Hepatitis C Virusinfection in Saudi Arab
patients with B-cell non-Hodgkin’s
lymphoma

Mohammed S. Harakati, MB, FRCPC, Omalkhair A. Abualkhair, M, Bander A. Al-Knawy, MB, FRCPC.

ABSTRACT

Objective: The objective of the current study is to
determine the prevalence of Hepatitis C virus infection in

Saudi Arab patients with B-cell non-Hodgkin's
lymphoma.
Methods: Fifty-six unselected Saudi Arab patients with

B-cell non-Hodgkin's lymphoma were tested for the
presence of Hepatitis C virus antibodies using Elisa
immunoabsorbant assay 2.0. Positive and indeterminate
results were subjected to confirmatory testing using
RIBA-Hepatitis C virus 2.0. Two control groups were
utilized for comparison; the first is a group of randomly
selected general medical patients and heathy blood
donors; and the 2nd is a cohort of patients with
hematological neoplasms other than B-cell non-Hodgkin's
lymphoma. Patients with previous history of blood
transfusion or liver disease were excluded from the study.

Results: Twelve of the 56 B-cell non-Hodgkin's
lymphoma patients (21%) tested positive for Hepatitis C
virus antibodies. Only 3 out of 104 (3%) and 2 out of 41
(5%) patients tested positive for Hepatitis C virus
antibodiesin the first and 2nd control groups.

Conclusion: The results of this study indicate a higher
prevalence of Hepatitis C virus infection in Saudi Arab
patients with B-cell non-Hodgkin's lymphoma than in the
control groups. The prevalence of Hepatitis C virus
infection in the 2 control groups, in turn, seems to fall
within the estimated prevalence in the general population.
Keywords: Hepatitis C, lymphoma, non-Hodgkin's, B cell,
epidemiology.
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epatitis C virus (HCV) is the major etiologic
H agent of post-transfusion hepatitis and sporadic
non-A, non-B hepatitis’?2 Focus on HCV as a
possible factor in the pathogenesis of non-Hodgkin's
lymphoma (NHL) was prompted by the unequivocal
association between HCV and type Il mixed
cryoglobulinemia ~ (MC-II) which is a
lymphoproliferative disorder that can evolve into
frank B-cell lymphoma in a limited number of
patients.*® Ferri and associates postulated that HCV
could have an etiologic role to play in the
pathogenesis of B-cell non-Hodgkin's lymphoma (B-
NHL) after their detection of HCV antibodies or
genome in 34% of 50 unselected patients with B-

NHL.? Subsequently, there have been numerous
reports describing the association between HCV and
B-NHL in other cohorts of patients. Some of these
reports related this association to certain types of
lymphoma while others did not demonstrate any
relation of this association to the type of B-NHL.
Based on these observations, we conducted a
controlled study to determine the prevaence of HCV
infection in Saudi Arab patients with B-NHL. To the
best of our knowledge, thisis the first report to look
into this association in Saudi Arab patients.

Methods. The study was conducted at King
Fahad National Guard Hospital in Riyadh which is a
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tertiary care facility primarily serving the Nationa
Guard recruits and their families and other Saudi
citizens with diseases requiring highly specialized
health care including patients with malignant
diseases. All patients included in the study were
Saudi Arab Nationals.

Patients. Study Group: A total of 56 unselected
patients were included in the study. The inclusion
criteria were 1) unequivocal diagnosis of B-NHL; 2)
absence of history of blood component transfusion;
3) absence of past history of liver disease.

Control group (1). A total of 104 general medical
patients and healthy blood donors were randomly
selected and included in the study. Inclusion criteria
were similar to the study group with the exception for
not having B-NHL.

Control group (2). This group consisted of 41
patients with hematologica malignancies other than
B-NHL. Patients were excluded if they gave history
of blood transfusion or liver disease.

Pathological diagnosis of B-NHL. B-cell non-
Hodgkin’s lymphoma was diagnosed on the basis of
morphological evaluation of lymph node biopsies or
extranodal tissue in the case of primarily extranodal
disease. Histochemical staining and cell
immunophenotyping were carried out according to
the standard practice. The modified working
formulation classification for lymphomas was used
for grading the lymphoma.2

Assessment of HCV infection. Antibodies to
HCV were detected in patients sera using Hepatitis C
Encoded Antigen (recombinant ¢ 100-3, HC-31, and
HC-34) (Abbott HCV EIA 2.0, Abbott Laboratories
Diagnostic Division, USA).  Serum separation,
handling and testing were carried out according to
the standard practice and  manufacturer
recommendations. All positive and indeterminate
results were subjected to confirmatory testing using
the strip immunoblot assay for the detection of
antibodies to HCV (Chiron, RIBA-HCV 20
SIA,Chiron Corporation, USA).

Results. Patients characteristics. Study Group.
There was a total of 56 patients (40 males and 16
females) with a median age of 54 years (range 20-90
years). There were 7 patients with low grade
lymphoma, 46 patients with intermediate grade
lymphoma and 3 patients with high grade
lymphoma.

Control group (1). There was a total of 104
patients (68 males and 36 females) with a median age
of 54 years (range 20-88 years).

Control group (2). There was a total of 41
patients (28 males and 13 females) with a median age
of 46 years (range 16-77 years).

Results of HCV testing. Table 1 shows the
results of HCV testing in the 3 groups and in
different grades of lymphomain the study group.
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Table1- Prevalence of hepatitis C virusinfection in B-NHL patients and
the control groups.

Group No. of No. HCV- % HCV- P-value
patients positive positive

B-NHL 56 12 21.0

LG 7 1 14.0

IG 46 11 240

HG 3 0 0

Control (1) 104 3 3.0 <0.00005
Control (2) 41 2 5.0 <0.00005

No. - number; HCV - Hepatitis C Virus; B-NHL - B-cell non-
Hodgkin'slymphoma; LG - low grade lymphoma; |G -
intermediate grade lymphoma; HG - high grade lymphoma

Discussion. The high prevalence of HCV
infection among patients with B-NHL has been
described in several studies over the past 3 years.
Most of these studies originated from Italy.so11-14
Similar observations were also made in Japan and the
USA.5516  Data from the United Kingdom did not,
however, confirm this association raising the
possibility of some geographical variability1”® The
current study clearly demonstrates that the prevalence
of HCV infection in Saudi Arab patients with B-NHL
is higher than in the 2 control groups. Although the
exact prevalence of HCV infection in the Saudi Arab
population at large is unknown, 1-5% prevalence has
been suggested based on a limited number of
community based surveys and a larger pool of
healthy blood donors2 Thus, it seems that the
prevalence of HCV infection in the 2 control groups
falls within the estimated population rate. Available
data does not indicate an absolute predominance of
any particular lymphoma grade in association with
HCV infection despite the fact that the low-grade
category has probably been described more often
than the others in some reports.32t  |n our group of
HCV-positive lymphoma patients, the intermediate-
grade lymphoma predominates but it is likely that
thisis secondary to the larger number of patients with
this disease entity who have been included in the
study.

The association of HCV and B-NHL raises the
possibility that the virus plays a pathogenic role
through an unknown mechanism. As the vird
ribonucleic acid (RNA) genomic sequence can not be
integrated into the host genome, an indirect
mechanism of malignant B-cell transformation has to
be considered. Hepatitis C virus is known to be
hepatotropic and lymphotropic.22 The persistence
of HCV and its replicative intermediates in the
peripheral blood mononuclear cells, namely B and T
lymphocytes and monocytes, may result in chronic
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stimulation and expansion of the B-cells® which
may lead to polyclonal and later monoclonal
expansion of these cells. In support of this concept is
that, although HCV is not known to be an oncogenic
virus, it has recently been shown that both HCV non-
structural protein NS3 and HCV core protein are able
to induce cells to transform into tumerogenic
phenotype in nude mice and that HCV core protein
can regulate cellular protooncogenes at the
trancriptional level.3% A simpler aternative
mechanism by which B-NHL can develop in HCV-
infected subjects could be the existence of a common
factor such as an immune defect that predisposes the
subject independently to both HCV infection and B-
NHL. Evidence for the latter hypothesisis, however,
lacking. Little data is also available on HCV
genotype in patients with lymphoproliferative
disorders. Mazzaro and coworkers' reported a high
prevalence of the genotype 1b while Silvestri and
associates” reported a high prevalence of the
genotype 2ac in their HCV-positive B-NHL patients.
Others could not demonstrate any specific genotype
predominance.?# We have not tested for HCV
genotypesin our study .

The impact of HCV-infection on the clinica
behavior of the lymphoma is still not well-defined.
Silvestri and associates found that HCV-positive
NHL patients tend to be more symptomatic, have
more  organ  involvement, and  freguent
cryoglobulinemia® In addition, the disease was
more likely to evolve into a high-grade lymphoma.
The quality of life was described to be inferior in
patients with HCV infection than in noninfected
individuals despite similar duration of survival.
When extranodal involvement by the lymphoma
occurred in HCV-infected patients, the liver was not
usualy involved.1®

Although the prognostic and therapeutic
implications of the association between HCV
infection and B-NHL is still not certain, it might be
reasonable, however, to assume that the prevention of
virus transmission, or curing the infection may
invoke a new treatment strategy for patients with
HCV-associated hematological malignancies in a
manner similar to the regression of gastric B-NHL in
some patients following the eradication of
Helicobacter pylori by the use of appropriate
antimicrobial agents® This concept is supported by
the observation that alimited number of patients with
HCV-infection related B-NHL and cryoglobulinemia
had shown disease regression following interferon
treatment.273° Interferon could have produced this
effect through its cellular antiproliferative and viral
antireplicative activities.  Although these effects
seem to have been related to certain genotypes of the
virus and observed in a small number of patients, the
therapeutic potential for interferon seems appealing
in this setting and deserves further exploration.
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