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Abstract

AIM: To identify the clonal origin of multinodular
hepatocellular carcinoma (HCC) and evaluate its
clinical implications.

METHODS: A total of 116 HCC nodules in 44
patients with multinodular HCC were evaluated
in the study. The expression of P53 and alpha-fe-
toprotein (AFP) in HCC was detected by immu-
nohistochemistry. The mutations in Bcl-10 gene
and the exon 7 of P53 gene were detected using
polymerase chain reaction-single-strand confor-
mation polymorphism (PCR-SSCP) and DNA
sequencing. Mitochondrial D-loop sequence
variation was analyzed using PCR and DNA
sequencing. These biomarkers were combined to
identify the clonal origin of multinodular HCC.

RESULTS: Of 44 cases of HCC detected, 22
were categorized as multicentric occurrence
(MO), and the remaining 22 were categorized as
intrahepatic metastasis (IM). Significant differ-
ences were noted in HBeAg, position of nodules,
cirrhosis, portal vein tumor thrombus and mi-
croscopic tumor thrombus, and differentiation
degree (Edmondson grading) of the major nod-
ule between patients with multicentric HCC and
those with intrahepatic metastatic HCC (P < 0.05
or < 0.01). The tumor-free survival and overall
survival of patients with multicentric HCC were
significantly longer than those of patients with
intrahepatic metastatic HCC (20.7 + 4.5 mo vs 6.3
+ 1.3 mo and 29.1 £ 4.4 mo vs 10.1 £ 1.5 mo, re-
spectively; P < 0.05 and 0.01). Multivariate anal-
ysis revealed that IM/MO was an independent
affecting factor for either tumor-free survival or
overall survival of HCC patients.

CONCLUSION: Multi-biomarker approach
permits identification of the clonal origin of
multinodular HCC. Patients with multicentric
HCC might have a more favorable outcome than
patients with intrahepatic metastatic HCC.

Key Words: Multinodular hepatocellular carcinoma;
Clonal origin; Clinical implication
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