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Development of innovative therapeutic strategy for MET-dependent lung cancer
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The purpose of this study was to clarify the mechanism of resistance to
MET-targeted therapy in MET-aberrant lung cancer and to overcome it. Crizotinib (MET inhibitor)
resistant clones of lung cancer cell lines, H1993 and EBC1, which harbor MET amplification, were
established, and the following three resistance mechanisms were clarified. (1) Acquisition of
resistance via loss of MET gene amplification, and acquisition of mutation and amplification of EGFR
gene. For this clone, the combined therapy of crizotinib and the EGFR inhibitor, afatinib, showed
significant inhibitory effect on cell growth. (2) Acquisition of resistance by increasing the
expression of the SERPINEL gene. It was confirmed that this resistance was overcome by the combined
use of SERPINEL inhibitor. (3) Acquisition of resistance by epithelial-mesenchymal transition (EMT)
and activation of MEK / MAPK pathway. An inhibitory effect on cell growth was observed by the
combined use of the MEK inhibitor, trametinib.
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CRS: crizotinib resistant clone established by step-wise method
CRH: crizotinib resistant clone established by high-dose method
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