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Development of novel therapy and diagnosis targeted for signal transduction
regarding drug tolerance in lung cancer
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1) According to lung cancer with EGFR mutations, activated AXL was
associated with maintaining cell survival and inducing the emergence of cells tolerant to EGFR
inhibitor. AXL inhibition reduced the viability of EGFR-mutated lung cancer cells overexpressing
AXL. These results indicated pivotal roles for AXL and its inhibition in the intrinsic resistance to

EGFR inhibitors and the emergence of osimertinib-tolerant cells.
2) According to lung cancer with ALK fusion genes, NRG1-HER3 activation, mediated through ZEB1
proteins, help maintain cell survival and induce the emergence of ALK-TKI-tolerant cells. Thus, HER3
activation plays a pivotal role in the emergence ofALK-TKI-tolerant cells and the inhibition of
HER3 signals combined with ALK-TKIs dramatically improves treatment outcomes for ALK-rearranged lung
cancer.
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