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1 (n=8 x%5s)
2 4
WY14643 WY14643
TBA (pmol /L) 27.45 £2.94 79.6 +15.65* 66.94 £9.79*% 21.46 £3.66 42.50 £12.25** 30.33 +7.56*
TBIL( umol /L) 1.60 £0.65 4.56+0.90* * 3.50 +0.71% 0.98 +£0.08 3.56 +0.63** 2.88 £0.86
DBIL( mol /L) 0.63 £0.38 3.60 £0.49** 2.40 £0.65™ 0.21 £0.15 2.31+0.61*% 1.79 £0.71
ALT(U/L) 28.13 £4.26 31.25 £4.80 34.37 £4.47 41.00 +3.42 46.50 £12.42 40.13 £15.66
AST(U/L) 131.13 +8.87 138.00 +39.99 134.13 £7.26 136.25 £19.23  141.00 +34.04 137.3 £26.02
ALP(U/L) 158.63 +12.25 204.1+12.19** 196.50 £12.91 84.00 +9.41 118.25 +18.72** 120.0 £10. 84
**P<0.01; *P<0.05 #P<0.01
2 MDA  .SOD (n=8 x+5)
2 4
WY14643 WY14643
MDA (nmol/mgprot)  1.65 +0.28 2.10+0.34*% 1.73 +0.27* 1.65 +0.30 2.17 £0.44" 1.78 £0.35*
SOD(U/mgprot) 94.93 +9.27 71.09 +11.50* * 84.57 £10.71% 92.63 £12.59 68.50 +13.85**  83.98 +9.38*
1" P<0.05 **P<0.01; P <0.05
2.3 MDA SOD
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Activation of peroxisome proliferator activated receptor alpha ameliorates

Isoniazid and Rifampin induced liver injury in rats
Wang Li Song Yulin He Xue

(Dept of Gastroenterology The First Affiliated Hospital of Anhui Medical University

Key Laboratory of Digestive Disease of Anhui Province Hefei 230022)

Abstract

(WY14643) on Isoniazid and Rifampin induced liver injury in rats and explore its influence on the lipid peroxida—

Objective  To observe the effects of peroxisome proliferator-activated receptor oo (PPARa) agonist
tion and the expression of PPARa mRNA bile salt export pump(Bsep) mRNA tumor necrosis factor alpha(TNF-
o) mRNA. Methods
group was given equivalent solvent once daily. Model group was given intragastric administration of Isoniazid 50 mg/
(kg *+ d) + Rifampin 50 mg/ (kg * d). WY14643 group was given Isoniazid 50 mg/ (kg * d) + Rifampin 50 mg/
(kg * d) by intragastric administration and WY14643 1 mg/(kg * d) by intraperitoneal injection. The other two

48 male SD rats were randomly divided into 3 groups 16 rats for each group. Normal control

groups received daily intraperitoneal injection of the equivalent solvent. Every group was sacrificed respectively on
day 14 and 28. The serum biochemical index of liver the hepatic tissue superoxide dismutase(SOD) malondial-
dehyde (MDA) were measured. The pathological changes in liver were observed. The expression of PPARa  Bsep

TNF-oo mRNA was detected by RT-PCR. Results
(TBA) total bilirubin(TBIL) direct bilirubin ( DBIL)
cantly elevated (P <0.05); SOD was significantly reduced (P <0.05) MDA was significantly elevated (P <

0. 05) ; hepatocyte necrosis fatty change inflammatory cell infiltration in rat liver of model group were observed;

(D Compared with normal control group serum total biliary acid

alkaline phosphatase (ALP) in model group were signifi—

the expression of PPARa  Bsep mRNA was significantly reduced (P <0.01) TNF-oo mRNA expression was signif—
icantly elevated (P <0.01). @) Compared with model group SOD was significantly elevated (P <0.05). Hepatic
tissue MDA was significantly reduced (P <0.05) in WY14643 group the liver histological had improved. The ex—
pression of PPARa  Bsep mRNA was significantly elevated (P <0.01) TNF-o mRNA expression was significantly
reduced (P <0.01). Compared with model group of week 2 serum TBA TBIL DBIL reduced in WY14643
group(P <0.05). Compared with model group of week 4 serum TBA reduced in WY14643 group (P <0.05).

Conclusion  Activation of PPARa ameliorated Isoniazid and Rifampin induced liver injury through antioxidanion
and modulation of the expression of PPARa Bsep and TNF-oo mRNA.
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