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Gefitinib is specific inhibitor of EGFR-TKIs, have been found to be highly
effective against the EGFR-positive NSCLC. However, many patients have resistance to gefitinib. We
found that HIFla is degraded by gefitinib at NSCLC cell lines and gefitinib degraded HIFla in
VHL-independent manner. We investigated why is HIFla degraded by gefitinib and why is
HIFla-overexpression cell showed gefitinib-resistance. We made HIFla-overexpression cell(RGWT),
HIFla-transcriptional inactive cell(RG803).

As a result, RGWT cell shows high resistance to gefitinib. We assessed tumorigenesis of RGWT and
RG803 cell. RGWT promoted tumor growth significantly, whereas RG803 delayed tumor growth. These
results suggest that transcriptional activity of HIFla is key factor in tumor growth. The
degradation of HIFla was inhibited by Bafilomycin, and HIFla bound to LAMP2A which were key factor
of Chaperon-Mediated Autophagy (CMA). Therefore, gefitinib might induced CMA, and degraded HIFla in
VHL-independent manner.
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