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Analysis of effectiveness of NCL1, a highly selective lysine-specific demethylase 1
inhibitor, for prostate cancer
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We investigated therapeutic potential of a novel histone lysine demethylase 1
(LSD1) inhibitor, NCL1, in prostate cancer. Prostate cancer cells, LNCaP, PC3 and PCail were treated with
NCL1, and LSD1 expression and cell viability were assessed. Prostate cancer cells showed strong LSD1
expression, and cell viability was decreased by NCL1. NCL1 also induced G1 cell cycle arrest and
apoptosis. In addition, autophagosomes and autolysosomes were induced by NCL1 treatment in LNCaP.
Furthermore, LC3-11 expression was significantly increased by NCL1 and chloroquine. In mice injected
subcutaneously with PCail and intraperitoneally with NCL1, tumor volume was reduced with no adverse
effects in NCL1-treated mice. Finally, LSD1 expression in human cancer specimens was significantly higher
than that in normal prostate glands. NCL1 effectively suppressed prostate cancer growth without adverse
events. We suggest that NCL1 1s a potential therapeutic agent for hormone-resistant prostate cancer.
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