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Abstract

AIM: To study the effect of oxymatrine in the prevention of
experimental hepatic fibrosis in rats induced by chronic
administration of CCl,, to evaluate its effect on gene ex-
pression of Smad 4, Smad 7, and to explore its potential
anti-fibrotic mechanism.

METHODS: Healthy male SD rats were randomly divided
into three groups:the normal group (n = 10), the oxymarine
treatment group (n = 40) and the fibrosis group (n = 40).
Hepatic fibrosis was induced by subcutaneous injection
of CCl, (300 mL/L,3 mL/kg,twice per wk for 8 wks). The
rats in the treatment group received celiac injection of
oxymatrine at 10 mg/kg twice a week. The deposition of
collagen was examined with Masson staining. Gene ex-
pression of Smad 4 and Smad 7 was detected by in situ
hybridization (ISH) and immunohistochemistry (IH),
respectively. The data were analyzed with specific software.

RESULTS: Reduction of collagen deposition and rearrange-
ment of the parenchyma were noted in oxymatrine-treated
rats. The semi-quantitative histological scores (1.9+0.3 vs

3.6+0.8, P<0.05) and average area of collagenous fibre
[(94+37)um? vs (691+189)um?,P<0.01] in treatment group
were decreased. The expression of Smad 7 was increased,
whereas the expression of Smad 4 was decreased con-
siderably in treated animals. The positive rate of Smad 4
mMRNA (0.31+0.12 vs 0.62+0.23,P<0.05) and Smad 4 pro-
tein [(2.33+1.64)% vs (9.56+1.34)%, P<0.05] were lower
in treatment group. In contrast, the positive rate of Smad
7 mRNA (0.26+0.11 vs 0.16+0.03, P<0.05) and Smad 7
protein [(4.27+0.43)% vs (2.86+0.86)%, P<0.05] were in-
creased considerably in treated animals.

CONCLUSION: Oxymatrine can promote the gene ex-
pression of Smad 7 and inhibit the expression of Smad 4.
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72%A5 (in situ hybridization) =] Smad 4,
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GGT GGC GTT AGA CTC TGC CGG GGC TAA CAG(1035-
1064 bp, GC% = 63.33), Smad 7 mRNA 54571
(5 —3’):Biotin-GAG CTG TCC GAG GCA AAA
GCC ATT CCC CTG(2 310-2 339 bp, GC% = 60.00),
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Masson R Je o WK A IR IR T e BB &2, JLEIX -
e K X LR 4ETRIRR R, BSrRR I b, S E
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B R 1.9 £ 0. 3; TFENLEG 1T IE 5 K BRI
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3D pm?, SERI R ZE R R (P = 0.042, X0.05,
K1 A-B).
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B3 KEFFAE Smad 7 mRNARIKISH x 200. A: {EEE; B: EH KA.

ZZ T4 Smad 4 FILFHTEZ DK (2. 33 £ 1.64)%
(P = 0.008, P<0.01, F2 A-B). Jofi 22 f il 2
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