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Elucidation of epigenome-mediated mechanism for growth supression in
castration-resistant prostate cancer
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Targeting androgen receptor (AR) is one of the effective approaches for
treatment of prostate cancers. Histone deacetylase (HDAC) alters the epigenetic status of
tumor-associated genes, including those for miRNAs, and affects the behavior of cancers. We examined

the molecular effects of a HDAC inhibitor, OBP-801, on prostate cancers. Treatment with OBP-801
efficiently supﬁressed cell growth of prostate cancer lines, together with AR downregulation,
regardless of their hormone sensitivity. Among the upregulated miRNAs after OBP-801 treatment in the
cell lines, miR-320a, was the most closely associated with AR expression. An miR-320a mimic
suppressed AR protein expression together with growth suppression. Our data demonstrated that
0BP-801 effectively suppressed AR activity via upregulation of miR-320a, which resulted in tumor
cell growth suppression of prostate cancers. OBP-801 may be a promising AR-targeting reagent in
AR-positive prostate cancer regardless of androgen dependency.
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