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numberPifithrin-α enhances the gefitinib-induced apoptosis and autophagy in human bronchioloalveolar carcinoma cells. Lung
cancer is the leading cause of cancer-related death worldwide. The epidermal growth factor receptor (EGFR) tyrosine kinase
inhibitors (TKIs) have been shown to be one of the most important treatment methods for patients with lung cancer. However,
patients with lung adenocarcinoma with EGFR T790M mutation gradually develop resistance to first-line EGFR TKIs. Thus, the
development of new EGFR TKIs is urgent. In the current study, the combination of EGFR TKI and autophagy inhibitor
pifithrin-α (PFT) was used to inhibit the cell viability, migration, invasion, and growth of adenocarcinoma cells (A549) with
T790M and wild type EGFR (H1975, HCC827). Western blotting and TEM were used to observe the level of autophagy and
apoptosis. We found that PFT significantly enhanced the sensitivity of A549 cells to gefitinib and inhibited the growth of tumor
xenografts in mice. Western blotting showed that PFT significantly enhanced the expression of LC3 and Beclin1 and inhibited
the expression of p62 in A549 cells. In addition, the cleaved caspase-3 and PARP level was increased in A549 cells.
Immunofluorescence indicated that PFT significantly increased the number of cells with autophagosome. These results indicate
that the combined inhibition of EGFR signaling pathway and autophagy pathway f678ea9f9e
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