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Fly Identification, Validation of Caprelsa
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Epigenetic Regulation: Sin3a Opposes Transformation
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Fly Approach to Novel Kinase Inhibitors

Combined flies, in vitro data to ‘predict’ better drugs

% survive to pupa % survive to adult
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Fly Approach to Novel Kinase Inhibitors

Combined flies, in vitro data to ‘predict’ better drugs

Genetic modifier screen
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Fly Approach to Novel Kinase Inhibitors

Combined flies, in vitro data to ‘predict’ better drugs

in vitro kinase assays
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Fly Approach to Novel Kinase Inhibitors

Combined flies, in vitro data to ‘predict’ better drugs

in vitro kinase assays
comparing inhibitors
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AD1, AD1B show activity in mammalian MEN2 models
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AD1, AD1B show activity in mammalian MEN2 models
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Multigenic adult models

four-hit

colorectal
model

Bangi, in revision
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Multigenic adult models
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Multigenic adult models

four-hit rasv1? RS2 paFYA pigaRiAl apeRial
LY294002 (PI3K)
colorectal Wortmannin(PI3K)
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hyperproliferation Dasatinib  (Src/Abl)
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multilayering Rapamycin (mTor)
EMT BEZ235 (PI3K+mTor)

Enzastaurin (PKCR)
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distant migration Bortezomib (proteosome)
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Summary

complex drugs
* whole animal screening
e target ID: epigenetics
» chemical genetics — polypharmacology

complex models
» 4-hit colorectal models
* drug sensitivity: 4 # 1




) " Susumu
' Tirtha!

b L Hirab="  Justin
,Das“ ) :aaShi Graves

: Julia
Jianbo
Na Cordero

Thanks to:

National Institutes of Health
*ModEncode*

American Cancer Society



