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Marker Method Cutoff for % Positive Prognostic role
positdvity® cases
ple SSCP-PCR plé mutation 90.2 No significant prognostic role
ple MSP-PCR Promotor 58 Mo significant prognostic role
methylation
ple THC MNuclear 70 plée-positivity independently
expression predicted increased OS on
MVA
pPle IHC =8.4% 52.9 ple-positvity independently
predicted increased OS on
MWVA
p21 IHC =21% Mot reported No significant prognostic role
P21 THC Positive 33 Mo significant prognostic role
immunoreactivity
p27 IHC =10% 40,4 p27-positivity associated with
increased OS on UVA
p27 IHC =Median Mot reported p27-positivity independently
predicted increased OS on
MWVA
P27 THC =50% p27-positivity associated with
increased OS
p27 IHC =50% 283 p27-positdvity associated with
increased DFS
p27 IHC =>1.9% 48.6 p27-positdvity associated with
increased DFS (not OS)
p27 IHC =50% 259 p27-positivity independently
predicted increased OS on
MWVA
p27 IHC =50% p27-positdvity associated with
increased OS
p27 IHC =50% 49.4 p27-positivity independently

predicted increased DFS on
MWVA

ethylation-specific polymerase chain reaction; SSCP-PCR, single-stranded conformational poly-
owerall survival; DFS, disease-free survival; MVA, multivariate analysis; UVA, univariate analysis.
1e percentage of cells with positvely staining nuclei unless otherwise stated.
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Hepatocellular carcinoma (HCC) is the 5" commonest malignancy worldwide and is the
third most common cause of cancer-related death. The prevalence is different in the
world. The ability to predict patients at higher risk of recurrence and with a poor prognosis
would help to guide surgical and chemotherapeutic treatment according to individual risk.
As understanding of hepatocarcinogenesis has increased, the myriad of genetic and
molecular events that drive the hepatocarcinogenic disease process, including angiogenesis,
invasion and metastasis, have been identified. With advances in understanding of tumor
biology, interest in molecular biomarkers of carcinogenesis has grown, both in terms of
their prognostic significance and also their potential as therapeutic targets. Several molecular
markers with prognostic significance have been identified in HCC. Not only these molecules
may allow accurate prediction of prognosis of patients with HCC and allow targeting of
therapy, but they may also represent novel targets for therapeutic agents.

The aim of this review was to examine the current knowledge regarding the prognostic role
of the most important molecular biomarkers in HCC. In this article prognostic value of the
following molecular markers is discussed: tumor suppressor genes; oncogenes; cell cycle
regulators; apoptotic regulators; markers of angiogenesis; markers of invasion and
metastasis; growth factors and receptors; telomerase; markers of genomic instability;
aneuploidy and markers of microsatellite instability.
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