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Development of a multi-targeted castration-resistant prostate cancer drug for
clinical application
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To improve the treatment of castration-resistant prostate cancer (CRPC), we
developed potent and specific inhibitors of AKR1C3, a novel target of prostate cancer. We also
succeeded in X-ray crystallographic analysis of the enzyme-coenzyme-inhibitor tertiary complex and
clarified the binding mode the inhibitors with AKR1C3. In addition, the AKR1C3 inhibitors exhibited
potentiating effects on the anticancer activity of the existing CRPC agents and overcoming effects
against the resistance, suggesting that the novel AKR1C3 inihibitors may be an effective novel
adjuvant drugs for overcoming the resistance in CRPC agents-resistant prostate cancer.
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