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Molecular action mechanisms of chemical compounds that induce non-proteasomal
degradation of beta-catenin

Nishiya, Naoyuki
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Abnormal activation of the Wnt/beta-catenin pathway observed in malignant tumors
has been an attractive target pathway for anticancer therapeutics. In the present study, we studied
action mechanism of IMU14 derivatives that we identified as inhibitors of Wnt/beta-catenin pathway. We
hypothesized that IMU compounds switch proteasomal beta-catenin degradation to lysosomal proteoyisis, and
verified the hypothesis. In addition to in vitro studies, antitumor activity of an IMU compound was
analyzed in a dextran sulfate-induced colorectal tumor model in APCMin/+ mice.
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