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Effects of TNF-o and IL-1 on expression and function of glucocorticoid receptor in rat

hepatocytes in vitro
WANG Jun-ping, SU Yong-ping ZHAO Jin-hong ZHOU Yan-hong, QIN Rong LIU Xian-hua (Ingitute of Combined Injurys Third Military Medical Uni-
versity, Chongqging 400038, China)

Abstract Objective To study the effects of TNF-a and II-1 on the expression and function of glucocotticoid receptor(GR) in rat hepatocytes
in order to investigate the mechanisn of glucocoticoid resistance induced by inflammatory cytokines. Methods Immunohistochemical methods were
used to detect the expression and translocation of GR from the cytoplasm to nucleuses of liver epithelial cell strain BRI-3A. Afier BRI-3A cells were
transfected with pM AMneo- chloramph enicol acetyltransferase (pMAM neo- CAT) repotter gene, the ability of GR-mediated gene transcription was mea-
sured by using glucocorticoid response element (GRE) reporter plasmid pMAMneo-CAT analysis system. Results After the stimulation of TNF-«
and 11-1 respectively, the expression of GR in the cytoplasn and nucleuses of BRL-3A cells were both down-regulated with more notable in the lat-
ter than in the former. The production of CAT contwlled by GR in BRI-3A cells with pMAMneo- CAT transfection was significantly decreased afier the
stimulation of TNF-a and I+ 1 in present of dexamethasone, and decreased furtherwhen TNF-a and 115 1 were combined. Conclusion  Both of TNF-
o and II-1 can decrease the expression and translocation of GR from the cytoplasm to the nucleuses of rat hepatocytes and then inhibit the transcrip-
tion activation of GR which may be one of the main reasons of glucocorticoid resistance induced by inflammatory cytokines.
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Fig 1 Intensive positive staining of GR protein in the cytoplasm and
nucleus of BRL:3A cells  (S-PX400)
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Fig2 Weak positive staining of GR protein in the cytoplasm and nu
cleus of BRL-3A cells cultured with TNF«  (S-PX400)
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Fig3 Weak positive staining of GR protein in the cytoplasm and nu

cleus of BRL-3A cells after IL-1 coculture (S-PX 400)
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Fig4 More light positive staining of GR protein in the cytoplasm and
nucleus of BRL-3A cells after the co-stimulation of TNF-a and
IL1 (S-PX400)
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Tab1 CAT amounts in pMAMneo- CAT-transfected BRL-3A cells cultured
with TNFa, IL-1 or their combination( n= 5. x = s)

Goup CAT( Ages)

Dex 0.497+0.01
TNFa-+Dex 0.3340.02 **
I I+ Dex 0.37+0.01 **
TNFa+ 11> 14 Dex 0.254+0.02 **

**. means P<<0. 01 vs nomal group
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