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Some compounds which were superior to HUHSO15, a seed compound were found in
inhibition of PCA-1 activity and DU145 cell proliferation. Then, we investigated metabolism of the
compounds by S9 mix, and oral absorption. Next, the compounds of 10, 32 mg/kg were subcutaneously
administered to mice xenograft model, and supressed the growth of tumor with statistical
significance. Furthermore, oral treatment combined with Docetaxel 2.5 mg/kg s.c. once/week
first-choice drug for hormone independent prostate cancer, were more effective than Docetaxel
alone.
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ICsp (M) inhibition (%) reaction with in serum
S9 mixture (pg/ml)
R! R2 R3 At | uM At 10 pM
1 (HUHSO015) CHj; CH; CH2Ph 07 35 54 42% 0.08
7a Cl CH;  CH,Ph 45 24 36 81% 0.15
b CF;  CHy CH,Ph 59 34 47 2% 0.02
7c 4-CH3-Ph- CH3; CH,Ph 120 78 61 64% NDb
7d CH; CH, Ph 97 NT¢ 32 74% 245
Te CH; CH; COOH >10 (37% at 10 mM) -20 -11 87% 022
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ar1,1-carbonyldiimidazole. NDb: Not detected. NTc: Not tested.
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