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Novel strategy targeting apoptosis regulators for non-small cell lung cancer
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Molecular targeted therapy has shown dramatic efficacy in the treatment of
lung cancer. However, drug resistance is a critical problem, and the prognosis of lung cancer
remains poor. This study aimed to analyze the resistant mechanism of advanced non-small cell lung
cancer (NSCLC) from the point of apoptosis and to develop a novel therapeutic strategy. Using EGFR
mutation-positive NSCLC cells, we generated osimertinib-resistant cells. We confirmed that the
expression of phosphorylated ERK was significantly upregulated in all resistant cells and associated

with resistance to apoptosis through BIM. The efficacy of carnosic acid, ERK inhibitor, and
proteasome inhibitor on resistant cells was confirmed. Our data suggested that FOX03a is associated

with apoptosis resistance, and these drugs may be promising new therapies.
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