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Epidermal growth factor receptor (EGFR) tyrosine kinase inhibitors (TKIs)
bring about high response rate and survival benefit to patients with EGFR mutation-positive
non-small cell lung cancer. However, they eventually develop acquired resistance and tumor regrows.

In the present study, we found that stimulation by EGFR-TKIs enhanced the expression of intergrin
B 3 (ITGB3) in EGFR mutation-positive lung cancer cells, which promoted nuclear translocation of
YAP/TAZ thorough activation of YES. YAP/TAZ work as transcriptional co-activators and induce
expression of target genes associated with cell cycle progression and anti-apoptosis. Therefore, we
considered that lung cancer cells acquire resistance to EGFR-TKI through ITGB3-mediated YAP/TAZ
activation. Collectively, ITGB3-YAP/TAZ signal is regarded as a novel therapeutic candidate to
overcome EGFR-TKI resistance in patients with EGFR mutation-positive lung cancer.
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