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LETTER TO THE EDITOR

Autoimmune haemolytic anaemia due to
chronic hepatitis C virus infection treated with
prednisone, pegylated interferon and ribavirin

Dear Editor,

Chronic hepatitis C virus (HCV) infection has been
associated with various extrahepatic manifestations,
including autoimmune cytopenias.' Primary autoimmune
haemolytic anaemia (AIHA) has been reported as an
unusual extrahepatic manifestation.?

Combination therapy with pegylated interferon (PEG-IFN)
and ribavirin (RBV) is the current treatment of choice for
chronic HCV infection.? However, this therapeutic regimen
can exacerbate underlying autoimmune disorders and
may result in a significant anaemia.* Though extrahepatic
manifestations usually necessitate HCV treatment, the
patient with ATHA as an extrahepatic manifestation of
HCYV infection represents a therapeutic dilemma.

We saw a 29-year-old man of Afghanistan origin with
chronic HCV infection, with HCV RNA of 1.3 x 10°
copies/ml, genotype 1b. Laboratory evaluation revealed
moderately increased transaminases (ASAT 63 U/,
ALAT 155 U/l). Test results for HIV and hepatitis B were
negative. A percutaneous liver biopsy showed mild chronic
inflammation, without signs of fibrosis.

A few months after initial assessment, the patient developed
jaundice. Blood tests showed a marked drop in haemoglobin
level (from 9.6 to 6.6 mmol/l), macrocytosis (MCV 99 fL)
and reticulocytosis (398 x 10%/1), associated with an elevated
indirect bilirubin (34 pmol/l) and lactate dehydrogenase
(393 U/l) and a low haptoglobin (<o.20 g/l). A direct
Coombs test was positive for IgG. Based on these findings,
a diagnosis of Coombs-positive AIHA was made.

The patient received folic acid and prednisone (60 mg/
day), which was gradually tapered over a period of five
months. Within three weeks his anaemia improved (Hb
9.2 mmol/]) and there was no recurrence of AIHA after
discontinuation of prednisone.

Directly after prednisone therapy, the patient started
HCV treatment with PEG-IFN alfa-2a (180 ng/week) plus
RBV (1000 mg/day) for 48 weeks. During this period the
patient’s lowest haemoglobin level was 7.9 mmol/l and
dose reduction was not required. The patient successfully
achieved a sustained virological response. When last

Figure 1. Chronological changes in haemoglobin
levels (Hb) and lactate dehydrogenase (LDH) in
relation to treatment with prednisone ans pegylated
interferon (PEG-IFN) plus ribavirin (RBV)
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seen, the patient was well and had neither signs of HCV
infection, nor of ATHA.

HCV infection is a common cause of progressive liver
disease. In addition, chronic HCV infection has been
associated with a variety of extrahepatic manifestations,
including autoimmune disorders. During the past decade,
several authors have described the relationship between
chronic HCV infection and autoimmune cytopenias.’
Primary AIHA has been reported as an unusual, but
recognised extrahepatic manifestation.?

The current best treatment of choice for chronic HCV
infection is PEG-IFN plus RBV. However, this treatment
combination has a high incidence of haematological
side effects. RBV causes a dose-dependent reversible
haemolytic anaemia. PEG-IFN may contribute to anaemia
by suppressing haematopoiesis.* Recently, a few case
reports have described the occurrence of severe AIHA
induced by PEG-IFN-RBV combination therapy.s® In
addition, PEG-IFN can exacerbate pre-existing autoimmune
disorders. As a consequence cytopenias and autoimmune
diseases are relative contraindications to HCV therapy.
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We considered the ATHA in our patient to be an
extrahepatic manifestation of chronic HCV infection. We
first initiated prednisone therapy, which led to complete
remission of AIHA. Subsequent antiviral therapy led to
sustained virological response, without recurrence of
ATHA. In conclusion, ATHA due to chronic HCV infection
can successfully be treated with prednisone therapy and
does not form a contraindication to antiviral treatment.
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