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25 European organisations unite their efforts towards a better prediction of
toxic effects of new drug candidates

Madrid, February 25%, 2009 - The Innovative Medicines Initiative (IMI) has granted
funds for the next 5 years a consortium consisting of |3 European pharmaceutical
companies and |2 academic groups and SMEs to develop information technologies-based
solutions for improved toxicity prediction of new drug candidates

Drug development necessitates running in vivo toxicological studies for the assessment of
potential undesirable side effects. Toxicities may often limit the use of medicines, and
sometimes prevent molecules from being developed into drugs. Early selection of
chemicals with a low probability of being toxic will improve the whole process, taking less
time and resources, including the use of animals. Hence, early in silico prediction of in
vivo toxicological results would increase the efficiency of the drug development process
and reduce the number of animals to be used in preclinical studies.

The eTOX project aims to develop innovative methodological strategies and novel
software tools to better predict the toxicological profiles of new molecular entities in
early stages of the drug development pipeline. This is planned to be achieved by sharing
and jointly exploiting legacy reports of toxicological studies from participating
pharmaceutical companies. The project will coordinate the efforts of specialists from
industry and academia in the wide scope of disciplines that are required for a more
reliable modelling of the complex relationships existing between molecular and in vitro
information and the in vivo toxicity outcomes of drugs. The proposed strategy includes a
synergetic integration of innovative approaches in the following areas:

¢ Data sharing of previously inaccessible high quality data from toxicity legacy reports
of the pharmaceutical companies.

e Database building and management, including procedures and tools for protecting
sensitive data.

e Ontology and text mining techniques, for the purpose of facilitating knowledge
extraction from legacy preclinical reports and biomedical literature.

e Chemistry and structure-based approaches for the molecular description of the
studied compounds, as well as of their interactions with the anti-targets responsible
for the secondary pharmacological effects.

e Prediction of DMPK (Drug Metabolism and Pharmacokinetics) features since they
are often related to the toxicological events.
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e Systems biology approaches in order to cope with the complex biological
mechanisms which govern in vivo toxicological events.

e Computational genomics and sophisticated statistical analysis tools required to
derive multivariate QSAR models.

e Development and validation (according to the OECD principles) of QSARs,
integrative models, expert systems and meta-tools.

The CNIO will coordinate and contribute to the efforts of the ETOX project in relation
to information extraction and ontology organization, which are critical for the
development of the project.

The eTOX project will be carried out by a Consortium comprising of 25 organisations
(I3 pharmaceutical companies, 7 academic groups and 5 SMEs) with complementary
expertises. The total budget of the project is |13 million Euros over five years.

eTOX is funded by the Innovative Medicines Initiative (IMI), which is a unique Public-
Private Partnership (PPP) between the pharmaceutical industry represented by the
European Federation of Pharmaceutical Industries and Associations (EFPIA) and the
European Union represented by the European Commission.

For more information, please contact:

Dr. Frangois Pognan (Project Coordinator). Email: francois.pognan@novartis.com
Dr. Ferran Sanz (Academic Coordinator). Email: fsanz@imim.es

Dr. Thomas Steger-Hartmann (Deputy Industrial Coordinator). Email: thomas.steger-
hartmann@bayerhealthcare.com

Mr. Carlos Diaz (Project Manager). Email: cmdiaz@imim.es

Ms. Eva Molero (Press and Media). Email: emolero@imim.es

Coming soon: Www.etoxproject.eu
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List of partners:

e Novartis Pharma AG — Project Coordinator

¢ Fundacio IMIM

e Fundacion Centro Nacional de Investigaciones Oncoldgicas Carlos llI
e European Molecular Biology Laboratory

e Liverpool John Moores University

e Technical University of Denmark

e Universitat Wien

e Vrije Universiteit, Vereniging voor christelijk hoger onderwijs, wetenschappelijk
onderzoek en patiéntenzorg.

Inte:Ligand GmbH

Lhasa Limited

Molecular Networks GmbH

Chemotargets SL

¢ Lead Molecular Design S.L.

e AstraZeneca AB

e Bayer Schering Pharma AG

e Boehringer Ingelheim International GmbH

e Laboratorios del Dr Esteve, S.A.

¢ GlaxoSmithKline Research and Development LTD
e Janssen Pharmaceuticals NV

e H. Lundbeck A/S

e Pfizer Limited

e F. Hofmann-La Roche AG

e UCB Pharma SA

¢ Sanofi-Aventis

e Servier



