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_ The development of EGFR tyrosine kinase inhibitors revolutionized treatment
of advanced/metastatic non-small-cell lung cancer with the EGFR mutations. However, resistance

emerges over time in most patients who initially respond positively. Therefore, development of novel
therapies to prevent and/or overcome resistance is required. We have demonstrated that (3 -catenin
is phosphorylated in tumors harboring EGFR mutations, which induces BCL-xL expression and increases
tumor cell survival through TBX5 transactivation. We believe that inhibition of thef

-catenin-TBX5-BCL-xL will overcome resistance to EGFR inhibitors and provide better prognosis for
lung cancer patients with the EGFR mutations.
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