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Studies on molecular mechanisms of PPARalpha-independent triglyceride-lowering effec
ts of fibrate drugs
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This study examined the effects of clinically relevant low doses of fibrate drugs
on hepatic lipid metabolism in mice having diet-induced hepatosteatosis. Low-dose fibrates reduced steatos
is through an enhancement of heﬁatic mitochondrial fatty acid beta-oxidation function, which was not due t
o0 known PPARalpha activation. This novel pharmacologic action seemed to be associated with increased prote
in stability of beta-oxidation enzymes, and this was possibly due to increased contents of cardiolipin, a
mitochondria-specific phospholipid important in stability/functionality of mitochondrial proteins. These e
ffects were not accompanied by non-physiological phenomena such as hepatomegaly. Thus, these findings may
be useful for better understanding figrate action in humans.
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