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Targeting autophagy to improve alcoholic liver disease
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Ethanol administration to cultured mouse hepatocytes resulted in enhanced
apoptosis and lipid accumulation with supression of autophagy. This phenotype disappeared in the
absence of Atg7, which is an autophagy essential protein, and was relieved by the autophagy enhancer

rapamycin. However, the phenotype did not dissappeared in the absence of Rubicon, which iIs an
autophagy inhibitor.

In two ethanol-loaded mouse models, enhanced apoptosis and hepatocyte lipid accumulation with
suppression of autophagy in the liver were also observed. However, hepatocyte-specific Rubicon
knockout mice showed no change in autophagy suppression, lipid accumulation, and hepatocyte
apoptosis owing to alcohol treatment compared with wild type controls.
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Rubicon-independent autophagy suppression causes liver injury in alcoholic liver disease.
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