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Abstract

<FONT face=Verdana>AIM: To investigate the role of danshensu on Smad signal
transduction in rat hepatic stellate cells (HSCs) stimulated with transforming growth
factor (TGF-B1). METHODS: The rat HSCs was isolated with collagenase by in situ-
liver recirculation perfusion and cultured in vitro. MTT colorimetric assay was used to
detect proliferation of HSCs treated with different concentration of danshensu. The
expressions of a-SMA and TBR I and II were observed by immunocytochemitry,
indirect immunofluorescent staining and Western blotting when HSCs stimulated
with TGF-B1 and with different concentrations of danshensu for 24 h. RESULTS: (1)
Danshensu at the concentration from 0.0625 mmol/L to 1 mmol/L prevented the
proliferation of HSCs in a dose-dependent manner (P<0.05). Danshensu also
inhibited the proliferation of HSCs induced by TGF-B1 in a dose-dependent manner
(P<0.05). (2) At concentration of 0.25 mmol/L, danshensu down-regulated a-SMA
protein expression in HSCs with or without stimulation of TGF-f1 (P<0.05), and the
activation of HSCs was inhibited also. (3) Danshensu down-regulated the protein
expression of TBR I and II in HSCs stimulated with TGF-B1 (P<0.05, or P<0.01),
these effects were correlated with the concentration. (4) TGF-B1 increased the
mRNA level of Smad2, 3, and 7 in HSCs (P<0.01). Danshensu down-regulated the
mRNA level of Smad2, 3 (P<0.05) and up-regulate the mRNA level of Smad7 in HSCs
induced by TGF-B1 (P<0.05). CONCLUSION: Danshensu inhibits the activation and
proliferation of HSCs through down-regulating the expression of TBR I and II
located in cellular membrane of HSCs. Danshensu suppresses the activation of
HSCs, and also inhibits the activation of HSCs stimulated by TGF-B1 through up-



regulation of Smad7 mRNA and down-regulation of Smad2, Smad3 mRNA
expression in HSCs.</FONT>
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