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Role of hypoxia and cancer stem cells in the resistance to EGFR-TKI in non-small
cell lung cancer
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Our aim here was to elucidate the role of hypoxia and cancer stem cells (CSCs) in
the resistance to EGFR-TKI in non-small cell lung cancer (NSCLC). PC9 and HCC827 were exposed to high
concentration of gefitinib under normoxic or hypoxic conditions. Seven days after gefitinib exposure, a
small fraction of viable cells were detected, and these were referred to as “ gefitinib-resistant

ersisters” (GRPs). Stem cell genes, such as CD133 and Oct4, were highly expressed, and GRPs exhibited a

igh potential for tumorigenicity in vivo and self-renewal capability. Importantly, hypoxic exposure
significantly increased phosphorylation of IGF1R, and the population of CD133- and Oct4-positive GRPs.
Transfection of Oct4 significantly increased CD133-positive GRPs and sphere formation under the treatment

of gefitinib. Interestingly, gefitinib resistance induced by high Oct4 expression was more evident under
the hypoxia.
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