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		Abstract

		Pancreatic ductal adenocarcinoma (PDAC) has one of the highest mortality rates among all cancers, with almost no curative chemotherapeutics. Ferroptosis is a recently recognized regulated mechanism of necrotic cell death that plays an important role in cancer biology. Recent discoveries have highlighted the important role of dipeptidyl-peptidase-4 (DPP4) in lipid reactive oxygen species (ROS). Large accumulation of lipid ROS causes ferroptosis in cells. However, there are no reports on whether it contributes to ferroptosis in pancreatic cancer. We found that DPP4 is expressed at low levels in PDAC. DPP4 significantly inhibited cell proliferation by causing G1â€“S cell cycle arrest, and inhibiting energy metabolism in vitro. Importantly, DPP4-overexpressing cells showed decreased sensitivity to gemcitabine and increased sensitivity to ferroptosis. Mechanistically, DPP4 facilitated ferroptosis by binding ACSL4, and the DPP4â€“ACSL4 interaction stabilized ACSL4 by inhibiting its ubiquitin-mediated degradation and subsequent lipid peroxidation. Collectively, these findings identify a novel role of DPP4 in ferroptosis and suggest a potential therapeutic strategy to overcome gemcitabine resistance in PDAC. 
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