iny’

IMI — Creating A New Base For
Partnership

Innomed- A Practical Example

Lars Sundstrom CSO
Capsant Technologies



Innomed is a demonstration project: i’i’)
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16 Companies — 14 Universities — 8 SMEs from across EU
18 M€ including European Commission funding

PredTox AddNeuromed
New approaches to measure earlier Better and earlier diagnosis of
potential medicine side effects onset of Alzheimer’s disease
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Alzheimer’s

* High human cost
e Cause Is unknown

» Established risk factors

— APOe4, head injury,
hypertension

e Pathology markers
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Today dementia is the 5™ cause of disability
4 N

Leading causes ofDALY in Europe
1.Ischemic Heart Disease 10.1%
2.Stroke 6.8%
3.Unipolar depressivedisorder 6.0%
4.Alcohol use disorder 3.4%
5.Dementia 3.0%
6.Self-inflicted injuries 2.6%
7.Road traffic accidents 2.5%

S (Including Trauma) %EBC D

European Brain Council

But will rise substantially in the next decades with an ageing population
Already the highest socioeconomic cost among brain disorders (and increasing!)




Why we need biomarkers

e Currently only limited
efficacy symptomatic
treatments

e Clear need (and
opportunity) for disease
modifying therapies

e About 5 % of men and

women ages 65 to 74
have AD, early half of
those age 85 and older
may have the disease.

The number of people
with Alzheimer’s has
more than doubled since
1980.

By 2050 the number of
individuals with
Alzheimer’s could
Increase by 2-3 fold



Why we need biomarkers

pathology
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Addneuromed consortium
e rps: inegratea projectacanewome || 0| ] | S

e Pharma

AstraZeneca
Lilly

GSK

Roche

SME

Capsant

Pharmidex

Proteome Sciences
Hunter Fleming/Newron
BioWisdom

Cerebricon

Universities
University of Kuopio
Universita degli Studi di
Perugia

Aristotle University of
Thessaloniki

Roskilde University

Kungl Tekniska Hogskolan
Karolinska Institutet

King's College, London
CHU Toulouse

University of Southhampton

Looking for new Biomarkers for Alzheimer’s Disease



Biomarker discovery

Samples

x

Pre-clinical models Validation




Organotypic cultures

Transgenic mice

Inbred mice

Drosophila




Sensitivity

CFH test characteristiCs (n>500)

ROC Curve
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Phase Il : Correlation with neuroimaging

Sample sets

— ART/InnoMed UK cohort

~100 baseline and one year MRl and MRS
— InnoMed Euro cohort

~300 baseline, 3 months and 12 months MRI

Studies

1. ‘known spots’ correlation with ART/InnoMed cohort
2. De novo 2DGE correlation with ART/InnoMed cohort
3. Validation with InnoMed Euro cohort



Outline of study

Baseline 3 Months 6 Months 9 Months 12 Mo nths
I I I I |

Cases

(n =220) LN LN ] ] ]
Controls

(n =220) N N i
MCI

(n=220) N N i

| | = Administer Clinical Assessments & Obtain samples

l = Perform neuroimaging on sub-sample (n = 100) from each group




Phase Il : Correlation with neuroimaging



Progress so far on Ph Il

December 2007

Subjects Subjects
recruited scanned
Alzheimer’s Disease 247 136
Mild Cognitive Impairment 242 129
Normal controls 208 119
Total 697 384

Clinical and imaging Workpackage: Simon Lovestone (London), Hilkka Soininen (Kuopio),
Patrizia Mecocci (Perugia), Bruno Vellas (Toulouse), Magda Tsolaki (Thessaloniki), lwona
K oszewska (Lodz), Christian Spenger (Karolinska)



Phase Ill : Markers of progression

* Markers predictive of progression
— Compare slow versus fast decliners
— Compare convertors to non-convertors
— Markers for treatment response

« Markers that track progression
— Compare baseline to follow-up

« Alternative proteomics
— Isobaric tagging
— Six plex pooling study underway
— ~50-100 proteins quantitated simultaneously



Next steps

e Current and future developments
— Further expansion of cohort and biobank
— Patient groups integration (Alzheimer Europe)
— New SMEs and Pharma
— EMEA experience
— Addition of genomics
— Move towards surrogacy
— Public access to data



Progress 2008

« Highlights  What Came out of it.
— Established biomarker « Academic groups
discovery and qualification — New knowledge on AD
patient cohort — Increased company interaction

— Cross European BioBank e SMESs
and automated image

_ — New IP, Biomarker- chips
analysis database

— Validation of Preclinical

— Harmonisation with ADNI — Models

US biomarker initiative — Surrogate markers for trials
— Discovered plasma « Pharma

biomarker candidates for _ Patient Cohort

qualification — Standardised data collection
— Validation of pre clinical — New tools

models

— New collaborators (organised)



From a biotech perspective

 Resources e Commercial

— Large integrated — Investment into SME
BioBank R&D

— Unique network of — New IP
expertise « Proteomics

— Cooperation between * Lipidomics
academia, SME, — New interaction
Pharma between SMEs

— Mobilisation of — New Interactions with
Pharma’s internal Pharma.

resources



From my perspective

e + Pluses

— Europe wide access to best
academic centres

— Ability to engage big
Pharma in discussion

— Cooperation with other
SMEs

— New IP, + Validation of
exisiting IP
— Positive experience

e - Minuses

Difficult to communicate
across such a large
network

Needed Professional
Management from day 1

Transparency of IMI
process

Need to maintain
consortium requires
additional resources

We didn’t think big enough!



A new basis for partnership ?

FP7-JTI Europe

_SME Citizens Academia
Biotech

Pharma

sIncreased traction between academia, and Pharma and SMEs
sIncreased coordination across Europe

*New instruments for Pharma to achieve its goals

New medicines for European citizens!



Thank You.

Innomed Project

Lars Sundstrom Southampton University/Capsant Technologies
Simon Lovestone Kings College, Institute of Psychiatry, London
Paul Francis, Wolfson Centre for Age Related Diseases, King College, London
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