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Abstract (limited to 4000 words):

Hepatocellular carcinoma (HCC) is a worldwide threat to public health,
especially in China, where chronic hepatitis B virus (HBV) infection is found
in 80-90% of all HCCs. The HBV-encoded X antigen (HBx) is a trans—regulatory
protein involved in virus—induced hepatocarcinogenesis. Although the
carboxyl—terminus—truncated HBx, rather than the full-length counterpart, is
frequently overexpressed in human HCCs, its functional mechanisms are not
fully defined. We investigated the molecular function of a naturally occurring
HBx variant which has 35 amino acids deleted at the C-terminus (tHBx A 35).
Genome—wide scanning analysis and PCR validation identified growth
arrest—specific 2 (GAS2) as a direct target of tHBxA 35 at transcriptional
level in human immortalized liver cells. tHBxA 35 was found to bind the
promoter region of GAS2 and attenuate its expression to promote hepatocellular
proliferation and tumourigenicity. Further functional assays demonstrated that
GAS2 induces pb3—dependent apoptosis and senescence to counteract

tHBx A 35-mediated tumourigenesis (J Pathology, 2015). As a a trans-regulatory
protein, tHBx A 35 need to bind Transcri-ption Factor(TF) to induce the
hepatocarcinogenesis. In the preliminary experiment, we screen the TF
according to the sequence of all the tHBx— bound target promoters including
GAS2 obtained from the data of ChIP-chip in the bioinformatics analysis
software, in which POUF3F2 appears to be a significant transcription factor.
Therefore, in this experiment,we will explore the functional mechanisms of
TF-mediate tHBx A 35 inducing hepatocarcinogenesis. Then, we will investigate
the relationship between TF(POUF3F2) and GAS2 silenced by tHBxA35 in the
level of cell. animal and clinic. Finally, we will recover further the
associations of them in the development of liver cancer,which will contribute
to provide a new therapeutic method for hepatocellular carcinoma.

Keywords: Truncated HBx (tHBx A 35) ; Transcriptional Factor (POU3F2); Target
Gene (GAS2):; Hepatocellular Carcinoma; Apoptosis
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