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Traditional drug discovery
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High-throughput screening
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Chemical Screening
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Traditional drug discovery
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The need to go beyond traditional drug discovery
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The need to go beyond traditional drug discovery
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The need to go beyond traditional drug discovery

Receptor List
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Pharmacological Profiling
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Chemogenomic Profiling

3,000,000 x 3,000
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Necessary drug discovery

Targets

Compounds
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Annotated chemical libraries: womsaT
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Chemo and Target spaces covered by WOMBAT

A total of 163134 unique molecules annotated to 681 targets:

d Enzymes: 410

A G protein-coupled receptors: 157
d Ion Channels: 49

A Nuclear receptors: 26

d Transporters: 20

A Cytokines: 11

d Integrins: 8

How can one visualize, classify, and navigate on this Chemo-Target Space?
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GAUDI a modern architacture for intagrative drug discovery
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I GAUDI s modern architacturs for integrative drug discovery mEEl
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GAUDI a modern zrchitacture for integrative drug discovery me e
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- > 1 - The cross-pharmacology of thrombin ligands
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o & I 3339 molecules left in ChemoSpace
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HOF Molecules: 3339 Targets: 41 Annotations: unknow




Biologically-relevant descriptors: sHED (I)

Shannon Entropy Descriptors (SHED)
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Biologically-relevant molecular descriptors
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Ligand-based approach to in silico pharmacology

Targets (Ligand-based Description)

Molecules

A Closest distance to target descriptors
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Validation example

J Chem Inf Model 2006; 46: 2725-2736

chemogenomicslab



Target ID case #1: Drug profiling (767 drugs x 684 targets)

R oEC  cEC oEC kIIEC oIEC pIIEC oIIEC a(l;R p(ISR 0(|3R IIC IIN NIR ](_Z

chemogenomicslab Comb Chem High Through Screen (in press)



Target ID case #1: Drug profiling (767 drugs x 684 targets)

ORIGINAL ARTICLE

Dopamine Agonists and the Risk
of Cardiac-Valve Regurgitation

René Schade, M.D., Frank Andersohn, M.D., Samy Suissa, Ph.D
Wilhelm Haverkamp, M.D., Ph.D., and Edeltraut Garbe, M.D., Ph.D

ABSTRACT

BACKGROUMND
Case reports and echocardiographic studies sugpest thar the ervor-derived dopa-

mine avonists pervolide and cabervoline, used in the treatment of Parkinson's dis-
ease and the restless legs syndrome, may increase the risk of cardrac-valve regur-

UItAtLOn.
cnemogenom|CSIab
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Target ID case #1: Drug profiling (767 drugs x 681 targets)
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Target ID case #2: Targeted chemical biology

86 GPCR targets

490 molecules
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Target ID case #2: Targeted chemical biology

86 GPCR targets

Al A2a A2b A3

490 molecules
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Target ID case #2: Targeted chemical biology
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