
Sir,
data about hepatitis C virus (HCV) infection

in patients with hematologic malignancies are
fragmentary and poor,1-4 and concern patients
who were previously treated (chemotherapy
and/or transfusion) for their disease. Angelucci
recently confirmed in this journal5 that HCV in-
fection is one of the major clinical problems of
patients with thalassemia who began transfu-
sional therapy before HCV screening tests beca-
me available. To our knowledge, the prevalence
of HCV antibodies performed at the onset of
disease in patients with hematologic malignan-
cies has never been reported in the literature.

Zignego et al.6 and Bartolomé et al.7 demon-
strated that HCV is able to infect mononuclear
blood cells; in addition, a role for HCV infec-
tion in the pathogenesis of Waldenström’s ma-
croglobulinemia and type II cryoglobulinemia
has been suggested by Santini et al.8 and by
Agnello et al.9 Recently, Ferri et al.10 reported a
high prevalence of HCV infection in a series of
50 patients with non-Hodgkin’s lymphoma
(NHL).

These data prompted us to investigate retro-
spectively the prevalence of HCV antibodies
among the 300 patients with lymphoproliferati-
ve disorders who were admitted to our Hema-
tology Department between 1985 and 1990.

The population studied included 170 patients
with malignant lymphomas (150 NHL and 20
Hodgkin’s disease [HD]), 90 with plasma cell
dyscrasias (PCD), 40 with chronic lymphocytic
leukemia CLL). At admission only two patients
presented a previous history of blood product
transfusions or jaundice. Liver function tests

were investigated in all these patients at diagno-
sis. All sera (collected at diagnosis, frozen and
stored at –40°C) were tested for anti-HCV anti-
bodies using a commercial enzyme linked im-
munosorbent assay (Ortho HCV Elisa test Sy-
stem, second genaration, Raritan, NJ). The me-
thods and evaluation of results were performed
according to the manufacturer’s instructions. In
order to define the specificity of the results ob-
tained by Elisa, reactive sera were also investiga-
ted by a second-generation (four-antigen) re-
combinant immunobinding assay (RIBA 2,
Chiron Corp., Emeryville, CA) and Ortho Dia-
gnostic System. Sera were classified as positive,
negative and indeterminate on the RIBA assay
according to manufacturer’s criteria. The preva-
lence of anti-HCV in the 300 patients with lym-
phoproliferative disorders was compared with a
control group of 3,108 blood donors (matched
for age and sex), coming to our hospital’s Tran-
sfusion Center. For statistical analysis we used
Fisher’s exact test and the chi-square test. The
prevalence of HCV antibodies in the 300 pa-
tients with lymphoproliferative disorders are
summarized in Table 1. At diagnosis fifty-seven
(19.7%) of these patients showed anti-HCV an-
tibodies, 226 (75%) were non reactive and 17
(5.6%) were indeterminate. The prevalence of
anti-HCV antibodies in this cohort of patients
was therefore 19.7%; the prevalence of anti-
HCV positivity was 1.7% in the control group,
(p<0.001). Liver tests showed increased transa-
minases at diagnosis in 12/57 (21%) anti-HCV-
positive and in 11/226 (4.8%) anti-HCV-nega-
tive patients.

In sumamry, this study revealed a high preva-
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lence of anti-HCV antibodies (19.7%) among
patients with lymphoproliferative disorders as
compared with the control group of healthy
blood donors (1.7%). We can exclude the idea
of false positive results suggested by some au-
thors2 since all the cases in our study reported
as positive were confirmed by the RIBA test.
Recently, Zignego et al.6 demonstrated that
HCV infects blood mononuclear cells, that viral
replication probably occurs in these cells, and
that HCV can be found in T and B lymphocy-
tes. These data are very interesting and may
suggest that HCV could perhaps play a role in
the pathogenesis of lymphoproliferative disor-
ders. In fact, since HCV primarily infects hepa-
tocytes, it is now well documented that there is
a strong association between HCV infection
and the development of hepatocellular carcino-
ma (HCC). However, the presence of cirrhosis
in most cases of HCV-related HCC may indica-
te an indirect role for HCV in carcinogenesis. 

Recently, a high prevalence of HCV infection
was reported in two small groups of patients
with Waldenström’s macroglobulinemia8 and
type II cryoglobulinemia.9 These authors postu-
late a role for HCV in the pathogenesis of these
two conditions. Persistence of HCV in the im-
mune system could also play a role, either di-
rectly or indirectly, in the pathogenesis of lym-
phoproliferative disorders.8 While far from be-
ing conclusive in this matter, our results
demonstrate that the prevalence of anti-HCV
antibodies was very high in 300 patients with

lymphoproliferative disorders at diagnosis. It
must be emphasized that in our study polyme-
rase chain reaction (PCR) was not employed to
detect HCV-RNA, and therefore the prevalence
of HCV infection may be underestimated in
our patients group. Moreover, Zaaijer et al.11 in
their study on the reliability of HCV-PCR reve-
aled that only 16% of participating laboratories
performed this technique faultlessly. Therefore
even studies that made use of PCR may not be
trustworthy.

In conclusion, we believe that our study the
need to investigate HCV infection in patients
with lymphoproliferative disorders. The findin-
gs presented here, if confirmed in a larger num-
ber of patients, could also provide a basis for
studying the hypothetical role of HCV in the
pathogenesis of lymphoproliferative disorders.
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Table 1. Prevalence of serum HCV antibodies in 300 in lymphoproliferative
disorders.

Anti-HCV NHL HD PCD CLL

Pos 57 (19.7%) 38 (25%) 2 (10%) 15 (16%) 2 (5%)

Neg 226 (75%) 99 (66%) 17 (85%) 72 (80%) 38 (95%)

Ind 17 (5.6%) 1 (5%) 3 (3%) 0

Tot 300 150 20 90 40

NHL: non-Hodgkin’s lymphoma; HD: Hodgkin’s disease; PCD: plasma cell dyscrasias;
CLL: chronic lymphocytic leukemia; Pos: positive; Neg: negative; Ind: indeterminate




