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Role of survivin in EGFR inhibitor-induced apoptosis in non-small cell lung cancers
positive for EGFR mutations.
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The molecular mechanism by which epidermal growth factor receptor-tyrosine kinase

inhibitors (EGFR-TKI) induce apoptosis in non-small cell-lung cancer (NSCLC) cells that are positive for a
ctivating mutations of the EGFR remains unclear. In this study, we report the effects of the EGFR-TKI gefi
tinib on expression of the antiapoptotic protein survivin that have functional consequences in EGFR mutati
on-positive NSCLC cells. Immunoblot analysis revealed that gefitinib downregulated survivin expression, li
kely through inhibition of the PI3K-AKT signaling pathway, 1n NSCLC cells positive for EGFR mutation. Stab
le overexpression of survivin attenuated gefitinib-induced apoptosis and also inhibited the antitumor effe
ct of gefitinib in human tumor xenografts. Our results indicate that downregulation of survivin plays a pi
votal role in gefitinib-induced apoptosis in EGFR mutation-positive NSCLC cells.
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