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The relationship between redox balance and drug resistance in uterine serous
carcinoma
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3,100,000
xCT SAS
usc
SAS

SAS

ROS JINK
XCT SAS
xCT XCT

We investigated the effect of the xCT inhibitor sulfasalazine (SAS) on
cytotoxicity in paclitaxel-sensitive and -resistant USC cell lines. We also examined the mechanism
by which SAS induces ferroptotic cell death in paclitaxel-resistant cells. The results of
proliferation assay showed that SAS promoted growth inhibition more effectively in
paclitaxel-resistant than -sensitive cells, but did not enhance paclitaxel cytotoxicity in both USC
cell lines. Immunoblotting analysis and the experiments conducted using ferroptosis inhibitors
revealed SAS-mediated cell death was induced through ferroptosisé#8212;and not apoptosisé#8212;in
paclitaxel-resistant cells. The synthetic lethal interaction between ROS accumulation and Ras
effector JNK activation might be critical for enhancing the sensitivity to ferroptotic cell death
mediated by xCT inhibitor SAS.
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