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Mechanism of Androgen Synthesis Activation in Castration-Resistant Prostate
Cancer
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In prostate cancer C4-2 cells, HSD3B1, an androgen synthase, was found to be
induced by antiandrogenic agents and suppression of androgen receptor expression. Furthermore,
HSD3B1 expression was upregulated in darolutamide-resistant cells, suggesting that HSD3B1 is
involved in darolutamide resistance, since suppression of HSD3B1 enhanced sensitivity to
darolutamide. In addition, the expression regulator of HSD3B1, NR5A2 (LRH-1), regulates HSD3B1l
expression, and inhibition of NR5A2 suppresses HSD3B1 expression and enhances susceptibility to

darolutamide.
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Matsumoto T, Inokuchi J, Eto M. NR5A2/HSD3B1 pathway promotes cellular resistance to
second-generation antiandrogen darolutamide. Drug Resist Updat. 2023;70:100990.
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