in silico model
In vitro-mechanical model

Ex vivo model

EUROPEAN MEDICINES AGENCY

New Approach Methodologies
EU-IN Horizon Scanning Report

February 2025
ENA/56650/2025

2019-2023:

45/339 ITF Briefing
Meeting Requests on 3Rs

Number of ITF BM focussing on a
specific NAM

2 4 6 8 10 12



Qualification of NAMs - The Virtual Control
Groups DRAFT Qualification Opinion

O

EUROPEAN MEDICINES AGENCY

200222220
EMADOC-xyz{
Committee-for-Medicinal-Products-for-Human-Use-(CHMP) |

Qualification-opinion-on-Virtual-Control-Groups-(VCG)-to-
replace-Concurrent-Control-Groups-(CCG)-in-rat-non-GLP-

Dose-Range-Finding-(DRF)-studiesy

Draft-agreed-by-Scientific-Advice-Working-Party-(SAWP)=

Adopted-by-CHMP-for-release-for-consultationx

Start-of-public-consultationx

)=

Adoption-by-CHMPx

R - -

1

Virtual I-groups-for-d

3Rsx

ction Break (Next P

20  Update from CHMP/CVMP 3Rs Working Party

Qualification-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-
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-

the-SOP-(see-Appendix-1)-9
1
Agreed-Context-of-Use-(CoU):¥

The-Application-of-Virtual-Control-Groups-(VCGs)-according-to-the-SOP-(see-Appendix-1)-to-
substitute-for-Concurrent-Control-Groups-in-non-clinical-rat-non-GLP-dose-range-finding-
(DRF)-studies-to-inform-on-dose-selection-for-subsequent-pivotal-rat-GLP-repeat-dose-
studies. ¥

EMA



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

Specialised Expert Community!

Welcome to the Non-clinical and New Approach Methodologies European

« Objective: Information-sharing & Interactions between non-clinical &

NAM experts

« Members: EU Regulatory Network & Academia

« Link with EU Network Training Centre (EU NTC)

EUROPEAN MEDICINES AGENCY

EmA/s34260/2023
European Medicines 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

EUROPEAN MEDICINES AGENCY

ENA/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
n 2 May 2024, 14:00-15:30
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EUROPEAN MEDICINES AGENCY

EMA/184206/2024
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
R 13 February 2025, 14:00-15:30

European-Medicines-Agency{
14-May 20249

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

26:May-2025,-14:30-16:00

EUROPEAN MEDICINES AGENCY

European Medicines Agency
14 May 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

S...

Furopean-Medicines-Agency§
27 February-20261

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

contribute-to-EMA-work]

04-March-2026,-13:30-15:009



® EMA

EUROPEAN MEDICINES AGENCY

International
Collaboration




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 are possible.

O

EUROPEAN MEDILI NES ALJENCY

SCIENCE MED

/ )
swissmedic

I * Santé Health
Canada Canada

45‘ & Australian Government

X Department of Health and Aged Care
Therapeutic Goods Administration

(p2Y U.S. FOOD & DRUG

ADMINISTRATION

Terms of reference
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Ways of working Key discussions to date
« Updating on regional 3Rs developments , + Qualification frameworks for NAMs

o Sharing of NAM case studies and data y { * Voluntary submission of NAM data to
o regulators

* Harmonised guidance development .
» ICH reflection paper on NAMs

* Confidence building » Sharing of information on events

* Aligned stakeholder engagement » Global position statement on 3Rs

25 Update from CHMP/CVMP 3Rs Working Party (6) EMA




®

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Thank you

Follow us

/ 7-\\
\ \‘ )

>

EUROPEAN ME

ICINES 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

(™
)
N

EUROPEAN MEDICINES AGENCY

Annex
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Animal experimentation in Europe - regulatory use
8,5 million animals in 28 Member States (EU-27 & Norway - 2022)

Human Medicinal Products

Regulatory uses: Toxicity

Neurotoxicity

Skin irritation/corrosion

Eye irritation/corrosion

Target animal safety

Safety testing in food and feed area
Phototoxicity

Genotoxicity

Skin sensitisation
Carcinogenicity

Other toxicity/safety testing
Reproductive toxicity
Ecotoxicity

Acute and sub-acute
Pharmaco-dynamics (incl safety
pharmacclogy)

Developmental toxicity
Kinetics

Repeated dose toxicity
Total

Regulatory uses: Quality control
Other quality controls
Pyrogenicity testing

Batch safety testing

Batch potency testing

Total

Number of |

uses Percentage
53 0.03%
60 0.03%
114 0.06%
260 0.13%
280 0.14%
473 0.24%
1322 0.66%
1364 0.68%
1416 0.70%
1459 0.73%
8702 432%
12977 6.45%
15281 7.59%
30718 15.27%
34303 17.05%
43668 21.70%
48761 24.23%
201211 100,00%

Number of uses * Percentage

10774 3.55%
16717 5.50%
32711 10.77%
243566 80.18%

303768 100,00%

Veterinary Medicinal Products

Regulatory uses: Toxicity

Genotoxicity

Repeated dose toxicity

skin sensitisation

Ecotoxicity

Other toxicity/safety testing
Pharmaco-dynamics (incl safety
pharmacology)

Safety testing in food and feed area
Kinetics

Target animal safety

Acute and sub-acute

Total

Regulatory uses: Quality control
Pyrogenicity testing

Other quality controls

Batch safety testing

Batch potency testing

Total

Number of , Percentage
uses

60 0.24%
168 0.66%
550 2.17%
648 2.56%
672 2.66%
1279 5.05%
1739 6.87%
1754 6.93%
3925 15.51%
14512 57.34%
25307 100,00%

Number of uses * Percentage

329 0.12%
7091 2.68%
48350 18.26%
209049 78.94%
264819 100,00%

Regulatory uses by type of legislation

Other

Feed legislation including
legislation for the safety of

target animals, workers and

environment: 0.8 %

Industrial chemicals legislation: 13.8%

Plant protection product -~

legislation: 3.3 %

Medical devices legislation: 4.4 %

Legislation on medicinal

]

3
(]

products for veterinary use
and their residues: 27.7 %

source : alures published data

legislation:

Legislation on medicinal

~| products for human use:
46.7%

Publicly accessible
ALURES Statistical EU
Database on animal use



Animal experimentation in Europe (2015-2022)

Medicinal Products for Human Use Medicinal Products for Veterinary Use
1200000 300000
1000000 250000
800000 200000
|
600000 150000
400000 100000
200000 50000
0 0
2015 2016 2017 2018 2019 2020 2021 2022 2015 2016 2017 2018 2018 2020 2021 2022

M Legislation on medicinal products for veternary use and their residues - Quality
control {incl batch safety and potency testing)

M Legislation on medicinal products for veternary use and their residues - Toxicity and
other safety testingincluding pharmm acology
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