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Molecular mechanisms underlying hepatic VLDL secretion induced by extracellular
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Vesicular nucleotide transporter (VNUT) is responsible for ATP vesicular
secretion. We previously reported that VNUT is involved in the regulation of both inflammation and
metabolism in the liver and that its inhibitors suppress VLDL secretion and the development of
steatohepatitis. The present study aimed to elucidate the molecular mechanisms of ATP vesicle
secretion in hepatocytes and to explore the vicious cycle between hepatic fat accumulation and
excessive VLDL secretion. We found that: 1)ATP secretion in hepatocytes is dependent on Ca2+ influx,

and a rise in glucose or fatty acid levels. 2)Eicosapentaenoic acid deconjugates vesicular membrane
potential and inhibits ATP secretion. 3)A novel VNUT inhibitor was found, which shows inhibitory
effects on steatohepatitis and liver fibrosis, leading us to file a patent.
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