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Development of hepatocellular carcinoma
(HCC) in peginterferon and ribavirin HCV-
infected cirrhotic treated patients
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Dear Editor:

Antiviral therapy for chronic HCV has improved in the last
few years, particularly with the introduction of the pegylated
form of interferon and its combination with ribavirin (1). This
improvement has also been demonstrated in the group of pa-
tients with advanced disease (i.e. bridging fibrosis and compen-
sated cirrhosis). Despite the potential for serious adverse events
during therapy, particularly infections and cytopenias, antiviral

treatment is frequently started in this subgroup population, and
is also tried in the candidate for liver transplantation. In patients
with compensated cirrhosis, the major aim of therapy is to erad-
icate the infection and, in doing so, to prevent/revert the pro-
gression of disease and HCC development (2,3). Indeed, it has
been suggested that the prolonged suppression of viral replica-
tion might reduce hepatocyte turnover and subsequently the
risk of cancer (2,4,5).

We report two cases of patients who, in contrast to what is
typically observed, developed a hepatocellular carcinoma while
on antiviral therapy, after achieving a virologic response with
clearance of viral nucleic acid from the serum. In both cases,
the pre-treatment liver biopsy showed avanced hepatitis with
cirrhosis and, in both the infecting genotype was HCV 1b.
Treatment was followed by improvement in liver tests with
progressive reduction in transaminase levels and early virologic
response. However, an ultrasound performed in the 9" month of
treatment showed the development of an HCC, despite the viro-
logic response with negativization of HCV-RNA in serum at 3
and 6 months, respectively (Table I).

The incidence of HCC (5.5-15 per 100,000 population), con-
sidered the most common primary liver cancer in the world
(564,000 cases/year), is increasing worldwide mainly because

Table I.
BL ASTIALT GGTIFA a- FP VL us
PT 1.1 180/164 199/126 19.2 468,000 Normal
°m 2.7 143/113 265/126 D
Case 1 3°m 1.5 77/53 422/163 ND
6°m 2.5 71/47 771/380 ND
9°m 2 58/36 826/364 10.4 ND 2 tumors
1 year 2.3 51/28 573/471 ND HCC
PT 1.53 87/52 92/181 12.5 550,000 Normal
1°m 1.3 146/105 106/150 D
Case 2 3°m 1.3 83/47 90/191 9.7 D Normal
6°m 1.6 81/45 89/167 ND
9°m 1.3 121/78 115/191 7.8 ND Tumor

PT: pre-treatment; m: month; BL: bilirrubin level; AST: aspartate aminotransferase; ALT: alanine aminotransferase; GGT: gammaglutamyl transferase; FA: alcaline phospha-
tase; o-FP: a-fetoprotein; VL: viral load, Ul/ml; US: abdominal ultrasonography; D: detectable; ND: not detectable; HCC: hepatocellular carcinoma.
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of the dissemination of HCV infection. Cirrhosis, mostly of vi-
ral origin, is the strongest predisposing factor for its develop-
ment (6). In fact, once cirrhosis is established, screening of
HCC based on ultrasonography every six months, is recom-
mended in order to make an early diagnosis when a potentially
curative treatment is more likely. In addition, the elimination of
the cause responsible for liver disease, particularly HCV and
hepatitis B virus, might further prevent the development of
HCC among cirrhotic patients (6). Up to date, two meta-analy-
sis based on Japanese and European population have been pub-
lished that compare the incidence of HCC between interferon-
treated and untreated cirrhotic patients. Despite the fact that the
results were not fully conclusive, a lower incidence of HCC is
observed among virological and biochemical responders (2,3).

One less debated aspect in the literature is the development
of HCC in virologic responders (7). Thus, regardless of viral
clearance and, even though the treatment might induce fibrosis
regression, it is very important to continue screening for HCC
in cirrhotic patients on antiviral therapy. Screening in these pa-
tients should possibly be the same to that performed in other
cirrhotic patients, that is ultrasonography every 4-6 months (6).
Furthermore, from a clinical point of view, both examples raise
the issue of the potential complications in treated-cirrhotic pa-
tients which not strictly related with the administration of inter-
feron and ribavirin.

In conclusion, in HCV-treated cirrhotic patients, the
management of the frequent antiviral-related side-effects
should not let us forget about complications of the natural his-
tory of cirrhosis.

M. Iborra Colomino, V. Aguilera Sancho-Tello and
M. Berenguer Haym
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