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Regulation of the extracellular matrix synthesis and degradation in liver fibrotic rats by

antisense TIMP,

ZENG Zhong, HAN Ben-li, DUAN Heng-chun (Department of Hepatobiliary Surgerys Southwest Hospital, Third Military Medical Universi-
ty» Chongging 400038 China)

Abstract: Objective To investigate the effects of antisense TIMP; on the interstitial collagen synthesis of fi-
brotic liver in rats. Methods Fibrosis was induced in the liver of rats with the injection of 60% CCl, and 5% alco-
hol . Recombinant antisense TIMP1 gene manmalian expression vectors were construct and infused into the fibrotic liv-
er of rats. The expressions of TIMP; mRNA, al (IID mRNA and pwotein were detemined by RT-PCR, ISH and im-
munohistochemistry . The semm levels of PCI , PC IIlin rats were detemined by RIA. Results Antisense TIMPi
gene could markedly suppress the expression of endogenous TIMP; mRNA in the transfected liver of rats(P<0.01).
The expressions of a1 (IID mRNA and protein decreased significantly in the transfected fibrotic liver of rats (P<<
0.01). The serum levels of PCI , PC [IImarkedly decreased in the transfected rats(P<<0.01). Conclusion An-
tisense TIMP1 gene can down-regulate the synthesis of interstitial collagen in the fibrotic liver of rats. The results give
a new clue to the management strategy for the treatment of the liver fibrosis.
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