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Action mechanism elucidation of DNT, anti-prostatecancer agent from natural
products
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Endocrine therapy (androgen ablation) is the main treatment for advanced
prostate cancer. Despite an initial efficacy of androgen deprivation therapy, prostate cancer progress
within a few Kears from andro?en—dependent to castration- resistant (CRPC) disease in most of the
patients. Although AR still plays an essential role in CRPC, AR inhibitor is only an antagonist.

We hypothesized that a new type AR inhibitor could serve as a unique therapeutic agent for prostate
cancer. To identify a new type AR inhibitor, we screened cultured broths of microorganisms and found that
small molecule compound N-deoxynortryptoquivaline (DNT), a novel inhibitor of AR function, showed potent
inhibition against androgen-dependent proliferation of LNCaP prostate cancer cells. DNT showed
si%?ificant inhibition of AR nuclear translocation and against androgen-dependent proliferation of LNCaP
cells.
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Compound Chemical name R, R, Koo
ytotoxicity_Ant-and

Ta1 Tryptoquivaline F H H H >33.3 >33.3
TQ2 (unknown) 33.3 33.3
T3 H CHy H >33.3 >33.3
TQ4 H CHy  H >33.3 >33.3  (19-epimer)
Tas Tryptoquivaline G H CHy, OH 83 85
TQ6  N-deoxynortryptoquivaline (ONT) ¢ | H H 20 0.02
a7 N-deoxytyptoquivaline CH, H 10 0.02
TQ8 De-O-acetyl-4-epitryptoquivaline X ’ CH, OH 32 48

TQ9 Tryptoquivaline F H  OH 0.8 38

TQto 19-Epitryptoquivaline F ) H  OH 0.8 4.0 (19-epimer)

** Anti-androgen” is the ICy, values for inhibition of androgen-dependent LNCaP cell growth (5 days treatment).
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