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EGFR drug-tolerant cells

Elucidating the mechanisms of drug-tolerant cell formation in EGFR lung cancer
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B -catenin, one of the key players in Wnt signalling, is known to play an
important role in tumour development in colorectal cancer, etc. However, its role in lung cancer
remains unclear. Our previous studies have shown that  -catenin is essential for lung
tumourigenesis by active EGFR and that ( -catenin binds directly to active EGFR and is
tyrosine-phosphorylated.We found that the YAP-TBX5 pathway, which is different from the classical
pathway, showed increased activity in the presence of active EGFR. The Src-family pathway is also
activated in the presence of active EGFR, suggesting that phosphorylation of [ -catenin-Y333
tyrosine residues by the Src family may cause a molecular switch from the classical pathway to the
YAP-TBX5 pathway. [ catenin-YAP-TBX5 pathway regulates anti—aﬁoptosis—related genes such as the
BcL2L1 gene, and suppression of these pathways may be a new therapeutic target in addition to the
strategy of suppressing EGFR activity with EGFR-TKI.
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