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Development of therapies for overcoming EMT-associated irreversible tyrosine kinase
inhibitor resistance in EGFR lung cancer
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Irreversible tyrosine kinase inhibitor (ITKI) for the treatment of patients with
mutant EGFR NSCLC has been approved in Japan recently. However, a lot of patients could be acquired
resistance after treatment. While epithelial mesenchymal transition (EMT) was reported to be associated
with the resistance, no optimal therapy has been identified. In this study, we first hypothesized that
AXL plays an important role in EMT resistance and examined the effect of AXL inhibition on the EMT
resistant cells. However, knock-down of AXL did not change the EMT phenotypes. Interestingly, we found
that knock-down of ZEB1 induced mesenchymal-epithelial transition (MET) and restored sensitivity to
EGFR-TKI. Furthermore, our drug screening revealed that Drug A strongly suppressed ZEBl expression and
induced MET, as well as restored ITKI sensitivity. These results suggest that Drug A could be a novel
therapeutic strategy for overcoming EMT-associated ITKI resistance in mutant EGFR lung cancer.
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HDAC inhibition overcomes crizotinib-resistance
by inducing mesenchymal-epithelial reverting
transition (MERT) via mR-200c up-regulation in
EML4-ALK lung cancer cells.
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