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New pathogenesis of persistent hepatitis B surface antigen expression
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Abstract: Persistence of hepatitis B surface antigen (HBsAg) isan important but difficult problem for the control
of viral hepatitis B. The aim of this study was to reveal the pathogenesis of HBsAg in hosts, and to provide
clues for development of new strategies for inhibition or clearance of HBsAg. Transcriptomic and proteomic
technologies were employed together with biological and molecular biological technologies to explore the
pathogenesis of hepatitis B surface antigen (HBsAg). In a model of HBsAg positive transgenic mice and
HBsAg expressing cell lines, compared to their control counterparts, several new pathogenic mechanisms were
observed. The major findings are: (1) HBsAg induced extracellular secretion of cyclophilinA (CypA), which was
associated with inflammatory responses in transgenic mice; (2) Proteomic results suggested that HBsAg played
a pro—apoptotic role through down—regulation of GRP78; (3) HBsAg induced marked up—regulation of the truncated
isoform of lymphoid enhancer-binding factor 1(LEF-1) in cells, which was unable to enhance tumorigenesis and
proliferative competence innude mice; (4) LEF-1 was found with higher incidence to localize in the nucleus in HBV
related HCC tissues and was speculated that HBsAg could stimulate proliferation and functional modification

of hepatocytes via LEF-1 through the Wnt pathway at the pre-malignant stage; (5) Alterations in carbohydrate,
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lipid and amino acid metabolism were induced by expression of HBsAg. The new finding of induced secretion

of CypA by HBsAg provides new target for inhibition of HBsAg; while the metabolic changes caused by

HBsAg expression suggest that by adjusting food habit and nutrition could benefit HBsAg positive hosts by

progressing to more favorable prognosis.
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TE, HBsAg ZH 1) V9 B 0k 7 e 6 ik 1 24
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pulldown S4B BB BOR I HBsAg 1] 5
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2.2 HBsAgSlEFMMNATHXAERRIESTH, BT
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SEHT LR IES 4 O i B A K
(R EA Rt S 1 S0 1 9 1 v/ N o S T S 4N
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T 4 5 DT BRUTE I B AR i 1R A8 4k, BRI IR A B
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