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(1) Drug discovery paradigms
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= Biological e Lead — -
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screening studies

Gene (Target) based drug discovery (4 /LBIZEECDINTELL)

High failure rate

Genomics -
Target Preclinical
(Target P | Based | w30 oy | L€Q | oy (g inical
Identification . hit Optimization tudi
& validation) screening studies
Gene to Target Target to Lead Lead to Drug
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(E2) Drug discovery paradigms in next generation
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|]|:||::> in this method is most relevant for drug development.
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Required methods for drug discovery in next generation (GRHEDEIEE)
B Endpoint driven target screening (TURFELADSOIERIER)

True . Surrogate Sug_og_ate Drug
endpoint endpoint 10 targets
marker
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Serine/ threonine and tyrosine protein kinases
G-protein coupled receptors
Cation channels

Serine proteases

Protein phosphatases

Zn peptidases

Cytochrome P450 enzymes
Nuclear hormone receptors
Carboxylases
Dehydrogenases/ reductases
Phosphodiesterases

Histone deacetylases

~ 3,051 (Human)
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Definition of “druggable” would be revisited.

“Druggable” ® HEDD

Chemically modified siRNA (cm-siRNA) as drug.

1b%‘-ﬁ§ﬁfﬁé\ht—.siRNAb‘5t5l§$

Stand
ADME

ardization of ADME TOX
TOXDIEHE(L

Promote efficient]
drug discovery. —

RIEOMEL

Druggable targets

Expand Protein coding mRNAs

miRNAs
ncRNAs

}

Real genome wide Stem cell
LOF screening __ Technologies.
using cm-siRNA Standardization

In vitro/ in vivo

Systemic understanding of
gene expression and diseases

of assay
System.
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