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Malignant glioma such as glioblastoma is a cancer still difficult to treat.
XCT functions as a plasma membrane antiporter for the uptake of extracellular cystine in exchange
for intracellular glutamate. Epidermal growth factor receptor (EGFR) interacts with xCT and thereby
promotes its cell surface expression and function in human glioma cells. EGFR-expressing glioma
cells manifested both enhanced antioxidant capacity as a result of increased cystine uptake as well
as increased extracellular glutamate which promotes glioma matrix invasion. Targeted inhibition of
XCT suppressed the EGFR-dependent enhancement of antioxidant capacity in glioma cells as well as
tumor growth and invasiveness. Our findings propose that XCT is a promising therapeutic target in
EGFR-overexpressing malignant glioma.
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