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Insulin

Aspirin
180 Daltons 5 700 Daltons

»

Monoclonal antibody
150 000 Daltons

Coagulation Factor VI
280 000 Daltons
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Advanced therapies and their challenges

~ Gene therapy
medicinal products

I | | b o - |
www.heartandmetabolism.org Nat Biotechnol 2005, 23(7) http://www.chte.group.shef.ac.uk/
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Complexity of Advanced Therapies
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Complexity of signalling

Overlap and location of positive and negative modulators of NFk-B signalling
identified in a cell-based screen within the T-cell receptor signaling pathway
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Halsey et al, Genome Biology 2007

7 Christian Schneider



EUROPEAN MEDICINES AGENCY.

Challenges with cell-based products

Cells are complex systems

= Cells are dependent on their (micro-)
environment

e Cells are reactive to their environment
e Cell cultures can become heterogeneous

e Cells might de-differentiate
(e.g. during longer cell culture)

e Cells might migrate (,,biodistribution®)
e Cells are fragile and (sometimes) mortal
=> Regulatory consequences:

v Need for adequate characterization
v but also necessity to accept limitations
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The ATMP Regulation

Committee for Advanced Therapies

‘/New Scientific Arena
4 Expertise
‘/Beyond Traditional
‘/Research

» Lack of funds and costly investments

» Market (specific and small)
» Regulatory barriers

Christian Schneider
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Committee for Advanced Therapies

Why a work programme?

EMA iIs a key player in the successful
Implementation of ATMP legislation

» A shared vision to address challenges of ATMPs
» Being empowered to take decisions means
taking responsibilities and learn balance
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Committee for Advanced Therapies

Why a work programme?

» Understand the environment

» Provide adequate tools to overcome barriers to
translation

» Guidelines In line with scientific progress

Is it the product that has to stretch to the guideline
or is it the guideline that has to be realistic for the product?
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10.12.2007 Official Journal of the European Union L 324121

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

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

(Text with EEA relevance)

Article 29

Transitional period

1. Advanced therapy medicinal products, other than tissue
engineered products, which were legally on the Community mar-
ket in accordance with national or Community legislation on
30 December 2008, shall comply with this Regulation no later
than 30 December 2011.

2. Tissue engineered products which were legally on the Com-
munity market in accordance with national or Community legis-
lation on 30 December 2008 shall comply with this Regulation
no later than 30 December 2012.

3. By way of derogation from Article 3(1) of Regulation (EC)
No 297[95, no fee shall be payable to the Agency in respect of
applications submitted for the authorisation of the advanced
therapy medicinal products mentioned in paragraphs 1 and 2 of
this Article.
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,,INn God we trust, the rest bring data!*“

W. Edwards Deming

13 Christian Schneider

Pioneer in Quality Philosophy, W. Edwards Deming is widely held to
have been one of the leaders who helped create the Total Quality
Movement. Deming’s 14 points and his book “Out of the Crisis” are
key documents in the development of Quality Systems for Business
management. Dr. Deming is best known for his revolution in the
quality and economic productions in Japan where from 1950 onward
he taught top management and engineers, methods for
management of quality. These teachings dramatically altered the
economy of Japan. In recognition of his contributions the Union of
Japanese Science and Engineering (JUSE) instituted the annual
Deming prizes for achievement in quality and dependability of
product.
http:/iwww.resourcesystemsconsulting.com/blog/reference/glossary
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Efficacy data
(Marketing # Efficacy!)
(»Experience” # Proof of efficacy!)

Which data can be used?

How to deal with claims like
,NO reports on serious adverse events so far, so
a very well tolerated and safe product®?
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Objective 1

» To successfully respond to implementation of the provisions of
Article 29 of Regulation (EC)1394/2007: assessment of
products legally on the EU market

Know the number and kind of products legally on EU market

Reflect on the criteria for MAA assessment

Proactive dialogue with potential applicants and MSs

Report on the experience to EC and MSs in 2010-2011

15 Christian Schneider
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Objective 2

» To facilitate development of ATMP and access to registration
procedure

B) Strengthen dialogue with stakeholders:

eDraft a structured work programme tailor-made for the specific needs of
different parties (industry, SMEs, Academia, research groups, patients’ groups).

eIncrease the list of CAT Interested Parties

eEngage in dialogue with charity foundations and trusts concerning products
they are developing .

e0Organise a joint conference on ATMPs involving EMA/CAT, EFPIA, EBE,
EUROPABIO, Learned Societies to share clinical, scientific and regulatory expertise
in the field for the benefit of all stakeholders

16 Christian Schneider
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Objective 3

» Promote the use of available regulatory procedures and
introduce potential improvements

Provide regular tutorial training/workshop for all
stakeholders (including assessors, inspectors)

Developing an European training and education platform for
SMEs and Academia

Dedicated assistance for ATMP certification submissions

17 Christian Schneider
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A
Objective 4
» To explore possibilities offered by the regulatory procedures

to the ATMP field (by improving existing procedures and
reflecting on alternative procedures)

Fast track evaluation?

Extend incentives for SMEs to academia, hospitals, trusts and
small research groups?

Because the science is evolving fast, on regular basis to screen
system to identify potential changes required
(and then engage in dialogue with the European Commission)

Appropriate use of follow-up efficacy system

18 Christian Schneider
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Objective 5

» Foster innovation

Dialogue with EC DG Research

Promote allocation of funds
for ATMP research

Reinforce contact with
leaders of EU projects on
ATMP

19 Christian Schneider
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Objective 6

» Promote access and availability to ATMP for EU patients

Cooperation with CTFG

Dialogue with NCA on ‘hospital exemption’

Encourage development of ATMPs for unmet medical needs
without alternative treatments.

20 Christian Schneider
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The CAT as an open-minded scientific
player

PERSPECTIVES
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Holistic view:
Step back and look at the entire picture

Francis Bacon Francis Bacon
Self portrait Portrait
(1971) (1979)
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...and closing with thanks

Yes, we are up to speed to address the challenges of Advanced
therapies medicinal products — the EMA has created an
iInnovative environment!
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