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ABSTRACT: Liver fibrosis is a significant health problem emerged as a response to
a wound-healing process in injured liver characterized by excessive deposition of an
extracellular matrix, and ultimately leads to cirrhosis. Resveratrol is a naturally
occurring phytoalexin found predominantly in grapes. In this study we investigated
the therapeutic effects of resveratrol on dimethylnitosamine (DMN)-induced liver
fibrosis in rats. Rats were administered DMN intraperitoneatlly (10mg/kg 3days/week
for 3 weeks) to induce liver fibrosis. Another group were pre-treated orally with
resveratrol (20 mg/kg daily) then injected with DMN for 3 weeks. After cessation of
DMN, two subgroups from the DMN intoxicated group were daily treated with
resveratrol (20mg/kg and 40mg/kg respectively) for a week. DMN administration
induced severe pathological alterations. However, oral administration of resveratrol
significantly prevented the DMN induced loss in body weight, and inhibited the
elevation of serum AST, ALT, ALP and bilirubin levels. Resveratrol also significantly
increased hepatic GSH levels and reduced the levels of MDA due to its antioxidants
effect, as well as increased serum protein levels. In addition, DMN induced elevation
in hydroxyproline content was significantly reduced in the resveratrol treated rats.
Resveratrol remarkably restored normal liver lobular architecture and inhibited
hepatic stellate cell (HSC) activation and proliferation, as well as reduced
extracellular matrix (ECM) deposition. Resveratrol had potent potentials to prevent
collagen deposition, lymphocytic infiltration, necrosis, steatosis, vascular damage,
blood hypertention, capillarization, cholangiocyte proliferation. Additionally,
resveratrol had markedly induced apoptosis of hepatocytes and myofibroblasts and
restored liver architecture through extensive regeneration of hepatocytes. In this
study, resveratrol pre-treatment was more effective than post-treatment. It can be
concluded that resveratrol has a marked protective as well as therapeutic effect on
DMN-induced liver fibrosis in rats, and can be considered as antiproliferative,
antihypertensive, as well as antifibrotic agent. Resveratrol may be used to treat liver
injury and prevent the development of liver fibrosis.



