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Pegylated interferon treatment of acute pericarditis
associated with acute hepatitis C

Akut hepatit C'ye eslik eden akut perikarditin pegile interferon ile tedavisi

Orhan KOCAMAN, Cem AYGUN, Tolga KONDUK, Altay CELEBI, Omer SENTURK,

Sadettin HULAGU

Department of Gastroenterology, Kocaeli University, Medical Faculty, Kocaeli

A 65-year-old female patient was admitted to our hospital with
the symptoms of chest pain, dyspnea and fatigue. She had
undergone a tooth extraction three months before. She took no
medication. Echocardiography revealed pericardial effusion.
The serum alanine aminotransferase (ALT) at presentation was
650 IU/L and aspartate aminotransferase (AST) was 600
1IU/L. Hepatitis C virus (HCV) RNA level was 150,000 IU/ml.
Genotype was 1b. Acute pericarditis was considered to be
caused by acute HCV infection. The patient was followed with-
out treatment. One month later, AST and ALT were found as 65
IU/L and 82 IU/L, respectively; there were symptoms of effort
dyspnea and fatigue. Echocardiography showed minimal
decrease in pericardial effusion compared to one month previ-
ously. HCV RNA level was again checked and found as 155,000
IU/ml. The patient was given pegylated interferon. One month
later, the pericardial effusion and related symptoms had disap-
peared. The pegylated interferon treatment was sustained for 24
weeks and HCV-RNA was found negative at the 3rd and 6th
months of the treatment and six months after the end of treat-
ment. We conclude that pegylated interferon may be offered to
patients with symptomatic acute HCV-related pericarditis.
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INTRODUCTION

Acute hepatitis C virus (HCV) infection is a rare
cause of acute pericarditis. Infections are believed
to account for the majority of pericarditis cases.
Most cases of acute pericarditis are viral or idio-
pathic and self-limited; however, other etiologies
should also be considered (1). Acute pericarditis
has many possible causes (2), including bacterial
infection, myocardial infarction, trauma, malig-
nancy, uremia, hypothyroidism, collagen vascular
disease, and the effects of certain drugs, notably

Altmugbes yasinda bayan hasta gogiis agrisi, dispne ve yorgun-
luk sikayetleriyle klinigimize basvurdu. Hikayesinde basvuru-
dan 3 ay énce dis ¢ekimi hikayesi vardi. Hastanin herhangi bir
ila¢ kullanimi yoktu. Ekokardiyografide perikardiyal effiizyon
saptandi. Ilk degerlendirmede alanin aminotrasferaz (ALT)
diizeyi 650 IU/L, aspartat aminotransferaz (AST) diizeyi ise
600 IU /L saptandi. Hepatit C viriisii (HCV) RNA'sinin kanti-
tatif degeri 150.000 IU / mL bulundu. HCV'niin genotipi 1b idi.
Akut perikardite sebep olan etiyolojik faktor olarak akut HCV
infekstyonu diigiiniildii. Hasta tedavisiz izleme alindi. Takibin
1. ayinda, AST ve ALT diizeyleri sirastyla 65 IU /L ve 82 IU/L
olarak bulundu. Hastanin efor dispnesi ve halsizlik sikayetleri
devam etmekteydi. Kontrol ekokardiyografide perikardiyal
efiizyonda minimal azalma mevcuttu. HCV RNA diizeyine
tekrar bakildi ve 155.000 1U /L bulundu. Hastaya pegile inter-
feron tedavisi baglandi. Tedavinin 1. ayinda yapilan kontrolde
perikardiyal efiizyonun ve ilgili semptomlarin kayboldugu
goriildii. Pegile interferon tedavisine 24 hafta devam edildi.
Tedavinin 3., 6. aylarinda ve tedavi bitiminden 6 ay sonra
yapilan kontrollerde HCV RNA diizeyleri negatif bulundu.
Sonug olarak, akut HCV infeksiyonuna sekonder gelisen semp-
tomatik akut perikarditin tedavisinde pegile interferon kul-
lanilabilir.

Anahtar kelimeler: Akut hepatit C, akut perikardit,
pegile interferon

hydralazine and procainamide. Autoimmunity
covers an important part in the findings of HCV
infection. Serological markers of autoimmunity,
especially rheumatoid factor, smooth muscle anti-
bodies (SMA) and antinuclear antibodies, are pre-
sent in approximately 90% of patients infected
with HCV (3).

The challenge in the treatment of acute HCV
infection is deciding whether the initiation of
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Treatment of acute hepatitis C-related pericarditis

antiviral treatment should be immediate or can be
delayed. Analysis of the acute course of HCV infec-
tion has demonstrated that a spontaneous clear-
ance of HCV RNA can occur within 2-3 months (4).
Thus, treating these patients within 2-3 months
may cause high therapeutic costs and unnecessar-
ily put them at risk for adverse events. The indi-
cations for early treatment of acute HCV infection
remain unknown at present.

In this paper, we report a case with acute HCV-
associated pericarditis in whom resolution of peri-
carditis-related symptoms and findings was
achieved with pegylated interferon (peg-IFN) alfa-
2a.

CASE REPORT

In January 2006, a 65-year-old female patient pre-
sented with chest pain, dyspnea and fatigue.
Physical examination revealed decreased heart
sounds. She had a history of tooth extraction three
months before. The patient was a housewife. She
did not smoke, drink alcohol, or use illicit drugs.
Serology for hepatitis A, B and C, acute infection
of cytomegalovirus, herpes simplex virus, Epstein-
Barr virus and toxoplasma was negative.
Hepatitis C virus RNA by means of polymerase
chain reaction was 150,000 IU/ml. Genotype was
1b. Standard blood tests including hemogram,
serum ferritin, ceruloplasmin, and coagulation
tests as well as serum protein electrophoresis and
albumin were within normal limits, except for
aspartate aminotransferase (AST) 600 IU/L and
alanine aminotransferase (ALT) 650 IU/L.
Thyroid function was normal and tuberculin test
was negative. Antinuclear antibodies, SMA, anti-
bodies to liver/kidney microsome type 1 and solu-
ble liver antigen were found negative.
Electrocardiography (ECG) was normal. The chest
radiography showed an enlarged cardiac silhou-
ette. Echocardiography showed pericardial effu-
sion with no tamponade. Diagnostic pericardiocen-
tesis was performed, but HCV RNA was found
negative in the pericardial fluid. Acute pericardi-
tis associated with acute HCV infection was diag-
nosed. Ibuprofen was given to the patient for
symptomatic relief.

In February 2006, AST and ALT were found as 65
IU/L and 82 IU/L, respectively. The patient was
free of pain but dyspnea and fatigue and pericar-
dial effusion in echocardiography persisted. HCV
RNA load was checked again and found as 155,000
IU/ml. The patient was given peg-IFN alfa-2a at a
dose of 180 pg once a week.
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In March 2006, echocardiography revealed no
pericardial effusion and pericarditis-related symp-
toms had disappeared.

The peg-IFN alfa-2a treatment was sustained for
24 weeks and HCV-RNA was determined to be
negative at the 3rd and 6th months of the treat-
ment in the follow-up period. In addition, the
patient had sustained HCV RNA negativity six
months after the end of treatment.

DISCUSSION

We have reported a case of acute pericarditis
caused by acute HCV infection in a female patient.
After the diagnosis of acute pericarditis, the clini-
cal and laboratory evaluations were committed to
excluding other possible etiological factors causing
acute pericarditis. The clinical course was not con-
sistent with bacterial infection. Laboratory values
regarding the thyroid and renal functions were
normal. ECG was normal. The patient history was
unremarkable for trauma or drug use causing
pericarditis. Pericardiocentesis revealed no specif-
ic findings about bacterial, malignant or fungal
etiology. Due to elevations in the transaminase
levels up to 15 times normal, viral hepatitis was
suspected. The positive value of HCV RNA with
the elevated hepatic transaminase levels and the
history of tooth extraction three months before led
us to the diagnosis of acute pericarditis associated
with acute HCV infection.

The possible mechanism for causing pericarditis
may be related to direct or indirect effects of acute
HCYV infection. Invasion of the pericardium by
HCV may result in acute pericarditis. Based on
this theory, pericardial fluid was investigated for
the presence of HCV RNA genome and found neg-
ative, which may be explained by two possible
mechanisms: The low HCV load in the pericardial
fluid and the presence of autoimmune associated-
pericarditis. Due to association of HCV infection
with autoimmune phenomena (5), a possible indi-
rect mechanism for the complication of pericardi-
tis may be autoimmunity. Although no antibody
was found positive in the laboratory evaluation,
unknown antibodies may play a role in the patho-
genesis of pericarditis.

What are the mechanisms for HCV to induce
autoimmunity? Potential mechanisms include
viral-induced changes in self-antigen expression,
molecular mimicry, alterations in the idiotypic
network, formation of heat shock proteins, and
induction of major histocompatibility complex
antigens on nonimmune cells (6). Autoimmunity
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may be induced in patients with HCV due to
genetic risk factors (7).

An interesting point of this case was the finding of
a normal ECG. It has been reported that neither
ST nor PR deviations were found in patients with
hypothyroidism and renal failure (7).

Indeed, classic uremic pericarditis is unique.
Despite even life-threatening inflammatory effu-
sions and intrapericardial hemorrhage, the ECG
does not change, since even a brisk uremic
intrapericardial inflammation does not penetrate
the myocardium (8). Based on these explanations,
the normal ECG finding was unexpected for this
patient. HCV core and nonstructural 3 proteins
activate inflammatory pathways via toll-like
receptors that may affect viral recognition and
contribute to activation of the innate immune sys-
tem (9). Any deterioration by mutation or
unknown factors in those steps including in the
way of HCV entry and inflammatory response of
the host may reduce inflammation and result in
normal ECG in patients with acute HCV infection
and acute pericarditis.

Most patients with idiopathic pericarditis can be
managed conservatively with a non-steroidal anti-
inflammatory drug (NSAID) or acetylsalicylic
acid. These agents are believed to be equally effec-
tive, and the literature does not indicate a NSAID
of choice for pericarditis. Patients who do not
respond to the NSAID may need a short course of
a corticosteroid, usually prednisone in a dosage of
5 to 10 mg per day for one to two weeks (10). We
waited one month in order to allow for the oppor-
tunity of spontaneous recovery from acute HCV
infection. Although the transaminase levels
decreased, the patient's symptoms and pericardial
effusion persisted. In order to verify the ongoing
acute HCV infection, viral load was again checked
and determined as 155,000 IU/ml. Peg-IFN alfa-
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