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Protection of PPAR-a agonists on the liver ischemia-reperfusion injury of rats”
YANG Xukun,SHEN Qin
(ICU,the Fourth Hospital of Huaxi,Sichuan University ,Chengdu,Sichuan 610041,China)

[ Abstract] Objective To investigate the protective effect of PPAR-q agonist Fenofibrate (FEN) on liv-
er ischemia-reperfusion injury. Methods 40 SD rats were randomly divided into the control group,the model
group (HI/R),the PPAR-q agonist FEN group (the FEN group) and the PPAR-q inhibitor GW6471 group
(the GW group). The content of alanine aminotransferase (ALT), glutamic oxaline aminotransferase (AST)
and alkaline phosphatase (ALP) in serum of each group were detected by automatic biochemical analyzer. The
pathological changes of liver tissues were observed by hematoxylin-eosin (HE) staining,the apoptosis of liver
cells was detected using TUNEL assay,and Western blot was used to detect the regulation factor of liver si-
lencing information 1 (SIRT1), forkhead transcription factor 1 (FOXO1), acetylation of FOXO1 (Acetyl
FOXO1),Cleaved-caspase3 (C-caspase3) and cytoplasm of cytochrome C (CytC) expression level. Results
Compared with the model group,fenofibrate pretreatment could significantly attenuate the liver pathological
damage and down-regulate the expression of C-caspase3, TUNEL and cytoplasmic cytochrome C in liver with
increasing the expression of SIRTI in liver. In addition, the levels of AST [(90. 154 11. 21) U/L ], ALT
[(135.18420.46)U/L7] and ALP [(211.12+22.75)U/L] in the FEN group were significantly lower than
those in the model group AST [ (189.37+21.55)U/L],ALT [(378.15+36.78)U/L ] and ALP[ (495. 93+
31.14)U/L]. PPAR-q inhibitor GW6471 precondition could exacerbate the pathological damage of liver and
up-regulate the expression of Acetyl FOXO1,C-caspase3, TUNEL and cytochrome C in liver with reducing the
expression of liver SIRT1. Moreover, the levels of AST [ (177.21£18.54)U/L],ALT [(199. 46+£28.54)U/
L] and ALP [(286.12424.51)U/L] in the GW group were significantly higher than those in the FEN group.

Conclusion FEN,the PPAR-q receptor agonist,h as a protective effect on liverischemia-reperfusion injury in rats.
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This effect may be associated with promoting SIRT1 deacetylation of FOXO1,reducing FOXOl-mediated mi-

tochondrial apoptosis and improving liver function.
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