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Activating mutations of the epidermal growth factor receptor gene (EGFR) are

oncogenic drivers in non-small cell lung cancer (NSCLC), but 1t has remained unknown whether
ligand-independent EGFR signaling conferred by EGFR mutation triggers reactive oxygen s?ecies (ROS)
generation in NSCLC cells. We showed EGFR signaling due to EGFR mutation increased ROS levels. The
expression of CD44v isoforms was found to be inversely correlated with basal ROS levels in
EGFR-mutated NSCLC cell lines. Knockdown of CD44v induced depletion of intracellular glutathione
(GSH) and increased ROS levels in EGFR-mutated NSCLC cells that express CD44v at a high level
(CD44vhigh). In addition, depletion of GSH enhanced the cytotoxicity of cisplatin in CD44vhigh
EGFR-mutated NSCLC cells. Knockdown of CD44v also enhanced cisplatin cytotoxicity in CD44vhigh EGFR-
mutated NSCLC cells. Our results thus implicate CD44v in redox adaptation and as a potential target
for treatment in CD44vhigh EGFR-mutated NSCLC cells.
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