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Role of acidosis in hypoxia-induced epithelial mesenchymal transition in lung
cancer cells

Aoshiba, Kazutetsu
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We investigated the effect of hypoxic acidosis on epithelial mesenchymal

transition (EMT) in lung cancer cells. We found that exposure of lung cancer cells to hypoxia caused

EMT; however, it was almost completely inhibited by neutralization of acidic pH in medium. The
mechanisms by which acidosis enhanced hypoxia-induced EMT included the reduction of E-cadherin
protein, which was caused by decreased production of E-cadherin mRNA and increased degradation of
E-cadherin protein via its ubiquitination. We also found that the azithromycin, a macrolide
antibiotic, reduced lung cancer cell survival under hypoxic conditions by interfering with the
efficient removal of damaged mitochondria through mitophagy inhibition. Finally, we found that
fenofibrate, an anti-hyperlipidemic drug, attenuated cisplatin cytotoxicity to lung cancer cells by
enhancing the antioxidant defense system through activation of nuclear factor erythroid 2 related
factor 2.
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