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Human herpesvirus 8 (HHVS8) is a herpesvirus that is always
associated with Kaposi sarcoma. An enzyme-linked immunoenzymatic
assay was used to detect antibodies to the latent nuclear antigen
of HHVS in kidney transplant patients and kidney transplant
candidates from Tunisia. A significantly high HHV8 seroprevalence
was documented; 17% of kidney transplant patients and 23% in

kidney transplant candidates were seropositive. This is a first
report of HHVS8 in Tunisia.

Human herpesvirus 8 (HHVS8) is a member
of the Herpesviridae family, Gammaherpesvirinae
subfamily! and was identified for the first time
in 1994.> Emerging evidence suggests that HHVS
may be transmitted through sexual contact, saliva,
and blood transfusion.*> Many people infected
with HHV8 never develop the disease, suggesting
that some form of equilibrium usually exists
between the virus and the immune system.%”
Immunocompromised individuals, such as people
infected with human immunodeficiency virus
or transplant recipients, may develop Kaposi
sarcoma (KS). The prevalence of KS after kidney
transplantation varies significantly in different
geographic areas, supporting the theory of racial
or environmental factors in its pathogenesis.®
In fact, posttransplantation KS mainly affects
patients with Mediterranean, black African, or
Caribbean origins.

Given the increased risk of KS in immuno-
suppressed organ transplant patients, we
investigated the seroprevalence of HHVS in
kidney transplant recipients and kidney transplant
candidates from Tunisia. This is the first report of
HHV8 in kidney transplant recipients and dialysis
patients from Tunisia. The study population
consisted of 127 participants, including 60 healthy
Tunisians recruited from dentistry clinics (control
group), 26 hemodialysis patients, and 41 kidney
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transplant recipients evaluated between may 2008
and April 2010 at the military hospital of Tunisia.
Follow-up visits were scheduled every month
during the first year after transplantation and every
3 months subsequently, and the main inclusion
criterion for participation in this study was that
patients should have reached the clinically stable
stage following kidney transplant surgery after
3 postoperative months. The dose, duration, and
timing of immunosuppresive therapy were carefully
adjusted as necessitated by the clinical status of
each patient. Serum samples were collected from
all study participants and was stored at -20°C.
All the samples were tested for HHV8 antibodies
with the use of an enzyme-linked immunoassay
(HHVS8 immunoglobin G immunoenzymatic
assay, Biotrin International, Dublin, Ireland),
according to the manufacturer’s instructions.
Demographic information, including gender and
age, are shown in the Table.

The data showed that the association of HHV8
seropositivity was higher in kidney transplant
recipients (17%) and in kidney transplant candidates
(23%) when compared with HHVS seropositivity in
the healthy individuals (5%). The observed HHV8
seropositivity in end-stage renal disease patients
was higher compared to those in North America
and Europe. In fact, this seroprevalence in kidney
transplant recipients is 0.6% in Spain, 2.1% in France,
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Demographic and Clinical Data of Participants

Kidn Kidn
H.eglthy Tran(ispTZnt TranipTZnt
Parameter Individuals N .
(n = 60) Patlents Camﬂdates
(n = 26) (n=41)
Sex
Male 26 22 23
Female 34 4 18
Age range, y 7 to 67 12 to 60 10 to 67
Mean age, y 39 40 29
Anti-HHV8* 5 17 23
Kaposi sarcoma 0 0 0
*P =001

4% in Greece, 14.8% in Italy, 7, 6% in Belgium, and
more than 1% in Canada.!®!* The Middle East is
reported to be a highly prevalent region for the
incidence of posttransplant KS."> Reports from Saudi
Arabia, Egypt, and Turkeyindicate a high incidence
of this disease.'®'® Based on seropositivity for HHVS,
3 areas have been defined in the world!’: those
regions with seroprevalence rates less than 5%,
like North America and northern parts of Europe;
regions with intermediate seroprevalence, ranging
from of 5% to 20%, like the Mediterranean and the
Middle East; and regions with high seroprevalence
rates more than 50%, such as Africa and Amazon.
The low rate of HHV8 (5%) in the control group
of this study suggest that Tunsia is classified into
the low-prevalence region group.

Human herpesvirus 8 is an etiological factor
associated with KS, one of the most common tumors
to occur in kidney transplant recipients.?’ The risk
of posttransplantation KS is 23% to 28% among
seropositive patients compared with 0.7% among
seronegative patients. Since 1993, of 162 patients
who have received a kidney transplant at our
hospital only 1 patient has developed KS (0.6%).
This patient was a male aged 41 years, transplanted
in 1993 with a kidney from a cadaveric donor and
developed KS after 6 years in 1999. Reduction of
immunosuppressive therapy in this patient led to KS
regression. The reported incidence of posttransplant
KS ranges from 0.5% to 5%, depending on the
patients, country of origin, and the type of organ
received, mainly after kidney transplantation.'
Previous studies showed a prevalence of 0.3%
in Belgium, 25% in Italy, 0.5% in Spain, 0.7 % in
Greece, and 4% in Iran.!'>?® Therefore, even if after
the transplantation, the seroprevalence of HHVS
is increased, the main risk factor is the infection

before transplantation.? There is some evidence
that KS can regress when the immunosoppressive
therapy stops.?® A study from Italy of 1844 kidney
transplant patients showed a 113-fold increased
risk for KS.?

In conclusion, our results indicate that HHVS8 anti-
body prevalence is low in the general population of
Tunisia. In contrast, this prevalence is increased in
kidney transplant recipients and kidney transplant
candidates. If immune suppression increases the
rate of HHVS antibody positivity as a result of
increased viral replication in infected individuals,
it may be possible that current serological assays
underestimate the true prevalence of HHVS in
the nonimmunocompromised general population
(control group). Thus, the establishment of a
policy of systematic screening of donors and
recipients is necessary for prevention of the
development of HHVS8-associated posttransplant
complications.
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