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Abstract

OBJECTIVE To determine whether osthole regulates fatty acid metabolism in hepatocytes of rats by activating
peroxisome proliferator-activated receptor (PPAR) o. METHODS Rat hepatocytes were cultured and treated with osthole
12.5-100 pmol « L1 for 24 h, before triglycerides (TG) and free fatty acid (FFA) contents in hepatocytes were determined
by colorimetric method. PPARo mRNA expression was determined by reverse transcription polymerase chain reaction. In
order to determine whether the lipid-regulating effect of osthole was associated with activation of PPARa, hepatocytes
were pretreated with PPARa inhibitor MK886 1 ymol « L™ for 2 h before incubation with osthole 100 ymol « L™t for 24 h,
TG and FFA contents, PPARa-regulated target genes including sterol regulatory element-binding protein (SREBP)-1/2,
fatty acid synthase (FAS), diacylglycerol acyltransferase (DGAT), carnitine palmitoyltransferase (CPT)- 14, fatty acid
transporter protein (FATP)4, and liver fatty acid binding protein (L-FABP) mRNA expressions in hepatocytes were
examined. RESUL TS Osthole 12.5-100 pmol * L1 could significantly reduce TG and FFA contents and enhance the
PPARa mRNA expression in hepatocytes of rats(P<0.01), but reduction of TG and FFA contents were significantly
aleviated after pretreatment with PPARo inhibitor MK886(P<0.01). Similarly, the reduction of SREBP-1/2, FAS and
DGAT mRNA expressions as well as the increment of CPT-1a, FATP4 and L-FABP mRNA expressions in hepatocytes
of rats by osthole were also alleviated or abrogated after pretreatment with PPARo. inhibitor MK 886(P<0.01).
CONCL USION Osthole can decrease TG and FFA contents in hepatocytes. The mechanisms might be associated with
activation of PPARa, subsequent reduction of SREBP-1/2, FAS and DGAT gene expressions and increment of CPT-1a,
FATP4 and L-FABP gene expressions.
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