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Drug discovery research for clinical application of PCA-1 inhibitors
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We previously developed a novel PCA-1 inhibitor, named HUHSO15. We examine
anti-cancer effects of HUHSO15 in combination with known anti-cancer drugs in our continuous
studies. In this study, hormone-independent prostate cancers and malignant mesothelioma were used.

We found synagistic effects of HUHS015 in vitro in combination with Docetaxel and Cisplatin, which
were often clinically used for hormone-independent prostate cancers treatment. We also found that
combinational treatment of HUHSO15 with Cisplatin, Irinotecan, Doxorubicin, Vinorelbine and
Gemcitabine in malignant mesothelioma synergistically inhibited growth of malignant mesothelioma
cells in vitro. Furthermore, additive effects of HUHS015 comibinatorial uses with Docetaxel in vivo

were demonstrated, that is, administration of 1 and 2.5 mg/kg of Docetaxel with 32 mg/kg of HUHS015
were more potent than that of only Docetaxel administrations.
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Docetaxel 0.9nM 08 1,2nM
Picalutamide >32 M 10, 20, 30 uM
Cisplatin 14 M 0.1,0.2,0.3, 1 uM
Mitoxantrone 2.8nM 1.2,3,4,10 nM
Prednisolone >32 M 10, 20, 30 uM
HUHS015 2.3puM 1.2,3,4uM
Docetaxel 1.6 nM 0.8,1,2nM
Ifosfamide >30 uM 0.032,0.1,1 mM
Estramustine 5.7 uM 2,3,4,5,10uM
Tegafur/Uracil >30 uM 0.032,0.1,1mM
Dacarbazine 250 uM 0.032,0.1,0.32, 1 mM
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