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Content

e Advanced therapy medicinal products (ATMPs): what are they? why are they so
different from other medicines?

e Why is there a special legislation for ATMPs? The European regulatory framework

e Support to ATMP developers — EMA support to innovation.
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Gene therapy medicinal products
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ATMPs are ...

e Medicinal products based on cells or genes

Complexity of Advanced Therapies

e Very different from medicines based on
chemical entities or biological /
biotechnological origin

Paracetamol

e But same requirement for testing /
controlling each batch

e Impact on cost of manufacture of the ATMPs

e Very small batch size (autologous CBMP:
batch size = 1)
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ATMPs and the EU legal framework — Lex specialis

10.12.2007 Official Journal of the European Union L 324/121

REGULATION (EC) No 1394f2[}0? OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 13 November 2007

on advanced therapy medicinal products and amending Directive 2001/83EC
and Regulation (EC) No 726/2004

(Text with EEA relevance)
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Some highlights of the ATMP Regulation (1397/2007)

e ATMPs
- Definitions
- ATMPs are medicinal products
- ATMPs are authorised in the EU via the centralised procedure
e Principles of existing legislation on medicines apply to advanced therapies:
- marketing authorisation
- demonstration of Quality, Safety & Efficacy
- GMP, GCP (adapted to ATMPs)
— post-authorisation vigilance and RMP
e Sets up a specialist Committee, the Committee for Advanced Therapies (CAT)
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Committee for Advanced Therapies
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Tasks of the Committee for

Advanced Therapies (CAT)

e

o

Interaction with
stakeholders

Publications,

Guidelines
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Marketing Authorisation of ATMPs

e Centralised MA: one license valid in entire EU

e 210-day procedure

e Review by CAT
Pre- ﬁ> Primary [{> CLOCK
e Final opinion adopted submission evaluation STOP
by CHMP
Secondary Opinion ema committee) / DeCISION (Eur. cCommission)
evaluation
Post authorisation
L@H - Activities >
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Incentives in the ATMP Regulation

e Scientific Advice:

* Questions on Quality, Non-clinical and Clinical development + Post-marketing studies
« Aim: provide scientific certainty to ATMP developers
- 90% fee reduction for SMEs, 65% for others

e Scientific recommendation on advanced therapy classification

e ‘Is the product I am developing an ATMP?

e SMEs: Certification of quality and non-clinical data

e ‘Is my product development so far on track for a future Marketing Authorisation
Application?’
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ATMP classification: what is it?

e Simple procedure, incentive included in the ATMP Regulation

e 60 day procedure (often shorter), no fee

e To provide regulatory certainty to the ATMP developers:

e ‘Am I developing an ATMP?’ (what legislation do I have to consult)
e ‘What guidelines are applicable to my product?’

e For early developments (no expectation that the product is already in non-clinical or
clinical development)
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Classification procedure for ATMPs

o All cI_assification outcomes are Finalised classifications
published (summary)

http://www.ema.europa.eu/docs/en GB/ e 6P

document library/Reqgulatory and proce \

dural guideline/2012/04/WC500126681.
pdf
e Up to end April 2018:

— 298 procedures finalised

— 307 procedures submitted

1
B GTMP
HCTMP
TEP
HATMP

W Not ATMP

(Status Dec 2017)
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http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2012/04/WC500126681.pdf
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ATMP Certification procedure

Incentive: early-late

For SMEs only

Scientific certainty

- 'Is my product development so far on track for a future Marketing Authorisation
Application?’

CAT will perform a scientific evaluation of
« (early) quality / development data
« (early) non-clinical data
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ATMP Certification procedure
e 90 day procedure

e The applicant will always received the evaluation report and List of issue for future
consideration

« If positive evaluation: Certificate by EMA

e 10 Certification procedures finalised
- 1 withdrawn because ‘too early’ (Q-certification)
— In recent cases: pre-assessment of Q/NC data, shortly before MAA.
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ATMPs in Europe (May 2018) )
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over 500 clinical trials using ATMPs in EU

- , 298 ATMP classifications

293 scientific advice requests

20 MAAs reviewed /
Under review

‘ /\| 10 ATMPs approved

6
5 1 Suspended ATMPs
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EMA support to innovation

O Support to all developers

e Scientific guidelines
e Scientific advice
e EU Innovation network and ITF meetings
e SME
O Specific incentives for ATMP developers

e ATMP classification
e ATMP certification
O Early access mechanism

e Conditional MA and Accelerated Assessment
e PRIME

20 ERN workshop 29-5-2018
D EEEEERERERERREB



Guidelines for gene

and

CINES AGENCY

EUROPEAN ME

cell-based medicinal products

EMA Guidelines on cell therapy products

Potency testing of cell-
based immunotherapy
MPs for treatment of
cancer (2007)

Guideline on cell-based

medicinal products (2008)

Guideline on MPs

Question & Answer on

requirements for

minimally manipulated
ATMPs (2017)

Guideline on the quality, non-clinical
and clinical requirements for
investigational ATMPS in preparation

containing
genetically
Reflection modified cells
paper on stem- (under revision)
Reflection paper on Gu\g:\\ne cell based MPs
Chondrocyte containing Xenogeneic (2010)
MPs for cartilage repair CBMPs. Guideline on Safety &
(2009) (2009) Efficacy Follow-up

— Risk Management
of ATMPs
(under revision)

Visit the EMA website: www.ema.europa

P Human regulatory # Research and development b Scientific guidelines F Multidisciplinary

http://www.ema.europa.eu/ema/index.jsp?curl=
pages/reqgulation/general/general content 0004
05.ijsp&mid=WC0b01ac058002958a

>

EMA Guidelines on
gene therapy
products

Scientific Requlrements

for the ERA of GTMPs
2008

Non-Clinical testing for Inadvertent
Germline transmission of Gene
Transfer Vectors 2007

administered with gene

Follow-up of patients

therapy medicinal
products 2010

Scientific and Regulatory
considerations on gene editing
technologies In preparation

‘Quality, preclinical and clinical aspects of gene
therapy medicinal products

2018

Quality, non-clinical and

Quality, non-clinical and clinical
issues relating specifically to
recombinant adeno-associated viral

vectors 2010

clinical aspects of
medicinal products
containing genetically
modified cells in revision

Design medifications of
gene therapy medicinal
products during
development 2012

Non-clinical studies required
before first clinical use of gene
therapy medicinal products 2008

Development and t ’

Manufacture of
Lentiviral Vectors 2005

Management of clinical risks
deriving from insertional
mutagenesis 2013

http://www.ema.europa.eu/ema/index.jsp?curl=
—> pages/requlation/general/general content 0004
10.jsp&mid=WC0b01ac058002958d
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http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000405.jsp&mid=WC0b01ac058002958a
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http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000410.jsp&mid=WC0b01ac058002958d
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000410.jsp&mid=WC0b01ac058002958d
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000410.jsp&mid=WC0b01ac058002958d
http://www.ema.europa/
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Early support

» EMA’s Innovation Task Force
e Discussion platform for early dialogue with applicants (SMEs, academia, researchers)

e ITF Briefing meetings with EMA staff, with involvement of members of
Committees/Working Parties

e Discussion of regulatory and scientific issues

» EU Innovation Network
e Regulatory support to medicines innovation and early development of new medicines

e Collaborative effort of EMA and EU national competent authorities
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Scientific Advice (more to come)

Incentive: early — late / scientific certainty
e Open to all applicants
» Fee reduction for SMEs
» Fee reduction for ATMP developers (non-SMESs)
» Protocol assistance (reduced fee) for Orphan medicinal products

e Scientific advice is given from the SAWP of the CHMP in collaboration with the
CAT (+ other committees & working parties)

e Simple, fast procedure: 40 or 70 days (if face to face meeting with the
Applicant)

e Possibility for parallel SA with FDA / parallel SA with HTA
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Scientific Advice for ATMPs
e 293 SA procedures started (April 2018) — CAT routinely involved in all SA for ATMPs

e Increase in SA’s for ATMPs over period 2012 - 2017

e Majority of SA nowadays for GTMP (76% in 2017)
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Scientific Advice (SA)
requests until
end of 2017
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The first 12 months
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PRIME medicines
{by therapeutic area)
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requests processed

(between April 2016 and April 2017)
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redicines as early as possible.
ission’s priorities a
regulatory networ

o help them live healthier lives.

EOR PATIENTS
© PRIME is driven by patients’ needs.
© It focuses on medicines that address

their disease.
© It helps to translase research in
the developrment of rmedicines iile
5 redpulatny raqurements.
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Paving the way for promising
medicines for patients

Why PRIME is needed

only unsatisfactory theray

The European Medicines Agency (EMA) developed PRIME in line vith the European
Commi:

rategy to 2020 for the European medicines
and development

of medicines

for patients whose diseases cannot be treated or who need better treatment option:

Benefits of PRIME

FOR MEDICINE DEVELOPERS

© PRIME helps developers of promising
new medicines to optimise
Gevelopment plans.

© It fosters early dialogue with EMA to
facilitate robust data collection and
high quality marketing authorisation
applications.

© It speeds up evaluation so that
medicines can reach patients earlier

© It encourages developers to focus
resources on medicines likely to make
a real difference o patients’ lives.

PRIME aims to bring
promising innovative
medicines to patients
faster by optimising and
supporting medicine
development:

Prefiminary data must be
available showing the potential
to address this need and bring
2 major therapeusc advantage

patients.

EMA will provide early and
ppors to optmise
= of eligible
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Oncology

6 Meurology
Haematology-haemostaseclogy

Infectious diseases

Cardiovascular diseases

114 Immunalogy-rheumatology-transplantation
Gastroenterology-Hepatology

Vaccines

Pneumnoclogy-allergology

Dermatology

®Granted Denied Qut of scope™

Endocrinology-Gynaecology-Fertility-Metabolism
Ophthalmology

Psychiatry

Other

Diagnostic

By type of applicant Musculo-skeletal system

SME m 62

Academic 3

Neonatology-paediatric intensive care
Uro-nephrology
Cto-rhino-laryngology

m Granted Denied

review. These are not included in the breakdown by type of applicant or by therapeutic area.

Cumulative overview of recommendations on PRIME eligibility requests adopted by 14 December 2017

By therapeutic area

40
B 13

I
~

1
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o

-

sl bl -1 - )
=

* This indicates eligibility reguests received but not started by EMA as they were deemed outside the scope of the scheme or with a format and content inadeguate to support their
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Out of the 34 PRIME
granted, 14 were for
ATMPs (41%):

- 13 are GTMPs, 1
CTMP
- 8 Oncology, 4
Haematology, 1
Transplantation, 1
Neurology
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European
Commission

European Commission-DG Health and Food Safety
and European Medicines Agency
Action Plan on ATMPs

The term “advanced therapy medicinal products” ("ATMPs”) is used to designate gene
therapies, somatic cell therapies and tissue engineered products.

In the EU, these products are governed by Regulation 1394/2007 on advanced therapy
medicinal products ("ATMP Regulation”). The cornerstone of the Regulation is that a
marketing authorisation must be obtained prior to the marketing of ATMPs. The
evaluation of these products is led by a specialised committee within the European

http://www.ema.europa.eu/docs/en GB/document library/Other/2017/10/WC500237029.pdf
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Action plan on ATMPs - background

« Multi-stakeholder workshop at EMA on 27 May 2016 to explore solutions to identified
challenges to ATMP development and patient access

- Stakeholders from Academia, Industry (SME and Big Pharma), Pharmacists, treating
physicians, patient representatives, consortia, incubators, investors, Health technology
assessment (HTA) bodies, EU Regulators and EC

« Action plan is a direct response to the identified solutions

« proposal for actions by EMA in close collaboration with National Competent Authorities
and the European Commission

« Priority: actions according to feed-back received from stakeholders and actions that can be
started in 2017

« Actions that would require changes in the legal framework of ATMPs are not included
« Additional suggestions and proposals can be re-visited in the future, and included to the
plan, as required
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Take home messages

- EMA'’s key principles: based on a regulatory network, 5@

collective decision making, transparency, supporting innovation.

« The centralised procedure: one application leading to one marketing a
in all EU member states and the EEA, one invented name & one (>
common product information (available in all languages). Compulsory for ATMPs.

+ A clear regulatory framework for ATMP: Gene therapy, cell therapy and tissue
engineered products approved

« Early access tools and strong support for ATMPs: scientific advice, PRIME, ATMP
certification/classification, accelerated assessment, conditional marketing authorisation,
marketing authorisation under exceptional circumstances.

« Engaging with EMA: pipeline meetings, innovation task force, SME office, pre-

submission meetings. Early engagement encouraged for ATMPs.
30 ERN workshop 29-5-2018
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Thank you for your attention

Any questions?

Further information

Patrick.celis@ema.europa.eu

European Medicines Agency
30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555
Send a question via our website www.ema.europa.eu/contact

Follow us on % @EMA_News





