Discovery of CDK4/6 bifunctional degraders for ER+/HER2- and triple negative breast cancer
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CDK4/6 bifunctional degraders potently degrade CDK4/6 in a

BACKGROUND

CDK4/6 bifunctional degraders potently inhibit cell proliferation /in vitroin HR+/HER2- BC cells, CDK4/6i resistant cells and TNBC

Cereblon-dependent manner
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METHODS

o PRODEGY platform Was utilized to develop 3 series Of Cereblon Degradation of CDK4 and CDK6 at 6 hours of treatment in MCF7 and T47D cells

CDK4/6 bifunctional degraders induce tumor regression in MCF7 xenograft model

(CRBN) mediated CDK4/6 bifunctional degraders including BTX- MCF7
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BTX-9341 and BTX-BD-04 exhibit dose-dependent target degradation of CDK4 and CDKé which correlates with a dose-dependent decrease in
phosphorylated RB relative to total RB that is rapid and sustained.

BTX-92341 and BTX-BD-04 exhibit dose-dependent tumor growth inhibition, with tumor regression at 100mpk QD and 25mpk BID for BTX-
9341 and 30mpk QD for BTX-BD04

« BTX-9341 and BTX-BD02-BD04 are potent, CRBN dependent
degraders of CDK4 and CDKé in multiple breast cancer cell lines.
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intracranial model. BTX-BD04 had greater tumor growth inhibition
than abemaciclib and this led to higher survival.

CDK4/6 bifunctional degraders inhibit RB phosphorylation after 24 hours of treatment. Data generated by in cell western for total
RB and phosphorylated RB (pSer807/811) taken as a ratio and normalized to DMSO treated control.
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