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ADIT Is one of three large collaborative

research projects in  Alzheimer disease funded
by the Eur opéranmwdkni on oS
Programme 6 (FP6)

Nature Medicine (2006) 12, 774-775

Design of small molecule therapeutics for the treatment of
Alzheimer Disease based on the discovery of
Innovative drug Targets

www.aditproject.orq
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http://www.aditproject.org/

ADIT History

;883 ADIT project proposal was submitted in November

The Iintegrated project ADIT was approved by the EC
panel of  experts on May®6, 2004. It ranked the number
1 project in its category.

Negotiation discussions were started on June 1, 2004
In Brussels.

Project  contract (LSHB- CT- 2005- 511977) was  signed by
the EC on May 26, 2005.

Project  officially started on June 1, 2005.

The funding is 7.5 Mio Euro over a 5 years period.
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http://www.vumc.com/

Alzheimer Disease (AD)

Alzheimer disease is the most common
neurodegenerative disorder

- Early forms (familial, <65 years of age, ca. 3 -5% of the total) and late

forms (sporadic, >65 years of age, ca. 95% of the total)

- Relatively high incidence (ca. 2% of the population: Germany 2.08%,
UK 2.01%, Italy 2.37%; 15 -20% of over 80s); fatal disease

- High social and economic impact (ca. 4 million patients in the US;

ca. $25,000 per patient per year inthe USA)

- High emotional impact ( 2-3 million relatives and friends care for AD

patients in the US)

- Large market (ca. 25 million patients worldwide); market value was

more than 1.4 billion $ in the USA in 2001

- No disease -modifying (curative) therapy and no accurate early

Auguste D.

diagnosis available, thus:  high_unmet medical need m—
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http://www.alzheimersnotes.com/wp-content/uploads/2007/11/history_alzheimers.jpg

AD: Clinical Symptoms

Memory impairment and one or more of the following:
- Language disturbances
- Movement disturbances
- Object recognition deficits
- Impairment of judgement

Psychiatric symptoms
- Wandering
- Shouting
- Depression
- Psychosis
- Violence

Six self-portraits by artist William
Utermohlen chronicle his experience with
Alzheimer's disease.
© Copyright of Telegraph Group Limited 2005
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AD: Current Therapeutic Treatments

All current treatments are symptomatic in nature with little/no
disease modification

Cognitive deficits

Cholinesterase inhibitors (e.g. Tacrine, Donepezil, Rivastigmine,
Galantamine)

Cholinergic precursors (e.g. choline, lecithin)

Inflammation e .

NSAIDs (e.g. COX-1 and COX-2 inhibitors) E . ) E E
Psychiatric symptoms @& ~ i)
Antipsychotics, anxiolytics -
Neurodegeneration o

NMDA antagonists (e.g. Memantine)

Cholesterol lowering drugs (e.g. statins) é;é% ADIT
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Brain Cross-Sections
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ADIT. Capitalizing onthe A bHypothesis

A Abnormal A b production/accumulation/clearance is at the
basis ofAD

A Patho-mechanism of A neurotoxicity is not clear

Imbalancein calcium homeostasis
Caspase activation

Interference with trophic support
Cell cycleactivation

Induction of inflammatory response
Oxidative stress

(G- G- - - G -

Investigation of Ab-mediated neurotoxicity mechanisms:

- Increasing diseaseainderstanding of AD

- Identification of innovative drug targets

- Identification of drugs acting on them for therapy

—
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Neurons

Experimental Model System:

Rat Cortical

—

Functional
neurons

Neuronal
dysfunction
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