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Abstract

AIM: To investigate the implications of matrix metallopro-
teinase-13 (MMP-13) and tissue inhibitors of metallopro-
teinase–1 (TIMP-1) in the development of liver fibrosis in
experimental nonalcoholic steatohepatitis (NASH).

METHODS: Sprague-Dawley (S-D) rats were randomly
allocated into the normal group and the model group. NASH
model was established by feeding rats with fat-rich diet;
other rats fed with normal diet were taken as controls. All
the rats were sacrificed at the 20th and 22nd week. The
expression levels of MMP-13 and TIMP-1 were assayed
by semi-quantitative RT-PCR. Conventional histological
examinations of all the rats were performed after HE and
Masson staining.

RESULTS: At the 20th week, hepatic MMP-13 mRNA
expression (1.14 ± 0.29) was increased in the model group
compared with the normal group (0.71 ± 0.08, P<0.01).
TIMP-1 mRNA level was also increased in the model rats,
but the difference between the two groups (0.73 ± 0.16 vs
0.60 ± 0.03) was not statistically significant. At the 22nd
week, MMP-13 mRNA expression was remarkably de-

creased (0.84 ± 0.10), whereas TIMP-1 mRNA expres-
sion was significantly increased compared with the con-
trol group (0.75 ± 0.12 vs 0.60 ± 0.10, P <0.01). Remark-
able steatosis and fribrosis were also revealed by HE and
Masson staining.

CONCLUSION: Although MMP-13 expression is increased
transiently in the early stage of NASH, TIMP-1 expres-
sion is enhanced continuously. The latter may inhibit MMP-
13-induced collagen degradation, resulting in collagen
accumulation in the liver. These data suggest that TIMP-
1 plays an important role in the pathogenesis of NASH
with liver fibrosis.
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