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Study of the inhibitory effects of PPAR ligands on the
TGF-beta-induced liver fibrosis.
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Fibrosis is the liver’s scarring response to injury that occurs in most chronic
inflammatory liver diseases. The ultimate result of chronic injury is the accumulation
of extracellular matrix (ECM). Transforming growth factor-beta(TGF-beta), the
potent profibrogenic cytokine, classically transmits intracellular signaling via Smad
proteins. TGF-beta also can induce the activation of the MAPK pathway. The term
“connective tissue growth factor”(CTGF) was first coined in 1991. CTGF expression
was linked both temporally and spatially to TGF-beta. CTGF mRNA or protein was
produced at high levels after treatment with TGF-beta. In vitro, CTGF promotes
fibroblast proliferation, matrix production, and granulation tissue formation. In vivo,
High levels of CTGF were detected in many fibrotic lesions.
15-Deoxy-delta-12,14-prostaglandin J2 (15d-PGJ2) is the most recently discovered
prostaglandin and is recognized as the endogenous ligand for the intranuclear receptor
PPAR. But some effects of 15d-PGJ2 are likely to be PPAR independent. Many

studies showed that PPAR ligands have anti-inflammatory activities and may have



potential as antifibrotic agents. In this study > we examined the ability of 15d-PGJ2 to
block the TGF-beta inducedCTGF mRNA and protein expression on Hep-3B cells.
We demonstrated that 15d-PGJ2 down-regulated the phosphorylation of Smad2
protein and inhibit the activity of CTGF promoter. 15d-PGJ2 also activated the
MAPK pathway.



