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The physiological roles of intracellular lipases in the pathogenesis of
nonalcoholic fatty liver diseases
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Accumulating evidence has suggested that hepatic fat accumulation plays a
key role in the pathogenesis of nonalcoholic fatty liver diseases (NAFLD) such as hepatitis, liver
cirrhosis, and liver cancer. Lipases, which hydrolyze neutral lipids such as triglycerides and
esterified cholesterol, may modulate the progression of NAFLD by regulating lipid levels in liver.
We found that adenovirus-mediated overexpression of hormone-sensitive lipase §HSL) in diet-induced
fatty liver triggers hepatic inflammation, most likely by increasing the levels of free cholesterol
in the liver. Overexpression studies using adenovirus carrying other neutral lipases suggested that
this response is unique to HSL. Further studies are ongoing in our laboratory to elucidate the
underlying molecular mechanisms by using mice deficient in these lipases, which may lead to the
identification of a novel therapeutic target for NAFLD.
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