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Introduction

Hepatocellularcarcinoma(HCC) is consideredthe most
common type of liver cancernowadays,actually fifth in
place, and comes in third place worldwide as regards
mortality ratein cancerpatientsin general. Among the well
known risk factors that predisposeto HCC are chronic
infection with hepatitis C (HCV) or hepatitis B (HBV),
excessivealcohol consumption,exposureto aflatoxin B,
obesity and nonalcoholic steatohepatitigNASH) due to
diabetegMcGlynn etal., 2011)

Chronicliver patientsat the stageof extensivefibrosis
or cirrhosis are most prone to develop HCC. Close and
accuratemonitoring of such patientsis mandatoryto allow
proper detection and management as soon as possible
aimingfor a quick eradicatiorof the diseas€Raphaelet al.,
2012)

Advanced glycation end products (AGEs), group of
heterogeneougreversible adducts,result from processof
non-enzymatiglycationof nucleicacids,proteinsandlipids
(Singh et al., 2001).AGEstargetto acceleratenflammatory
reaction when they conjugate with their full-length

membranebound receptor,receptorfor advancedglycation
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end products, well known as RAGE (Hyogo and
Yamagishi.,2008).

RAGE belongsto the immunoglobulin family and
structurally is considered as a multiligand receptor.
Generatiorof reactiveoxygenproductsandproinflammatory
cytokine occur as a result of AGE binding to the ligand
receptorthroughinitiation of cell signalingpathways(Riehl
etal., 2009).

Advancedglycation end products (AGEs) and their
receptor(RAGE) systemwererecentlyfoundto be involved
in variousdiseaseslueto the oxidative stressjnflammatory
and thrombogenic reactions they elicit when engaged
together. Among these diseases or disorders are
cardiovascular disease, inflammatory and autoimmune
disorders, neurodegenerativediseases, cancer growth,

metastasiandof coursediabetegYamagishietal., 2010).

As theliver is the organthatcatabolizesandgetsrid of
circulating AGEs (Basta et al., 2011), any damageto it,
including liver cirrhosis and NASH, may lead to the
deviationof the AGE-RAGE axis and may be a crucial

turn pointfor liver carcinogenesigHiwatashi etal., 2008).
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Interestingly,otherisoformsof RAGE were detected,
truncatedsolubleisoforms (SRAGE), and provedto havea
cytoprotectiveaction againstthe harmful binding effect of
AGE and RAGE. These isoforms contain the RAGE
extracellulardomainonly (Basta et al., 2011). Oneisoform
Is a resultof the full-length receptorwnhile the otherform is
dueto proteolytic cleavageof RAGE (Raucci et al., 2008).
Both forms are presentin humanserumand have ability to
bind to ligands and also bind to free AGEs preventing
harmful binding of ligands to surface RAGE, therefore
providing a protective role against hepatocellularinjury
(Sparveroetal., 2009).
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Aim of the Work

To assessthe diagnostic and predictive value of
soluble receptor for advancedglycation end products in
patientswith HCC in comparisonto patientswith chronic

liver disease.

~T
I
==



