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INTRODUCTION

Human hepatitis B virus (HBV) is a compact, palyial
double-stranded, enveloped, deoxyribonucleic adiNA)
virus; member of the hepadnaviridae family, of apmnately
3,200 nt. HBV infection is world wide spread anad¢ansidered
a major public health problem, with an estimatioh 3®0
million people chronically infected. The HBV remies in the
liver leading to hepatic dysfunction. PersistentvHBfection is
associated with the development of chronic livesedse,
including cirrhosis and hepatocellular carcinof@anem and
Prince, 2004)

Among the many viruses that are known to infect the
human liver, hepatitis B virus and hepatitis C si(tHCV) are
unique because of their prodigious capacity to eqessistent
infection, cirrhosis, and liver cancer. HBV is ngtapathic
viruse and thus immunologically mediated eventsy pda
important role in the pathogenesis and outcomaisfibfection
(Guidotti and Chisari,2006).

As the treatment for chronic hepatitis C virus atien
has improved over the last 2 decades, the numiatwnts for
whom therapy fails has declined substantially. Heavemore
than half of patients with HCV infections fail taclaeve a
sustained virological response (SVR) to pegylategrferon
(PEG-IFN) and ribavirin (RBV{Gara and Ghana, 2012).
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Subjects for whom combination therapy fails are a
heterogeneous group and include individuals whoeegpce
virological breakthrough (detectable HCV RNA(ribateic
acid) in serum during therapy after the achievernéan initial
response) or virological relapse (the reappearahECV RNA
in serum after the discontinuation of treatment athe
achievement of an end of-treatment response) a$ agel
individuals who fail to achieve an initial virolagdl response
[i.e., partial responders>2-log IU/mL decline in HCV RNA
from the baseline to treatment week 12 but detéstbdlCV
RNA at week 24) and null responder24og IU/mL reduction
INHCV RNA from the baseline to treatment week 12]
(Shiffman et al., 2007).

The reasons for treatment failure are not well ustded.
Until recently, retreatment options were limited feersons for
whom a PEG-IFN/RBV regimen failed. Studies evahgti
retreatment with PEG-IFN and RBV yielded SVR ratésnly
6% to 9% in partial and null responders and 33%ptior
relapsers with an HCV genotype 1 infectiQiensen et al.,
2009).

In comparison with standard therapy, a higher dafse
PEG-IFN as induction therapy had no effect on eithe end-
of treatment response rate or the SVR rate. Howewxgending
therapy to 72 weeks resulted in a marginal increasee SVR
rate from 9% to 16%, primarily because of the prévom of

-2-
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virological relapse. Similarly, a different prepaoa of
interferon, consensus interferon, was minimallgetive (Gara
and Ghana, 2012).

Occult hepatitis B virus (HBV) infection (OBI) isne of
the most challenging topics in the field of viradatitis with its
virological and clinical relevance being debatedrfwre than
30 years. Initially described in the late 19709gs tform of
hepatitis B infection has now been further charssmd. In
particular, in the last 10 years the applicatiohighly sensitive
molecular biology technigues has resulted in theidation of
its virological features and possible clinical imgpkion
(Hollinger, 2008).

Occult hepatitis B virus infection is characterizedthe
persistence of HBV DNA in the liver and serum adliinduals
negative for HBV surface antigen (HBsAgQ). Recentada
demonstrated that occult HBV may exist in the hepges as a
free genome, its molecular basis being relatethéddng term
persistence in the hepatocyte nuclei of the vi@latently-
closed-circular DNA, a replicative intermediate ttisarves as
template for gene transcriptigRaimondo et al., 2007).

The European Association for the study of the liver
(EASL) defined occult hepatitis B virus infectio®Bl) as the
“presence of hepatitis B virus (HBV) DNA in the éiv(with
detectable or undetectable HBV DNA in the serum) of
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individuals testing hepatitis B surface antigen ¢AB)
negative by currently available assay@tana et al., 2011).

On the basis of the HBV antibody profile, occulphgtis
B infection may be distinguished as:

a. Seropositive-OBI  (anti-HBc and/or  anti-HBs
positive).

b. Seronegative-OBI (anti-HBc and anti-HBs negative).

In seropositive-OBI subjects, serum HBsAg may bexom
negative either following the resolution of acutephtitis B
(thus, after a few months of HBsSAg carriage) oemaftears of
chronic HBsAg positive infectiofChen et al., 2002)

The seronegative-OBI cases might have either
progressively lost the hepatitis B specific antilesd or
theoretically, the individual may have been hemabt specific
antibody negative from the beginning of the infeati
(Michalak et al., 2004).

Occult HBV has important clinical implications suab
transmission through blood transfusion, reactivatio the
setting of immunosuppression and interference vgpatitis C
treatment. To date, there is little date pertairimthe treatment
of occult HBV outside of the setting of chemothgrapduced
HBV reactivation(Paul and Kenneth, 2010).
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The presence of occult hepatitis B, with its added
deleterious effect, must always be considered inorah
hepatitis C patients especially those with flarévar enzymes;
HBsAg should not be used alone for the diagnosisiBV
infection(Selim et al., 2010).

The probable impact of occult HBV in patients with
chronic HCV infection has been previously invesiggband the
evidence suggests a possible correlation with loesponse to
anti-viral treatment, higher grades of liver hisgical changes,
and also developing hepatocellular carcinoma. Hanen the
absence of conclusive results, further studies lshde
conducted to absolutely assess the impact of odd@V
contamination on the HCV related liver disedbsbibollahi
et al., 2009).




