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@ Clinical Trial Situation Worldwide

Germany is number 2 worldwide on the basis of number of sites in clinical trials,
number 3 in number of trials (FDA database)

source: clinicaltrials.gov, 30th Nov 2009




@ Clinical Trial Situation Europe

Number of registered clinical trials by country

30th November 2009, clinicaltrials.gov




@ Clinical Trial Situation Worldwide

Number of pivotal clinical trials by country submitted in MAA
to EMEA during 2005-2008
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source: EMEA/INS/GCP/58632/2009

Germany is number 2 worldwide on the basis of number of pivotal clinical trials,
submitted to EMEA




@ Clinical Trial Situation Germany

Submissions to Competent Authorities in Germany
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source: www.pei.de, www.bfarm.de, 25th Nov 2009




@ Clinical Trial Situation Germany

Submissions to ECs in Germany
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Numbers are calculated based on the total number of submissions to leading and local ECs

source: www.ak-med-ethik-komm.de




Clinical Trial Application in Germany
Detailed timelines (CAs and EC) for the approval




@ Clinical Trial Application in Germany

Approval Process in Germany
Key regulated timelines according to German drug law (AMG)

—

EC can demand additional information 1x
14 (clock stop), but overall 60 days for EC
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Timelines relevant for the majority of multi-centre trials.




Clinical Trial Application in Germany
Ethics Committees




@ Clinical Trial Application in Germany

Applicants’ Perspective on ECs in Germany

“The overall situation regarding the application process at the ECs is seen
as reliable, scientifically sound and in support of the assurance of a high
scientific quality.”




@ Clinical Trial Application in Germany

Competent Authorities in Germany
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@ Clinical Trial Application in Germany

Most common substantive objections of the CAs
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Clinical Trial Application in Germany

Applicants’ Perspective on CAs in Germany
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“The overall situation regarding the application process at the CAs is seen
as reliable, adequate in its focus on regulatory aspects and in support of
the assurance of a high scientific quality”




On opportunity costs in clinical development




@ Clinical Trial Conditions

Cost per Patient (Phase lll) - an International Comparison
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source: Deutscher Bundestag, Drucksache 16/14146, based on Charles River Associates, 2004




Recruitment: Speed and quantity
(A. Hajos, own 2002-2004 data)
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(2 Geographic spread — but focus on =

Germany 20+

Track Record

. Covered by EA
Austria, Belgium, Czech Republic, France, Germany, Ca. 60% of all trial subjects
India, Italy, Netherlands, Poland, Russia, Slovakia, are recruited in Germany
Switzerland, UK, Ukraine, USA

Covered through Co-operations

Australia, Brazil, Bulgaria, Denmark, Hungary, Ireland,
Israel, Japan, Korea, Malaysia, Portugal, Romania,
Singapore, Spain, Sweden, Taiwan, Thailand




@ Clinical Trial Requests — A Geography for Innovative Products

PEI - Requests 2008

source: www.pei.de, 26th Nov 2009




CTs in Germany: Why do Phase 1 there ?

®

Regulatory bodi

* Assessment a and BfArM by highly specialize expérf’s includes
consideration of EMEA and FDA requirements
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A track record of innovative clinical trials - cases
National Case Studies from Ecron Acunova experience

Product Tumor specific monoclonal antibody SpineSupport
(ceramic bone
material substitute)

Indication Advanced Gastroesophageal Cancer Osteoporotic
Vertebral Fractures

Phase b, FIM Medical device

Study MTD, safety and tolerability, Safety profile, pain

| objectives pharmacokinetics profile, immunogenicity | relief, QoL

Competent Paul Ehrlich Institut State Regulator

Authority Kassel

Investigational
Sites

4 university hospitals

6 sites, 2 of them
university units

Recruitment

15 patients

41 patients

EA Services

Project management, EC and CA
Submission, Monitoring, Data
Management, Evaluation, Reporting

EC and CA
Submission, co-
monitoring
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Germany - a Competitive Location for Clinical
Research

» Clinical trial conduct in Germany facilitates product development for
European market and international recognition

» Established collaboration and bilateral recognition of expertise between
Israel and Germany
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@ Thank you for your attention 20+

YEARS

antal.hajos@ecronacunova.com

Ecron Acunova GmbH
Hahnstrasse 70
D-60528

Frankfurt

Germany

+49 69 6680300

Lake Constance & city view of Constance, birthplace of Ecron




