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*. .T Molecular Medicine

Translating science into better healthcare

The best of two worlds

CTMM — leading edge research in molecular
medicine by public-private partnerships




Molecular Medicine

Molecular imaging and
Molecular diagnostics

will transform clinical
practices and improve
patient outcomes

through earlier detection,
and personalized treatment



Early detection of disease

From symptomatic to preventive medicine



The Netherlands pursues an integrated three pillar
‘Build — Bundle — Benefit’ strategy in health related

life sciences

Build Bundle Benefit

100%

Parelsnoer: biobanks
Life Science & Health

Capitalizing on knowledge
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CTMM, TIPharma and BMM
offer an integrated approach for innovations in
the Dutch health care sector

TIPharma: drugs

CTMM: diagnosis ¢ Translational research on novel
pharmaceutical therapies

e Early detection of disease by in- Bi K
vitro and in-vivo diagnostics lomarkers e Target finding, animal models and

lead selection
« Stratification of patients for

personalized treatment » Validation of biomarkers and bio-
sensoring
e Assessing efficiency and efficacy
of medicines by imaging /\ e Drug formulation, delivery and
. : Image guided targeting
* Image guided delivery of drug delivery
medication e Special Theme focusing on the
efficiency of the process of drug
e Focus on cancer, cardiovascular, . development
neurodegenerative and infectious Imaging er
/autoimmune disease. regenerative Drug
medicine delivery
BMM: devices

e Smart drug delivery systems

» Innovations in contemporary organ replacement
therapies

» Passive and active scaffolds, including cell
signalling functions



Ambition of CTMM

Medicine

Technology

« Become a leading European scientific
technological and clinical institute, within the area of
Molecular Medicine

* By bringing together excellent partners from public
and private organizations in multidisciplinary
projects, with a clear translational drive

« By concentration and focusing, e.g.
— at the University Medical Centers for clinical research,
— at technology centers for medical technology research



Public-Private Partnerships: Financial Model
Subsidy: 50% of research cost
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Scope of the CTMM Research program

: : Molecular Diagnostics
Diagnostic

Innovation

Molecular Imaging

Stratification of Patients

Therapy
Selection

Imaging-guided and
Activated Therapeutics

Preferred project. combination of technological brakthroughs and
translation into the clinic!



CTMM Focus
Technology Platforms



Three Calls for Proposals

 First Call launched September 2007

Total budget available 150 M Euro, for 5 years, Projects started
fall 2008

 Second Call launched in October 2008, total budget available 100
M Euro, for 5 years,

Projects started 2009

e Joint Call (TI Pharma/BMM): Imaging guided and targeted drug
delivery, launched September 2009. Budget 14.5 M euro 20009.
Projects will start 2010
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CTMM Partners: Academic & Large Industry
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11.
12.
13.
14.
15.
16.
17.
18.

Academic
Academisch Medisch Centrum Amsterdam (AMC)

Akademisch Ziekenhuis Leiden h.o.d.n. Leids
Universitair Medisch Centrum (LUMC)

Erasmus University Medical Center Rotterdam
(EMC)

Universitair Medisch Centrum Groningen (UMCG)
Universitair Medisch Centrum Utrecht (UMCU)
Interuniversitair Cardiologisch Instituut (ICIN)
Maastricht University (MUMC)

Medical Centre Nederlands Kanker Instituut (NKI)
Stichting Katholieke Universiteit (Radboud
Nijmegen)

Technische Universiteit Delft

Technische Universiteit Eindhoven (TU/e)
Technische Universiteit Twente

The University Court of the University of Edinburgh
TNO Kwaliteit van Leven

Universiteit Leiden (LU)

Universiteit Utrecht(UU)

VU Medisch Centrum

University of Glasgow
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Industry (large)
Abbott Laboratories Netherlands BV
Astellas Pharma Europe BV
Atos Origin
Beckman Coulter Nederland BV
Biofocus DPI BV
Bristol - Meyers Squibb BV
Danone Research
DSM Biomedical Materials BV
DSM Research BV
Esaote Europe BV
FEI Company BV

Medtronic Bakken Research Center BV

Organon / Schering Plough

Orbus Neich Medical BV

Philips Electronics Nederland BV
Stichting Sanquin Bloedvoorziening
ThermoFisher Scientific BV

Wyeth Pharmaceuticals BV



CTMM partners: SME (< 250 FTE)
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Antibodies for Research Applications BV
(ARA)

Ablynx NV

ACS Biomarker BV

Agendia BV

Arthrogen BV

BAC

BG-Medicine NV

Biomade Technology Foundation
BioOrion Technologies BV
Biqualys BV

BV Cyclotron Vrije Universiteit
Cavadis BV

Check-Points Health BV
Crosslinks BV

Da Vinci Europe Laboratory Solutions BV
DEAM BV

DiagnOptics Technologies BV
Dionex Benelux BV

Euro Diagnostica AB
Fabpulous

Flexgen BV

Future Diagnostics

GenMab BV

24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.
44,
45,
46.
47.

Hans Mak Instituut

Hycult Biotech BV

Imaging Rheumatology BV
Immunomedics, Inc
inteRNA Technologies BV
IQ Therapeutics

Kreatech Biotechnology BV
Lead Pharma Holding BV
Luminostix BV

Medipark BV

Microbiome BV

Microscan BV

Milabs BV

ModiQuest BV

MRC Holland

Mubio BV

NIPED

NovioGendix

Novirun BV

O2View BV

Oncomethylome Sciences BV

Oroboros Instruments GmbH
PamGene International BV
Pep Tx Inc.

48.
49.
50.
51.
52.
53.
54.
55.
56.
57.
58.
59.
60.
61.
62.

Percuros

Pie Medical Imaging BV
Preselect Diagnostics BV i.o.
Roche Nederland BV
Service XS

Skyline Diagnostics
Spinnovation Analytical BV
Ssens BV

SyMo-Chem BV

Synapse BV

Topic

UCB Pharma BV
U-Protein Express BV
Virtual Proteins

Visual Sonics Inc.



Conclusions CTMM

 From bench to bedside:
Active participation of industry and university hospitals ensures
effective commercialization and clinical application of the results
e Public-Private Partnerships:

Precompetitive research
Regulated IP generation

 Personalized Medicine, new focus on:

— Prevention
— Companion diagnostics
— Combining therapeutics with diagnostics: theragnostics



PhD/postdoc vacancies

e Multi-disciplinary positions available

molecular biology,
biotechnology
proteomics,
metabolomics
electrophysiology
functional analysis
Imaging techniques
health economics



Career perspectives

Working within large consortia: network
Get a taste of academia and industry
From Bench to Bed-side

Working in healthcare

Unigue Training & Education options
* Intellectual property & patents,
e Business & entrepreneurial skills
 Translational medicine.



Contact detalls

« Visit our BCF-event booth, #39, ground floor

e Website www.ctmm.nl
For vacancies: click the ‘Jobs’ button

 Open applications:
mail to recruitment@ctmm.nl

e Questions? Please contact info@ctmm.nl or +31 40 800 23 00







J.W.J. BIILSMA

RHEUMATOLOGY & CLINICAL IMMUNOLOGY
UNIVERSITY MEDICAL CENTER UTRECHT
THE NETHERLANDS



A COOPERATIVE EFFORT OF 6 UNIVERSITY
MEDICAL CENTERS IN THE NETHERLANDS AND
18 SMALL AND MEDIUM SIZED INDUSTRIES TO

DEVELOP TOOLS FOR EARLY DIAGNOSIS,
EARLY PROGNOSIS AND PREDICTION OF
THERAPEUTIC RESPONSE

IN PATIENTS WITH RA

Pl HANS BIJLSMA, CO-PI'S COR VERWEIJ AND FLORIS LAF EBER
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3 COHORTS OF RA-PATIENTS

VERA
ERA
ESRA

IMPROVING DIAGNOSIS, PROGNOSIS AND
TREATMENT



e 13 WORKPACKAGES

3 ON IMAGING

2 ON GENETICS

5 ON MICRO-ARRAYS
2 ON MTA

1 ONICT



VACATURES PER 1 MEI 2010

9 AlIOS
1 TECHNICIAN
1I1T-ER



Advantages of PET:

* Visualisation of pathophysiological processes
* Imaging at molecular level

» Specific targeting of sites of interest in synovial tissue by
development of PET tracers that bind to local receptors

« Quantification of PET tracer uptake in tissue



Potential applications of PET for RA imaging:
1. Early detection of disease activity

2. Sensitive monitoring of therapy and prediction of theraoeutic

efficacy
VUMC /
Cyclotron

3. Detection of cartilage destruction /degradation

UMCN /
Novirun



e Partl:

Development of macrophage PET-CT markers for (VUMC /
Cyclotron):

Early disease detection
Therapy monitoring

e Part 2:

Development of cartilage markers for cartilage destruction and
degradation (UMCN / Novirun)



Integration of:
* Unique patient cohorts & groups
« Candidates genes/pathways vs. and whole genome

* Unique technologies






Criteria for a genetic marker

1.
2.

Association with clinical phenotype

Information additive to that of the
available parameters

Information influences clinical decision
making

Benefits of typing outweigh investment













WP 5: Genomic biomarkers to predict development of RA (VERA
and ERA) and therapy responsiveness (ESRA)

2 posities op het VUmc

WP 8: Protein Surface Plasmon Resonance chip technology to
predict development of RA )VERA and ERA’

1 positie op het VUmc



WP 6: Multiplex Immuno Assay a cytoomics approach of the
development of diagnostic and prognostic biomarkers and longterm
risk assessment in patients with RA

1 positie op het UMCU

WP 11: Medical Technology Assessment

2 posities 1 op het UMCU, 1 op het EMC



Nadere info
Stand 39
Begane vioer






