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Elucidation of the mechanism of drug resistance in ovarian cancer focusing on a
novel cell death ferroptosis

Yamatani, Hizuru
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The present study demonstrated that the most effective drug in combination
with sulfasalazine (SAS), a cystine transporter (XCT) inhibitor, was paclitaxel (PTX) in ovarian
clear cell carcinoma, characterized by a poor response to chemotherapy. Furthermore, the combined
administration of PTX and SAS induced apoptosis in cells with decreased intracellular glutathione
(GSH) depletion and highly enhanced ROS accumulation, and induced ferroptosis in cells with low
expression of glutathione peroxidase 4 (GPx4). Cell death by PTX and SAS was not induced in cells

with high expression of cystathionine gamma-lyase (CGL), the rate-limiting enzyme in the pathway of
GSH production from methionine.
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