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Functional analysis of coexisting RBM10 mutations in EGFR-mutated lung cancer
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In EGFR lung cancer patients, RBM10 mutation as a co-mutation occurred in 7.
6% of patients in addition to oncogene EGFR mutation, and knockout of RBM10 attenuated apoptosis
induced by EGFR inhibitors. We also found that PFS and response rate to EGFR inhibitors were
significantly lower in patients with coexisting RBM10 mutations. In addition, the ratio of
apoptosis-promoting factor Bcl-xS to apoptosis-resisting factor Bcl-xL was decreased by RBM10
deficiency. Then, we showed that the combination of a Bcl-xL inhibitor with an EGFR inhibitor can
overcome this intrinsic resistance.
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