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Qualification of alternative testing
approaches for detecting MEFL
according to ICH S5R3:

General introduction to qualification
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Disclaimer:

The views expressed in this presentation are my personal views and
may not be understood or quoted as being made on behalf of or
reflecting the position of the Belgian Federal Agency for Medicines
and Health Products or the European Medicines Agency
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EMA’'s commitment to 3Rs

Regulatory acceptance of 3Rs testing approaches:
the basics

3RsWorking Party approach to regulatory
acceptance of NAMs



EMA ‘s commitment to the 3Rs

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

23 September 2011
EMA/470807/2011
Weterinary Medicines and Product Data Management

Statement of the EMA position on the application of the
3Rs (replacement, reduction and refinement) in the
regulatory testing of human and veterinary medicinal
products

The European Medicines Agency (EMA) commits to the application of replacement, reduction and
refinement (the 3Rs) of animal testing as detailed in Directive 2010/63/EU". To this end, a Joint ad hoc
Expert Group (the JEG 3Rs) has been created in order to promote best practice in the implementation
of the 3Rs in regulatory testing of medicinal products and to facilitate full and active cooperation with
other European groups working in the 3Rs area.

While significant progress has been made in relation to regulatory testing involving animals it remains
the case that certain types of data can only be generated by means of animal studies. Where such
studies are needed they should be selected and conducted in strict adherence to the 3Rs principles.

As a European body with respensibility for developing harmenised European regulatory requirements
for human and veterinary medicinal products the EMA has and will continue to play a key role in
eliminating repetitious and unnecessary animal testing in the European Economic Area (EEA), in
cellaboration with other European erganisations such as EDQM. Through its active participation and
collaboration in the work of other multinational organisations such as the ICH and the VICH, the EMA
contributes to the application of the 3Rs in the development of globally harmonised requirements, the
implementation of which contributes to the elimination of unnecessary animal testing.
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Replace Reduce Refine

animal studies

with non-animal
methods

animal studies to
minimum required
and necessary

practises to
minimise stress of
study animals

If not possible > In addition >
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Medicines ¥  Human regulatory  Veterinary regulatory ¥  Committees ™  News & events ¥  Partners & networks ¥  About us v

Human regulatory

Qverview Research and development

Marketing authorisation

Post-authorisation Herbal products

Adaptive pathways

Ethical use of animals in medicine testing

Advanced therapies Table of contents

3Rs principles

EMA role

EMA actions on 3Rs in 2016-17

Scientific guidelines

Veterinary medicine testing outside the EU
Recommendations on 3Rs in European Pharmacopoeia

Clinical trials

Compassionate use

Compliance

Data on medicines (ISO
IDMP standards)

Ethical use of animals The European Medicines Agency (EMA) supports the implementation of the so-called 3Rs
principles - replace, reduce and refine - for the ethical use of animals in medicine testing
across the European Union (EU). These principles encourage alternatives to the use of

animals in the testing of ici while -ding scientific quality and improving
animal welfare where the use of animals cannot be avoided.

This content applies to human and veterinary medicines

Innovation in medicines

Medicines for older people

Directive 2010/63/EU (2 requires marketing authorisation holders to integrate the 3Rs and welfare
standards for the treatment of animals in all aspects of the development, manufacture and testing of
medicines.

Orphan designation

Paediatric medicines
The Directive aims to protect animals in scientific research, with the final aim of replacing all animal
research with non-animal methods

Pharmacovigilance

O] ©
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EMA and the 3Rs: timeline

JEG3Rs: Brexit &
Creation COVID-19 3RSWP.
& work Pandemic Creation
@ 201920"‘9
Continuation EMA 3RsS\W/P:
of activities Regulatory Implemented
under J3RsSWG Science Workplan

EMA Regulatory Science to 2025
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The EMA 3Rs Working Party

Working Party to monitor and supervise EMA's 3Rs activities

aspects of the 3Rs into a restricted core group

Composition:

Sonja Beken (Chair)

Sarah Adler-Flindt (Vice-Chair)
Elisabeth Balks

Kathrine Just Andersen

Camilla Svensson

Peter Theunissen

Support by:

BE
DE
DE
DK
SE
NL

FAGG-AFMPS-FAMHP

Federal Office of Consumer Protection and Food Safety
PEI

Danish Medicines Agency

MPA

MEB

Operational Expert Groups & Drafting/\Working Groups
Non-Clinical and New Approach Methodologies European Specialised Expert Community
EMA Scientific & administrative secretariat: 3Rs@ema.europa.eu

Observers: European Commission, EURL ECVAM, EDQM

famhp=
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Human MPs - NCWP, Non-Clinical

Veterinary MPs - Non-Clinical
Veterinary MPs - Batch release
Veterinary MPs - EWP-V, Non-Clinical and Clinical
Human MPs - Non-Clinical

Human MPs - Non-Clinical

EU

belgium24.eu



A 3RsWP with a vision to the future

« Strategic role in the field of the 3Rs with

« Move non-clinical assessment from discovery
toxicology towards

(for hazard identification, toxicity prediction, ADME
modelling, disease modelling)

to
iImplement and
of iImplemented changes (including
identification of new actions)

« Follow-up and identification of actions related to

famhp=

federal agency for

EUROPEAN MEDICINES AGENCY
SCIENCE MEDIC NES HEALTH

26 January 2023
EMA/CHMP/14829/2023
Human Medicines Division

Consolidated 3-year work plan for the Non-clinical domain
including the priorities for 2023

Domain Chairperson: Bruno Sepodes

Non-Clinical Working Party Chair: Susanne Brendler-Schwaab
Non-Clinical Working Party Vice-Chair: Karen van Malderen

3Rs Working Party Chair: Sonja Beken

3Rs Working Party Vice-Chair: Sarah Adler-Flindt

Work plan period: May 2022 - December 2024 (with a first review point after one year)

belgium24.eu




First 3BRsWP Annual Stakeholder Meeting - 28/02/2023

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

participants

= new  regulatory CROs welfare
preclinical -
2 reduce associations
Global acceptance Innovation : : :
trategi o
NAMs oo organisations stakeholders

safety

: _ t
Risk acceptance animal trials i
subjects

Collaboration

testing Validation use
e MAIN AREAS SUGGESTED FOR PRIORITISATION

prediction

studies development _ R
valla NAMs - regulatory acceptance, qualification and EEE e

y Translatability replace velidation
reduction ) International collaboration/global acceptance T 11
rolling rapidly

reducing Guideline development/revision T

Education and training T s

toxicoligy Regulatory acceptance

ITF and Qualification advice

Creation of a NAMs database
For Public Session Report,
please scan:

Communication

Use of NHPs/second species

Quality control and batch release

Misc/Other

belgium24.eu
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Towards regulatory acceptance of NAMs

« What is regulatory acceptance?

* Iincorporation into a regulatory guideline

« case-by-case: acceptance by regulatory
authorities of new NAM not (yet) incorporated in
testing guidelines but used for regulatory decision
making

» 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)

famhp=

federal agency for
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EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH

15 December 2016
EMA/CHMP/CVMP/IEG-3Rs/450091/2012

Committee for Medicinal Products for Human Use [CHMP)
Committee for Medicinal Products for Veterinary Usa [CVMP)

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

Draft Agreed by JEG 3Rs March 2014
Draft agreed by SWP, SWP-V, BWP, IWP and EWP-V By July 2014
Adoption by CVMP for release for consultation 11 September 2014
Adoption by CHMP for release for consultation 24 September 2014
Start of consultation 3 October 2014
End of consultation (deadline for comments) 31 December 2014
Adopted by JEG 3Rs 19 October 2016
Adoptad by CUMP 8 Dacember 2016
Adopted by CHMP 15 December 2016

This guideline replaces the Position on Replacement of Animal Studies by in vitro Models
(CPMP/SWP/728/35).

Keywords 3Rs, regulatory acceptance, testing approaches, non-clinical, quality,
safety, efficacy, human medicinal products, veterinary medicinal
products, i i replacement, reduction, refil

EU
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Towards regulatory acceptance of NAMs

» Criteria for regulatory acceptance 0
« Voluntary submission of data (safe harbour) FUROPEAN MEDICINES AGENCY

15 December 2016

voluntary submission of data obtained with NAM in Commte o PO ot e ()
parallel with data generated using existing methods

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

data generated with NAM will not be used for product-

related regulatory decision-making! — ———
data generated with NAM will be evaluated S p—— e
independently and solely for the purpose of evaluation e — —
of the NAM for possible future regulatory acceptance e 20 52 i o 200
e rm———
data generated will be submitted for review and decision gy e P o gl of Al s b i s ol
making on the regulatory acceptability of the proposed —

famhg EU

federal agency for belgium24.eu



Towards regulatory acceptance of NAMs

 Procedure

O

EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH

« Submission of qualification request to EMA

see Guideline on Qualification of Novel Methodologies
for Drug Development R
(EMA/CHMP/SAWP/72894,/2008 Rev. 4)
« Assessment by a multidisciplinary qualification e e oo g e or drus
team
« Possible involvement of international agencies e
such as FDA and/or PMDA En of conmamton {demdine for commans)
Keywords EMA. CHMP. Novel methodology. Qualification. Scientific Advice. rker. |
« For veterinary medicinal products, see scientific 0

CVMP guidance for companies requesting scientific
advice (EMA/CVMP/11887,/2020)

EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH

5 October 2020
EMA/CVMP/ 11 /2020
Veterinary Med s Divisio

Guidance for applicants requesting scientific advice

famhp= EU

federal agency for belgium24.eu




Towards regulatory acceptance of NAMs

* Qutcome of the EMA Qualification

Outcome 1: Outcome 2:
Qualification Advise Qualification Opinion

* Advice on future protocols and methods * Opinion on the acceptability of a specific use

for further method development towards > of the proposed method in R&D context,

qualification non-clinical or clinical studies, based on the
* Based on the scientific rationale and assessment of submitted data

preliminary data * Publicly available
* Confidential

‘I....‘.. .."l.lr
I'I...*.-'.|IICII

Optional:
Letter of support

* Based on qualification advice, when the
novel methodology cannot yet be
qualified but is shown to be promising

* Aim is to encourage data-sharing and to
facilitate future studies

* Publicly available data if sponsor agrees

famh

federal agency for Ml medicines and health products
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

10 November 2014
EMA/CHMP/SAWP/72894/2008

Revision 1: January 2012*

Revision 2: January 20142

Revision 3: November 2014°

Revision 4: October 2020*

Scientific Advice Working Party of CHMP

Qualification of novel methodologies for drug
development: guidance to applicants

Agreed by SAWP

27 February 2008

Adoption by CHMP for release for consultation

24 April 2008

End of consultation (deadline for comments)

30 June 2008

Final Agreed by CHMP

22 January 2009

Keywords EMA. CHMP. Novel hodology. @ icati cientific Advice.

O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

5 October 2020
EMA/CVMP/11887/2020
Veterinary Medicines Division

Guidance for applicants requesting scientific advice

belgium24.eu



EMA'’s Innovation Task Force on 3R = THE tool for early

interaction with the regulatory network!

NEW focus on regulatory acceptance of NAMs to replace the use of
animals in the testing of medicines (3Rs).
» encourage NAM development
« accelerate NAM integration in the regulatory framework for the
development and evaluation of medicines

important forum for early dialogue between regulators and
stakeholders:

nformal guidance to method developers and end users in the design
and/or further elaboration of qualification package

Stakeholders: SMEs, academics, researchers, research and public-
private funded consortia, pharmaceutical industry

ITF briefing meetings are confidential but notably increased uptake in
relation to 3Rs in 2023

ITF briefing meetings are free of charge

federal agency furI medicines and health products

h

Innovators
meet
regulators

> E -:_-::-lﬂﬂ L-::. lr e EU

@r...n. (Rl [EIS Y

belgium24.eu



EMA'’s Innovation Task Force on 3Rs: procedure

Applicant visits ITF page on EMA website for Applicant sends ITF briefing meeting request
general information on ITF Briefing Meetings form to ITF Secretariat via EudraLink* or email

ITFSecretariat@ema.Europa.eu (Human)
l, ITEvet@ema.Europa.eu (Veterinary)

ITF Secretariat reviews information received and ITF Secretariat may r[—1:|IJl—'=:.1' Applicant to
suggests option best suited to Applicant’s needs: complete and return a briefing document

Referral to other Invitation to ITF Applicant creates Applicant registers
procedure(s) (Ema, NCA Briefing Meeting EMA account* in IRIS*

or other)

Applicant provides e :
draft meeting report ¢= ITF Briefing Meeting

(template provided by takes place
ITF via email)

Experts review and
ITF shares final
report via IRIS

medicines and health products

federal agency for belgium24.eu


mailto:ITFSecretariat@ema.Europa.eu
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EMA'’s Innovation Task Force on 3Rs: procedure

O

EUROPEAN MEDICINES AGENCY

Europezan-Medicines-Agency']

Innovation-Task-Forced
Briefing-Document---Confidentialy

This'briefing document needsto-be-completed foryour:
1
-Product/-Substance [section 1)

AND/ORY

-*Method+/-Methodology/ Technelogy-{section-2)9

1

Summary: = max. 3 pagesT

Total briefing document: = max. 20'pages-{excluding annexas)y
1

» Data-protection-notice-v

Byparticipating in-this'meeting,*vourare providing vour'consent tothe processing of your personal*

data*(e.g.'name,-email-address),“which-will-be'processed by EMA-in accordance with-Regulaticn-{EL )

20181725,

Yourcan access EMA s datarprotection notice fortheorganization-of meetings+and events-here:
httos :/fwww.ema.eurcpa.eu/en/documents/other/surcpean-medicines-agencys-privacy-statement-
grganisation-meetings-svents en.pdfy

Yourare'reminded that recording this'meeting-is-strictly-prohibited.§

J-please-confirm-that-you-have-read-and-understood-the-data-protection-notice-and-you-
consent-to-the-processing-of-your-personal-data.

Applicant:= H
Document version:= H
Date:= =

federal agency for

Applicant sends ITF briefing meeting request
form to ITF Secretariat via EudraLink* or email

ITF Secretariat may request Applicant to
complete and return a briefing document

Applicant registers
EMA account* in IRIS*

Applicant creates

Applicant provides et _
draft meeting report - ITF Briefing Meeting
(template provided by takes place
ITF via email)

Imedi(ines and health products

belgium24.eu



EMA'’s Innovation Task Force on 3Rs: procedure

= 2. Method-/-Methodology-/-Technology"

« 2. 1.- Summaryy

[Address-zll-relevant/applicable-elaments-cutlined-belov, -regardless-of -
the-topics for-discussion- (Upper-limit- for-your-summary: -3-pages} ]

= Background-information-on-the conditionto-betreated=>1
[Qutline main- features-of-the condition-and-current-standard - therapy, -
referring-to-relevant-publications]q

[Please- speclfy the-prcp&sed wvording-for-the- létended rindication/use, -
and-any- special -precantions or recommendations - forruse-of - the -method- /-
methodelogy: /- technology- (including-a-possible-risk-managsment-
strategyv) . J1

Begulatory-statusy
[Describe-the worldvide-regulatory-status-ofthe -method-/ ~methodology«/ -

technoleogy. J 1

Bationaleforsesking advicey
[Describe-the:scope-of+the-toplcs-for-discussion-and-the-raticnale-for-

the -advice -request. 1

1
« 2.2.- Topics-for-discussion-(maximum-8)9
[Topics-for-discussion-should-be-phrased-unambiguously. - The- scope-
should-be-carefully-considered: in-order-to-ensure-an-apen-discussion. 1

The-wording-of-the-topics-should-avold-extended- reference-to-the-
Jjustifications, -which-should-be-discussed-in-the-3pplicant s position.

Topics-should-ideally-start-or-end-wvith-e.qg. - "Fhat-are-the-experts’ -
gpinions-/-suggestions-on..?") .0

Topics-for-discussion-should-be -numbered- sequentizlly. 1

IMPORTANT : §

Each-topic-for-discussion-should-be-folloved -by-a-corresponding, -
separate-Applicant’s-position, rincluding-a-justification-of-the-chossn-
approach. ¥

All-kev-informstion-about-the-topic-should-be-sufficiently-discussed, -
so-the-Applicant’s-positicon-can-functlon-as-&- 'stand-alone’ -argument. T

Issues-to-be-covered-could-include-the-following: -context-and-proposal,
ather-options- (potentially) considered-together -vith-a-critical-

H

w
Page-11/18

discussion-on-the-relative-merits-and-dravbacks - of -various-approaches, -
possible-consequences-and-eventual -messures-to-ameliorate-these. I

Question-X1
{text)}d

Applicant's-position"]
{Eext 1§

Question-2{1
ftaxt}f

Applicant’s-position
{text)q

« 2.3.- Background-informationy
[Give-a-comprehensive-scientific-overvier -of - the -method- /-methodology -/ -
technology, -providing-detailed-relevant -systematic-information. 1

All-kev-information-about-the-topic-should-also-be-included-hers-as-
vell-ag-in-the-Applicant’s-position, -wvhich-should-functlon-as-a- 'stand-
alone’ -argument - ¥

The-proposed:list-of »subsections belov-1s-neither-exhaustive nor:
mandatory. -The-relsvance-or-applicability-of -each-subsection-may-vary. I
Additicnal -details-can-be-included-in-study-protocols, -study-reports, «
investigators” -brochure-provided-as-annexes. -The -use-of-tabulated-
gvervievs and-graphs-1s-encouraged. ]9

Characteristics-ofthe proposed- novel-method--methodology+/-technologyy

[Elakorate -on-the -scientific -raticnale -for -the -proposed -novel -method -/ -
methodology -/ -technelogy, -i.e. -bicleogical, -pharmacclegical,
{patho)physiological -or -technological -background. 19

Context ofUsaf

[The -diseaze/condition/e=zperimental -setting -that -is -associated -with -the -
nowvel -method -/ -methedology -/ -technelogy. -1

Describe -the -intended -use -of -the -novel -method -/ -methoedology -/ -
technology -in-medicinal -development -and -use, -and -how -the -novel -methed -/ -
methodology -/ -technology -1s -to -be -integrated -in -drug -development -and -
requlatory -review.q

Summarize -the -3igns -and -aymprtoms, -pathophysioclogy, -risk-factors -and -
epidemiology, -diagnosis, -established -therapy, -and -prognosis -of -the -
condition, -if -applicable. -Focus -on -factors -that -contribute -to -improved -
medicinal -development -or -treatment -cutcomne -e.g. -early -diagnosis, -risk-
prediction, -detection -of -drug -related -adverse -effects, -determination -of -
therapeutic-response -and -optimization -of -therapy. 11

H

o
Page-12/14 g
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3RsWP Approach to Regulatory Acceptance of NAMs/3Rs

on NAMs/3Rs focused on requirements

Development of for regulatory acceptance (e.g. qualification)
COU-based

qualification
criteria

Qualification of
NAMs

federal agency for Ml medicines and health products

belgium24.eu



First EMA workshop on non-animal approaches in support of
medicinal product development: challenges and opportunities
for use of MPS

2 break out sessions - 2 action lists

( neededto:

« develop specific qualification guidance

« develop endpoint-specific performance standards
incl. list of reference compounds per organ system
and endpoint

« agree on stepwise approach for MPS using healthy
versus diseased cells, taking into account specific
COuU

« Define ‘gold standard’ and discuss applicability of
clinical biomarkers

« |dentify the degree of flexibility to allow for
continuous applicability of qualification criteria

| Possible through
EMA process of method qualification under voluntary
submission of data

famhp= EU

federal agency for belgium24.eu

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

18 October 2018
EMA/CHMP/SWP/250438/2018
Human Medicines Research and Development Support Division

Meeting Report:
First EMA workshop on non-animal approaches in support
of medicinal product development - challenges and
opportunities for use of micro-physiological systems
(EMA/CHMP/SWP/250438/2018)

5 October 2017, European Medicines Agency, London
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Final Agenda Multistakeholder Kick-off Workshop:

Towards Qualification of MicroPhysiological Systems
including Organ-on-Chip Models for Specific Contexts
of Use to be Applied in the Pharmaceutical Area

Brussels, 30" January 2024

Context of
Use

Context of
Use

Gold Gold
standards and Standards and
Reference Reference

Compounds Compounds



NAMs can have multiple contexts of use:
Outcome of Brainstorming for MPS/OoC

Workshop Report

Building Blocks for a European
Organ-on-Chip Roadmap

doi:10.14573/altex. 1905221

EURCOCS

Context of use Disease area Key tissue model End user
Disease mechanisms Cancer Tumor models Biomedical researchers
. . Clinicians
Meurodegenerative diseases Brain, BBB, neurons, retina Pharmaceutical industry
Cardiometabolic disorders Heart, lung, liver, pancreas,
vessels, adipose
Autoimmune diseasas Immune system, gut, pancreas,
neurans, skin
Fibrosis Connective tissues, lung, liver,
kidney
Drug efficacy Cancer All types Industry: pharmaceutical,
N . ve di Brain. BBB cosmetics
eurodegenerative diseases rain, . NEUrons Biomedical ressarchers
Cardiometabolic disorders Heart, lung, liver, pancreas,
vassels
Autoimmune diseases Immune system, gut
Fibrosis Connective tissues, lung, liver,
kidney
Drug toxicity All types ADME pathway (liver, kidney), Industry: pharmaceutical,
barrier systems (gut, lung, BBB), | cosmetics
heart, brain, immune systam Biomedical researchers
Personalized medicine: Cancer All types Pharmaceutical industry
— Patient stratification (adverse Rare d Al Hospitals/clinicians
effects, dynamics/resistance, are diseases types
identification of vulnerable Systemic diseases Multi-organs
population)
— Companion diagnostics Autoimmune diseases Immune system, gut
{responders, disease
progression)

EUROPEAN ORGAN-ON-CHIP SOCIETY

ClirzeAD)

Focus on
COU-specific

qualification

EU
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COU : In need of inspiration?

O

EUROPEAN MEDICINES AGF*

SCIENCE MEDICINES

18 October 2018
EMA/CHMP/CVMP/3Rs/742466/2015
Committee for Medicinal Products for Huma

Reflection pa-
regulator

human use pportunities for implementation of the

Carcinogenicity

Reproductive
toxicity

Safety
pharmacoclogy

Regulatory provision IC H

harmonisation for better health
MNote for Guidance an
Carcinogenicity : Testing for
Carcinogenicity of Pharmaceuticals

(CPMP/ICH/299/95; ICH S1B) INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

ICH HARMONISED GUIDELINE

DETECTION OF REPRODUCTIVE AND DEVELOPMENTAL

Note for Guidance on the Detection TOXICITY FOR HUMAN PHARMACEUTICALS
of Toxicity to reproduction for

Medicinal products & Toxicity to Malg SS(Rs)

Fertility (CPMP/ICH/386/95; ICH

S5(R2))

Final version

Definition of context of use for 3Rs method:
Data generated from qualified alternative assays conducted alone or in

conjunction with one or more in vivo studies can be used to support
s Wazard identification and risk assessment under limited circumstances.

Bl Qualification criteria for 3Rs methods included in annex

Pharmaceutig

ICH 57B)

Note for Guidance on Safety "Core battery tests” of CNS Integration of safety Inclusion of safety pharmacology
Pharmacology Studies for Human and pharmacology parameters in endpoints: need for retrospective data
Pharmaceuticals (CPMP/ICH/S39/00; cardiovascular/respiratory repeated dose toxicity studies analysis to expand concept beyond ICH

ICHS7A) function . (see ICH 59). s9.



3RsWP Approach to Regulatory Acceptance of NAMs/3Rs

on NAMs/3Rs focused on requirements

Development of for regulatory acceptance (e.g. qualification)

COU-based o -
qualification  Definition of for NAMs/3Rs for specific

criteria contexts of use

Qualification of
NAMs

federal agency for Ml medicines and health products

belgium24.eu



Revision of the Guideline on principles of
regulatory acceptance of 3Rs testing approaches

O

Scope EUROPEAN MEDICINES AGENCY
SCIENCH MEDICINES HEALTH
1 12 October 2023
2 EMA/CHMP/CVMP/452614/2023
H 3 Committee for Medicinal Products for Human Use (CHMP)
L | n C l_u S I O n Of 4 Committee for Veterinary Medicinal Products (CVMP)

in the body of the guideline

s Concept paper on the revision of the Guideline on the
s principles of regulatory acceptance of 3Rs (replacement,
. 7 reduction, refinement) testing approaches
* |nclusion of s (EMA/CHMP/CVMP/JEG-3Rs/450091/2012)
9
Agreed by the 3Rs Working Party June 2023
Agreed by the Non-Clinical Working Party June 2023
Adopted by CHMP for release for consultation 12 October 2023
Adopted by CVMP for release for consultation 09 November 2023

O l.iver_on_Chip COU Of predicting Dl |—| Start of public consultation 20 November 2023
) h ea rt_ O n — C h i p CO U Of Safety End of consultation (deadline for comments) 28 February 2024

10
H 11
pharmacology testing "
Comments should be provided using this EUSurvey form. For any technical issues, please contact
the EUSurvey Support .
13

Keywords Regulatory acceptance, qualification, microphysiological systems, organ-on-
chip, 3Rs, context of use, terminology

famhp= EU

federal agency for belgium24.eu



A blueprint for NAM Qualification

. . . .
Multlstakeholder
x@nsultatlorg

To collect input on COU,
gold standards, reference
compounds & underlying
data requirements, exposure
modelling (IVIVE),
performance criteria,

Drafting Process

Set-up of 3RsWP drafting group

Draft GL annex with qualification
criteria for MPS/0OoC for a
specific COU

Endorsement of draft annex by
CHMP/CVMP

Public consultation

Revision of draft annex re public
comments

Endorsement of final annex by
CHMP/CVMP

EURL-ECVAM
International Qualification
harmonisation Framework

Revised

| Juideline

NEW annex with regulatory
acceptance criteria for MPS/0OoC
for a specific COU

Qualification criteria used to guide
submissions to ITF and SAWP

EU

belgium24.eu



3RsWP Approach to Regulatory Acceptance of NAMs/3Rs
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