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Inhibition of the molecular chaperone heat shock protein (HSP) 90 could
provide a multifaceted approach to target castration resistant prostate cancer (CRPC) by degrading
full-length AR (AR-FL) as well as various oncoproteins. Yet HSP90 inhibition has been shown to be
ineffective in degrading AR variants (AR-Vs), suggesting that the stability and function of AR-Vs
depend on other molecular chaperones. We tested whether inhibition of heat shock factor 1 (HSF1),
the master transcription factor regulating all HSPs, could show antitumor activity by degrading
AR-Vs.

Functional knockdown of HSF1 resulted in degradation of both AR-FL and AR-Vs. Among the small
molecule library, HSF1 inhibitor triptolide was found to effectively inhibit both AR-FL and AR-Vs at
nM concentrations. Triptolide, alone or combined with HSP90 inhibitor STA-9090 showed synergistic

antitumor activity on xenograft model of AR-Vs expressing prostate cancer cells.
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