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Advanced therapies Table of contents ﬁ::li;“icmbials Working

Clinical trials * 3Rs principles Efficacy Working Party
EMA role ‘medicines with particular focus on the [

EMA actions on 3Rs in 2016-17 Environmental Risk reduce and refine).
Assessment Working Party

Compassionate use

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

The 3Rs stand for:

Compliance

e + replacing the use of animals with non
+ reducing the number of animals used|
Quality Working Party + refining pracices to minimise the strd
reguiatory purposes

. N N Pharmacovigilance
The European Medicines Agency (EMA) supports the implementation of the so-called 3Rs Working pa,'{y For more information on how the European Medicines Agency (EMA) and its Joint 3Rs Working Group:
principles - replace, reduce and refine - for the ethical use of animals in medicine testing support the implementation of the 3Rs principles in the European Union, see:
across the European Union (EU). These principles encourage alternatives to the use of Sy W ) (i) « Ethical use of animals in medicine testing.

animals in the testing of medicines while safeguarding scientific quality and improving
animal welfare where the use of animals cannot be avoided.

Data on medicines (IS0
MP standards) This content applies to human and veterinary medicines

Innovation in medicines

Scientific Advice Working
Party

Medicines for older people Mandate, rules of procedure and work programme

Directive 2010/63/EU {2 requires marketing authorisation holders to integrate the 3Rs and welfare [PAGHEGUIAUC LA or more information on the Jaint 3Rs Warking Group'sresponsibilites and composition, see
standards for the treatment of animals in all aspects of the development, manufacture and testing of

Orphan designation

* [ Mandate
medicines Working Group on Quality  [B Work plan
Review of Documents -

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

NEW

https://www.ema.europa.eu/en/human-regulatory/research- Start of CHMP/CVMP Joint 3Rs
development/ethical-use-animals-medicine-testing Working Party — Q3/4 2022

Pharmacovigilance research with non-animal methods.
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Driving the Regulatory Science and EU Network Strategy
together with all stakeholders
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EMA Regulatory Science to 2025

Strategic reflection

European medicines agencies
network strategy to 2025

Protecting public health at a time of rapid change




EMA Regulatory Science strategy 2025
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Driving collaborative evidence generation - improving the scientific quality of evaluations

Core recommendations Underlying actions

EMA Regulatory Science to 2025

Leverage non-clinical » Stimulate developers to use novel pre-clinical models where appropriate,
models and 3Rs including those adhering to the 3Rs:
principles

» Cooperate with other EU agencies/bodies to fund research and (access
to) standardised repositories for alternative methods and models;

= Development of clear guidance to encourage and prioritise the use of
New Approach Methodologies (NAMs) that can be used to fulfil testing
requirements in lieu of traditional animal tests and that take the 3Rs Reinforce and further
into serious consideration; embed application of

the 3Rs principles
» Re-focus the role of the Joint 3Rs working group (J3R WG) to support
qualification of new alternative 3R-compliant methods/models including in
silico and novel in vitro assays;

v Implement/develop IT tools to exploit the added value of SEND for the

re-analyses of non-clinical studies to support clinical trials, marketing
authorisation and improved evidence generation.

. Refocus the role of the Joint 3Rs WG to
support qualification of new alternative
3Rs methods.

https://www.ema.europa.eu/en/about-us/how-we-work/regulatory-
science-strategy#regulatory-science-strategy-to-2025-section

3

C
core recommendation dedicated to
leverage and qualification of 3Rs
methods
EMA wants to see more 3R methods
to raise awareness and start
discussing with developers

Apply the highest possible 3Rs standards when implementing the
Veterinary Medicines Regulation (EU) 2019/6 as well as other legislative
documents/guidelines to stimulate developers to use novel approaches
adhering to 3Rs standards;

Strengthen cooperation between all stakeholders and international
partners:

» Cooperate with other EU agencies/bodies to fund research and (access
to) standardised repositories for alternative methods and models;

Promote in silico methodeology (e.g. modelling), novel in vitro assays
and systematic reviews to reduce animal use, particularly in toxicology/
epidemiology and batch control:

= Re-focus the role of the Joint 3Rs working group (J3R WG) to support
qualification of new alternative 3R-compliant method/maodels including
in silico and nowvel in vitro assays;

» Development of clear guidance to encourage and prioritise the
use of NAMs that can be used to fulfil testing reguirements in
lieu of traditional animal tests and that take the 3Rs into serious
consideration;

Promote regulatory acceptance and training.



Innovation Task Force (ITF)

Multidisciplinary
platform

for preparatory dialogue
and orientation on

innovative methods,

technologies and
medicines
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Support innovative drug
development

Early informal dialogue with
opinion leaders on

e Scientific, legal and regulatory
issues

e Products, methodologies and
technologies

Free of charge

Contact:
itfsecretariat@ema.europa.eu for human medicines
itfvet@ema.europa.eu for veterinary medicines

Brainstorming “style” on innovation
in areas without existing guidance

First step to engage is submit
completed



https://www.ema.europa.eu/en/human-regulatory/research-development/innovation-medicines#applying-for-a-briefing-meeting-section
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Number of ITF BMs in 2021 (and before)

14
12 2017 2018 2019 2020 2021
10
Number of
3 meetings 26 23 26 30 38
Number of
6 EMA
participants 166 129 167 189 251
4
Number of
2 NCA
participants 115 106 118 248 347
0 Number of
Large Academia EU funded Other Stakeholder
Enterprise consortium participants 148 126 165 286 347



ITF and 3Rs (NEW) .
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ITF is now also focusing on the regulatory acceptance of so-called new approach
methodologies (NAMs) to replace the use of animals in the testing of medicines, in line with
the 3Rs principles

- e.g., in silico modelling & novel in vitro assays (e.g. MPS/00Cs, Organoids)

Innovators
meet
regulators
Objectives:
 To increase the number of ITF meetings focused on NAMs }l . .

« To increase awareness and fill in the gap between EMA and developers

bt

« To accelerate the integration of NAMs in the regulatory framework for the
development and evaluation of medicines
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Number of ITF BM requests related to 3Rs (2020 - 2022)

il

New approach methodology
New approach methodology
New approach methodology
New approach methodology

New approach methodology

Organ-on-a-chip / organoid

Organ-on-a-chip

Organ-on-a-chip / 2D and 3D culture models
Animal-free antibody production/testing

Alternative transgenic animal model for the evaluation of EDs

3R-related questions:
Validity of in vitro methods for toxicity studies?
Are animal studies mandatory?

3R-related question:
Validity of in vitro and ex vivo methods for toxicity studies
Which read out is considered relevant for such assay?

3R-related question:
Validity of in vitro methods for efficacy studies

Antisense oligonucleotide therapy for very rare mutations

Consortium for CAR-T Cell Therapies

Peptidomimetics technology



What do we want to discuss in the 3Rs ITF meetings?
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> Need of a specific guidance for
method developers on qualification
Develop endpoint-specific
performance standards incl. list of
reference compounds (positive &
negative controls)
> Follow-up procedures to support
regulatory acceptance (e.g. SA,
QA, safe harbour)

O Test methodology (protocol, endpoints)

QO Context of use (including limitations).

O Relevance within a particular context of use
QO Gold standards used per endpoint

Q Applicability of biomarkers

FUROPEAN MEDICINES AGENCY

Guideline on the
principles of

First EMA workshop
on non-animal

EUROPEAN MEDICINES AGENCY
SCIENC \EDICINES HEALT

lopment Support Division

regulatory

acceptance of 3Rs

testing approaches

approaches in
support of medicinal
product development

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




Q & A session @)
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O What are the main areas of interest to industry with regards to the regulatory
acceptance of 3Rs?

O Is industry interested in presenting methods through ITF, either alone or as
consortium? What are the perceived hurdles?

O Is there an interest to further interact to foster regulatory acceptance of
Microphysiological systems (MPS)/Organ-on-chips (OoC)?
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Special thank to:
Blanquie Oriane (ITF Office) and Falk Enmann (ITF Office)

Any guestions?

Official address Domenico Scarlattilaan 6 e 1083 HS Amsterdam e The Netherlands
Send us a question Go to www.ema.europa.eu/contact
Telephone +31 (0)88 781 6000

Follow us on % @EMA_News
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