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Novel potent and selective mTOR/PI3K inhibitors that inhibit tumor growth in animal models
through efficient and sustained shut down of the PI3K/Akt signaling pathway
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Introduction:

The PI3K signaling pathway is crucial to many aspects of cell growth and
survival via its regulation of widely divergent physiological processes that
include cell cycle progression, differentiation, transcription, translation
and apoptosis. Dysregulation, either through amplification of PI3K,

In vitro Profile:

Kinase activity: Potent inhibition of mTOR and or PI3Ka, no significant
activity against kinases outside PIKK family

Cellular activity:

Biomarker Modulation in vivo:

In vivo evaluation: Single dose PK/PD experiment in PC3 tumor bearing mice
(n=3/time point) at 150 mg/kg
* Inhibition of both mTOR complexes in tumor tissue achieved

SB2015 Efficacy Study:

¢ Comparison of SB2015 with BEZ-235, once oral daily dosing in PC3 prostate

carcinoma model (n=7/group)
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