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Targeting MUC1 improve the docetaxel resistance and increase the sensitivity for
ferroptosis in castration resistant prostate cancer

HASEGAWA, Masanori
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The protein expression levels of Mucin 1 (MUC1) and andro?en receptor were
higher in C4-2AT6 as comparing with C4-2 or LNCap. In previous report, C4-2AT6 cells shows the
resistance to docetaxel (DTX) through the activation of PI3K/AKT pathway. In this study, the
PI3K/AKT pathway was activated in C4-2AT6, and knockdown of MUCL using SiRNA impaired p-AKT
expression. The DTX sensitivity was recovered in C4-2AT6 by silencing MUCL.
The glutathione peroxidase 4 (GPX4) converts lipid hydroperoxidase to lipid alcohols, and prevents
the iron dependent formation of lipid ROS. Inhibition of GPX4 by RSL3 or ML210 led to increase lipid
ROS and inducted ferroptosis. No cytotoxic effects by RSL3 or ML210 was observed in C4-2. On the
other hands, C4-2AT6 cells shows high sensitivity for RSL3 or ML210, and knockdown of MUC1 increased
the sensitivity for GPX4 inhibition.
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