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Regulatory effects of 3 kinds of antifibrotic cytokines on activity of transforming growth factor-p, gene promoter
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ratory Medicine, Eastern Hepatobiliary Hospital, Second Military Medical University, Shanghai 200438, China)

[ABSTRACT] Objective: To study the regulatory effects of antifibrotic cytokines, interleukin 10 (IL.-10), hepatocyte growth
factor (HGF), and interferon-gamma (IFN-y) on activity of transforming growth factor-8; (TGF-8;) gene promoter, so as to
assess the antifibrotic mechanism of cytokines. Methods: Sequence —1328-+812 of TGF-B, gene, which contains the —509 C>
T polymorphism, was selected as putative promoter. The recombinant constructions containing —1328-+812 of TGF-f, gene
and CAT reporter gene (phTGF2. 14T, phTGF2. 14C) were constructed and transfected into HepG2 cells with liposomal trans-
fection method, then the transfected HepG2 cells were treated with I1L-10(4 ng/ml). HGF(10 ng/ml) or IFN-y(20 ng/mD).
Reporter gene activity was analyzed by ELISA. Results: Reporter gene activity in cells transfected with phTGF2. 14C was sig-
nificantly higher than those transfected with phTGF2. 14T (P<C0. 01). IFN-7 significantly inhibited the reporter gene activity in
HepG2 cells transfected with phTGF2. 14C or phTGF2. 14T(P<C0. 05) ; HGF significantly increased the reporter gene activity
in cells transfected with phTGF2. 14C (P<C0. 05). IL-10 had no effects on the activities of cells transfected with phTGF2. 14C
or phTGF2. 14T. Conclusion: C allele at —509 can increase the promoter activity of TGF-B, gene in HepG2 cells. The antifibrot-
ic effect of IFN-y might be related to its inhibitory effect on the putative promoter activity of TGF-B; gene; the antifibrotic
effects of HGF and IL.-10 may not be through regulation of TGF-beta, gene transcription.
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Fig 1 Electrophoresis of recombinant constructions
containing putative promoters and —509C>T variants
from TGF-f,; gene after restriction enzyme digestion
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Fig 2 MTT results of HepG2 cell proliferation

after IL-10(A) ,HGF(B) ,and INF-y(C) treatment
* P<C0.05,** P<<0.01 vs 0 ng/ml group;n="9,7+s
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Fig 4 Influence of cytokines on CAT expression in HepG2
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