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Establishment of a novel therapeutic strategy for drug-resistant ovarian cancer
focusing on the glutathione synthesis pathway

Seino, Manabu
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This study demon-strated that combined treatment of paclitaxel (PTX) and the

XCT inhibitor sulfasalazine (SAS) significantly enhanced cytotoxicity more than that by the
individual drugs in OCCC cells. Treatment with PTX and SAS induced apoptosis more effectively than
did individual drug treatments in the cells with significant generation of ROS. Moreover, Combined
treatment of PTX and SAS induced ferroptosis in the cells with low expression of glutathione
peroxidase (GPx4), high levels of intracellular iron and significant lipid ROS accumulation.
Therefore, our findings provide valuable information that xCT inhibitor might be a promising
therapeutic target for drug-resistant OCCC. The strategy of combined administration of PTX and SAS
can potentially be used to treat OCCC and help to develop novel therapeutic methods.
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