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Development of novel therapeutic strategies based on metabolomics analysis of
uterine serous carcinoma
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First, we examined metabolomic profile in USC cells by analysis using a
capillary electrophoresis CE-MS/MS system. The concentration of GSH, Glucose-6-phosphate and
ribose-5-phasphate in the PTX-1 cells was higher than that of USPC-1 cells. Next, we investigated
the effect of the xCT inhibitor sulfasalazine (SAS) on cytotoxicity in paclitaxel-sensitive and
-resistant USC cell lines. The results of ﬁroliferation and cell-death assays showed that SAS
enhanced the efficacy of paclitaxel in both paclitaxel-sensitive and -resistant cell lines.
Immunoblotting analysis and experiments conducted using ferroptosis inhibitors revealed that
SAS-mediated cell death was induced through ferroptosis, and not apoptosis, in paclitaxel-resistant
cells. Collectively, our findings indicate that xCT inhibition can overcome resistance to
paclitaxel, and could thus represent a candidate novel treatment for patients with recurrent
chemotherapy-resistant USC.
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