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Regulation of non-apoptotic cell death to treat non-alcoholic steatohepatitis
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To regulate liver inflammation in patients with obesity-related
non-alcoholic fatty liver disease (NAFLD), we aim mechanism of hepatocyte death which is a cause of
inflammation. Unsaturated fatty acid induced caspase-independent cell death via production of
reactive oxygen spices (ROS) at hepatocyte cell-line with fructose which was known as cause of
obesity. ROS production and caspase-independent cell death were characterized as protein expression
of hemoxygenase-1 and phosphorylation of MLKL. Furthermore, increase ROS production and
caspase-independent cell death was found in mice which fed with high fat diet and supplementation of

sucrose. In liver of patients with NAFLD, ROS production positively correlated with prevalence of
number of hepatocytes with caspase-independent death. To control liver inflammation, ROS-induced
caspase-independent cell death may be a therapeutic target in pathophysiology of NAFLD.
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