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SIS A BT fE F R 2810, ek, 75 2 FhdE A
R HBV WA g, K2 LLC RN AERE, 0
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Fig. 1 HBYV X protein-regulated signaling transduction pathways
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A ARG A5 2 HBV Y BT 80IE v 28 1 280 1f)
HCC BEb I B 2R

4 HBV XTEi#H HCC AR E

41 HBV 2xXT5 HCC

WAMITFY %], HBV &%, JUILJE PreS
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HCC ({3057 5 B PR 250397, X 46 HBV 4% 5 02 4
AR SRR B P AN 58 A S e e 8 5 T i i AR

SUERN, BEMEAE HCC B ME k. £ HBV
Enh II / BCP/PC X ' T1753A. Al1762T. GI764A.
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ACH AR F AR W PR 9O0E ) HCC % 4k 1) 3 2
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Fig. 2 Relationship of environmental, epigenetic and genetic factors with HCC occurrence
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Possible Mechanisms of Malignant Transformation of Nonresolving
Inflammation Caused by Chronic Infection With Hepatitis B Virus

LI Zi-Xiong, ZHANG Qi, LIN Ji, HOU Xiao-Mei, ZHANG Hong-Wei, CAO Guang-Wen"™
(Department of Epidemiology, Second Military Medical University, Shanghai 200433, China)

Abstract Hepatocellular carcinoma (HCC), the second cause of cancer-related death in mainland China, is
mainly caused by chronic hepatitis B virus (HBV) infection. Genetic predisposition of human leukocyte antigen
class I contributes to the maintenance of chronic HBV infection. Nonresolving inflammation resulted from the
interaction of HBV and immune system is essential for the evolution of HBV and subsequent HCC occurrence.
Persistent and insufficient antiviral immunity positively selects HBV mutants. During the inflammation-promoting
carcinogenesis, genome of both HBV and hepatocyte experiences an evolutionary process of "mutation-
selection-adaptation". HBV mutations not only predict but also promote the occurrence of HCC. The integration of
HBV genome, especially in a form of the carboxylic-terminal truncated HBV X protein, not only promotes HCC
occurrence and metastasis, but also confers the resistance to antiviral treatments. Understanding the mechanisms by
which HBV induces hepatocarcinogenesis will lay the foundations for decreasing and postponing HCC occurrence
and metastasis in the HBV-infected subjects.
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