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Molecular targeted therapy against adenocarcinoma of the lung harboring MET exon
14 skipping mutation
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We established a Ba/F3 cell model with MET exon 14 skipping mutation that is

present about3% of lung adenocarcinoma . Using this model, we tested its sensitivities to 8
MET-tyrosine kinase inhibitors (TKI) including 4 type | TKI that binds to the active form of the
kinase, 3 type Il that binds to the inactive form and one allosteric inhibitor. As a result,
capmatinib was found to be most effective. Next, we derived resistant clones for each drug. D1228
and Y1230 were common sites of the secondary MET mutations for resistant cells against type | TKI,
whereas L1195 and F1200 were common sites for the type Il TKI. In general, the resistance mutation
for type | is sensitive to type Il, and vice versa.
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IC 48 of HERZ inhibitor for HER2 mutation transfected Ba/F3 cells.
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