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Treatment Options in the Management of Thrombocytopenia in Patients Infected with HCV
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Thrombocytopenia (platelet count < 80,000/mm?3) in
patients with chronic hepatitis has been associated with two
factors: thefirst ishypersplenism resulting from splenomegaly
in portal hypertension [1]. The spleen continuously
sequesters one-third of circulating platelets, so that
splenomegaly increases the fraction of platelets trapped in
the splenic sinusoids, especially when resulting from passive
congestion or an increase in venous portal pressure [1].
Hypersplenism seems to be the most common cause of
thrombocytopenia associated with liver cirrhosis and portal
hypertension.

The second mechanism is related to the decreased
production of thrombopoietin, a hormone produced by
hepatocytes, which regulates the development of the
megakaryocyte. In cirrhosis, dueto the reduction in the mass
of functioning hepatocytes, there can be a reduction of
thrombopoiesis in the bone marrow, leading to
thrombocytopeniain the peripheral blood [1].

In somessituations, patientswho are otherwise eligiblefor
HCV treatment with interferon and ribavirin cannot be so
treated because their platelets counts are low, which
jeopardizesthetreatment [2,3].

Nevertheless, hepatitis C patients treated with interferon and
ribavirin also present a drop in the platelet count as a side
effect[2,3].

Thereisasyet no treatment consensusin theliteraturefor
the management of these patients. Wetherefore present some
related studiesthat address the management of these patients,
in the pre-treatment and intra-treatment phases.

Patientsreceiving interferon alphaor peginterferon alpha
can present a 30-50% reduction in the baseline platel et count,
and adose reduction isnecessary in approximately 4% of the
patients [2,3]. We should consider possible reduction of the
dose when platelet counts drop to < 50,000/mmé, and
discontinuation of treatment when < 25,000/mm?.

When using peginterferon alpha-2, the weekly dose can
be reduced from 180 ug to 135 ug, or even to 90 ug. While
using peginterferon al pha-2b, the weekly dose can be reduced
from 1.5 ug/kgto 1.0 ug/kg, or evento 0.5 ug/kg [2,3].

Human recombinant interleukin (IL)-11 (oprelvekin,
Neumega®; Wyeth Laboratories, Collegeville, PA, USA) can
be used as a way to stimulate the increase in the number of
platelets at a dose of 5 pug/kg/day, subcutaneoudly, initialy
for 7 days. If necessary, maintenance can consist of 1 to 3
doses per week during HCV drug therapy, similarly towhat is
recommended for filgrastim (granul ocyte colony-stimulating
factor) [4].
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Administration of IL-11 has multiple effects on the
hematopoietic system, specifically promoting the proliferation
and maturation of megakaryocytes and inducement of
neutrophiliaand thrombocytosis[5].

In patients with cirrhosis, its use should be restricted to
those with Child-Pugh classA or B cirrhosis[5].

In a study conducted by Ghalib et a. [6], none of the
patients presented increased platelet counts until day 4 of
daily use of the medication, and the maximal therapeutic
response was observed near day 13 (Figure 1). At 6 to 8 days
after theinitiation of treatment, 89% of the patients presented
duplication of theinitial number of platelets, and 78% of the
patients presented platel et counts > 80,000/mm?,

Another treatment option for thrombocytopenia in these
patientsis splenic embolization.

Figure 1. Ratio between platelet counts and duration of
treatment withinterleukin-11.
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Splenic embolization should preferably be performed with
injection of polyvinyl alcohol particles between 355 and 500
pm (Trufill PVA Embolization Particles, Cordis Corp., Johnson
& Johnson Co., Miami Lakes, FL, USA) into the splenic artery
and should not exceed an embolization volume of 30% of the
initial spleenvolume([7].

The most severe complications after embolization can be
ascites, thrombosis of the splenic vein or portal vein,
spontaneous bacterial peritonitis, and splenic abscess.
Abdominal pain and fever are typically present post-
embolization [8].

Splenic embolization presented 50% of complication in
embolizations < 30% of splenic volume, whereas, in
embolizations > 30%, 100% of the patients presented
complications[9].

Abdominal computed tomography scans can be performed
2 to 3weeksafter embolization for assessment of effectiveness
of the procedure and to identify complications[10].
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All patients should be previously vaccinated against
pneumococci before embolization. In addition, antibiotic
therapy should be initiated and maintained during
hospitalization of the patient. We suggest the use of cefotaxime
and ampicillin in these cases [11]. The combined treatment
with interferon and ribavirin should not be initiated or re-
initiated until 8 weeks after splenic embolization[12].

The use of human recombinant interleukin-11 (IL-11)
(oprelvekin) and splenic embolization are both feasible
treatments for these patients, taking into account the
characteristics of theindividual health carefacilitiesat which
thefollow-up treatment isadministered.
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