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Abstract

AIM: To investigate possible role of antisense Smad4 RNA
in the regulation of Smad4 and ECM production in Ito cells
after blockade of TGF-b1 signal transmission by antisense
Smad4.

METHODS: A rat Smad4 cDNA (2.5 kb) was inserted in
reverse orientation into the adenoviral shuttle vector
pAdv5SR (+), and so pAdvATSmad4 was obtained.
PAdvATSmad4 was transfected, together with pJM17, into
293 cells by a liposome-mediated technique. We acquired
the recombinant virus (AdvATSmad4) containing the anti-
Smad4 gene by PCR detecting method. AdvATSmad4 was
amplified and purified and then introduced into the rat Ito
cell line CFSC.

RESULTS: The presence of antisense Smad4 RNA was de-
tected by RT-PCR. The expression of Smad4 and the pro-
duction of extracellular matrix were markedly decreased
in the antisense Smad4 transfected cultured cells by in
situ hybridization and immunohistochemistry.

CONCLUSION: Antisense RNA of Smad4 can be used suc-
cessfully to inhibit Ito cell activation, endogenous Smad4

mMRNA and extracellular matrix production, and may provide
a basis for the development of anti-fibrosis gene therapy.
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