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Background

= The EMA is collecting important information on
the recruitment of CT subjects (all diseases)

— Inthe EU / EEA |/ EFTA, there was a decrease from
37.0%* in 2005 to 31.2% in 2011 (huge impact HTA)

— Within this region, the contribution of the 15 countries
that were members of the EU before May 2004 plus
Norway, Iceland and Liechtenstein fell from 32.1% to
19.4% over the observation period

— The contribution of the countries that became
Member States of the EU in 2004 and 2007 increased
from 4.7% in 200510 11.7% Iin 2011.

*: % of subjects recruited in the EU/EEA/EFTA countries s
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Background

= The DITA task force reviews the EMA
report every time it is published

= |n 2009, the DITA asked the EMA to
perform the same analysis with CTs for
orphan drugs

= This data was entered in 2009

= And Is therefore available for all trials
submitted 2010 onwards
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- , Source of data

= Thank you to:

— Ana Rodriguez Sanchez & Miguel Rodriguez

— Clinical and Non-Clinical Compliance and Inspection
section, EMA

= Period

— In 2010 and 2011, the EMA received 225 applications with
CT reviewed by the section
— out of them 42 were for Orphan products

— Of the 54 pivotal clinical trials used in these 42
applications, only 13 pivotal studies did not have any
patients in the EU/EEA/EFTA area.
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Total subjects iIn RD: 16216

By world regions

W EU/EEA/EFTA

i Other Europe

u Russia

® Near East/Mediterranea
M Asia/Pacific

M Africa sub-saharian

M South & Latin America
u Northern America
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Number of subjects in EU / EEA/

EFTA countries

EU/EEA/EFTA

France 1002
Germany 872
ltaly | 793
Netherlands 535
Poland 441
Czech Republic 424
Spain 412
Sweden | 324
United Kingdom 322
Hungary 291
Belgium 245
Austria 223
Ireland | 117
Denmark 82
Portugal 81
Latvia 72
Norway 60
Greece 59
Slovakia 58
Switzerland 42
Romania 20
Lithuania 17
Estonia 12
Finland |8 4 -
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». Number of subjects in EU / EEA/

9 EFTA countries

per million pop

Sweden 60,0

Czech Republic
Latvia
Netherlands
Hungary
Austria
Ireland
Belgium
France
Denmark
Italy
Norway
Poland
Slovakia 10,7
Germany 10,7
Estonia 9,0
Spain 8,9
Portugal 7,7
Lithuania 5,7
Switzerland 5,3
Greece 5,2
United Kingdom 51
Romania 0,9
Finland 0,7
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Number of CTs in EU / EEA/
EFTA countries (41 trials in this region)

France
Germany
United Kingdom
Italy

Spain
Poland
Belgium
Netherlands
Sweden
Czech Republic
Austria
Greece
Denmark
Ireland
Switzerland
Slovakia
Hungary
Portugal
Finland
Romania
Norway
Latvia
Lithuania
Estonia

EU/EEA/EFTA

30
29
28

12
10
9
8
7
6
5
5
5
3
3
2
2
2
1
1
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Numbers of patients by trial

Hungary
Czech Republic
Latvia
Netherlands
Italy

France
Germany
Norway
Poland
Sweden
Portugal
Austria
Ireland
Spain
Lithuania
Belgium
Estonia
Denmark
Slovakia
United Kingdom
Romania
Switzerland
Greece
Finland

Patients/CT

58
42
36
36
34
33
30
30
28
27
27
25
20
19
17
15
12
12
12
12

10

-
&
EURORDIS

Rare Diseases Europe



Distribution in the EU

Within EU
®EU 15 (ante 2004) wnew MS

For all CTs, the distribution is 65% (EU 15) versus 35%.
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Russia

Ukraine

Serbia

Geogia

Belarus

Brazil
Peru
Argentina
Mexico
Chile

Colombia

27

South & Latin America

12

20

74

60

Other Europe

73

157

Israel 00

Turkey -56
Lebanon -29

Egypt ’12

191

United States

Canada

d

Northern America

» o
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Number of subjects in RofW

Australia
India

Japan
China
Philippines
Korea, South
New Zealand
Chinese Taipei
Thailand
Indonesia
Pakistan
Singapore
Malaysia

Hong Kong

Asia/Pacific

816

Africa sub-saharian
South Africa 175
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-». A Comments

* The % of patients in CT for orphan drugs applications are
more or less in line with the historical % for all pivotal CT
submitted to the Agency.

* For countries outside EU/EEA/EFTA, USA, Canada, Japan
and Australia
— These group represents 13,051 subjects (80.48%)

— The other countries with a significant number of subjects are India,
China and Israel.

» Please note that numbers are very low and in a small

period of time, a large CT will make the % to change
considerably.
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