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Roles of super-enhancers in patient-derived prostate cancer cells and
xenografts.
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Androgen receptor (AR) targeted therapies are useful for prostate cancer
patients. AR signaling inhibitors are effective, however, tumors often evade this treatment and
transform to AR-negative prostate cancer. We previously reported that AR signaling is enhanced by a
collaborative transcription factor OCT1. Here, we performed chromatin immunoprecipitation sequencing

in patient-derived castration-resistant AR-negative prostate cancer models to identify genes
regulated by OCT1 combining with superenhancer analysis. A group of genes associated with neural
precursor cell proliferation was significantly enriched, and we focused on neural gene PFN2. PFN2 is
highly expressed in human AR-negative prostate cancer tissues. Knockdown of PFN2 by siRNAs
significantly inhibited migration of AR-negative prostate cancer cells, as well as tumor growth in
vivo. We identified an OCT1-target gene in AR-negative prostate cancer using patient-derived models,
superenhancer and clinicopathologial analyses.
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