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Abstract

AIM: To assess the effects of an angiotensin-converting
enzyme inhibitor, perindopril on preventing hepatic fibrosis
induced by CCl, in rats and to investigate the alternation of
the expression of transforming growth factor-betal (TGFb,)
and its receptor 1I (TGFR II') and smads on liver tissues.

METHODS: 80 Wistar rats were randomly allocated into
five groups: group A was healthy controls, groups B and C
were hepatic fibrotic models induced by carbon tetrachlo-
ride (CCly), groups D and E were models treated with
perindopril starting at the first and fourth week since rat
exposured CCl,. Except for group A, rats were subcutane-
ously injected with CCl, for eight weeks. Rats in groups A,
B and D were Kkilled at eighth week, and rats in groups C
and E were sacrificed at twelveth week. The blood and
liver of rats were collected for further determinations. The
effects of perindopril on hepatic fibrosis were evaluated
by detecting the level of TGFb, and TGFR II mRNA by RT-
PCR. And the expression and its localization of Smad3 and
Smad?7 in liver tissue by an immunohistochemical staining.
The liver histopathology was also examined by HE staining
and an electron microscope.

RESULTS: Contrasted to the groups B and C, the level of
TGFb;, TGFR II mRNA and the expression of Smad3 were
significantly decreased in groups D and E, and the expression

of Smad7 was also significantly increased in liver of the
two groups (P <0.05 or P <0.01). The expression of TGFb,
and TGFR IT mRNA, Smad3 and Smad7 were not different
between groups B and C (P >0.05), but there was a signifi-
cant difference between groups D and E (P <0.05). Com-
pared with model groups, the histological changes of fibrosis
and the dynamic ultrastructureal alterations in rats treated
with perindopril were also obviously improved (P <0.05).

CONCLUSION: The angiotensin-converting enzyme
inhibitor, perindopril has a protective effect on liver injury
and can ameliorate hepatic fibrosis in rats induced by CCl,.
The mechanisms of perindopril anti-fibrosis may be asso-
ciated with their effects of down-regulating TGFb, and TGFR
II mRNA and smad3, up-regulating Smad7 and result in
suppressing the activation of hepatic stellate cells.
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