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SPOP is the most frequently mutated gene in prostate cancer patients (10-15
%), and regulates ubiquitination and degradation of substrate proteins. More than 30 substrate
proteins, represented by AR and ERG, have been identified.We detected ETV1, which forms a fusion
gene with TMPRSS2 as in ERG, as a candidate substrate protein by alpha screen analysis. However, no
evidence was obtained that ETV1 is a substrate protein of SPOP. On the other hand, we found that
SPOP promotes prostate cancer progression by inducing genomic instability through TOP2A.
Furthermore, we found that TOP inhibitors and PARP inhibitors may be effective for patients with
SPOP-mutant prostate cancer.
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