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Development of ALK-TKI-resistant treatment due to EMT of ALK lung cancer
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ALK rearrangement, most commonly EML4-ALK, is detected in approximately 5%
of non-small cell lung cancer (NSCLC). While ALK tyrosine kinase inhibitor (TKI) shows dramatic
clinical efficacy in ALK-rearranged NSCLC patients, almost all patients acquire resistance over
time. Epithelial mesenchymal transition (EMT) was also reported to be associated with various
targeted drugs, however, its involvement in ALK-inhibitor resistance is largely unknown. We found
that pre-treatment with Drug A can overcome the resistance by reverting EMT, in vitro and in vivo,
due to up-regulation of miR-200c. The results of drug screening on a 200 kinase inhibitor library
showed that 5 drugs increased E-cadherin expression of the resistant cells. These findings indicate
that chemical restoration of miR-200c could be useful to circumvent resistance due to EMT in
ALK-rearranged NSCLC.
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