Turk J Gastroenterol 2005; 16 (4): 217-219

Immune thrombocytopenic purpura as sole
manifestation in a case of acute hepatitis A

Immun trombositopenik purpuranin tek bulgu oldugu akut hepatit A olgusu
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Acute hepatitis due to hepatitis A virus is usually a benign self-
limiting disease during childhood. Although many viral infec-
tions such as hepatitis B virus, Parvovirus, and Epstein-Barr
virus are associated with extrahepatic autoimmune phenome-
na, such manifestations are rare in patients with acute hepati-
tis A infection. Immune thrombocytopenia is a benign, self-limi-
ting disease in children, responding well to treatment and gene-
rally associated with viral infections. Immune thrombocytope-
nic purpura is rarely reported as a manifestation of acute hepa-
titis A. We report a five-year-old boy with immune thrombocyto-
penic purpura as the sole manifestation of anicteric acute hepa-
titis A infection. Acute hepatitis A should be included in the dif-
ferential diagnosis of immune thrombocytopenic purpura.
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INTRODUCTION

Acute hepatitis A infection is generally a self-limi-
ted disease in childhood. Hepatitis A virus (HAV)
infection can be inapparent, subclinical, anicteric
or icteric. The likelihood of having symptoms with
HAV infection is directly related to age. Most
children younger than six years have asymptoma-
tic infection or mild nonspecific symptoms with
hepatitis A. Hepatitis A has several atypical mani-
festations including relapsing hepatitis A, choles-
tatic hepatitis, triggering of autoimmune hepatitis
A, and extrahepatic symptoms (1). Immune
thrombocytopenic purpura in children is usually a
self-limiting disorder presenting most commonly
with a short history of purpura and bruising. It
may follow a viral infection or immunization and
is caused by an inappropriate response of the im-
mune system (2).

Hepatit A viriisiine bagli akut hepatit, cocukluk ¢aginda genel-
likle kendi kendini sinirlayan ve tyilesen bir hastaliktir. Hepa-
tit B viriisii, Parvovirus, Ebstein-Barr virus enfeksiyonlart gibi
bircok viral enfeksiyon, ekstrahepatik otoimmun fenomenle ilig-
kili olmasina ragmen, akut hepatit A enfeksiyonlu hastalarda
ekstrahepatik otoimmun bulgular nadirdir. Immun trombosito-
peni, cocuklarda iyi seyirli, kendini stnirlayan, tedaviye iyi ya-
nit veren ve genellikle viral enfeksiyonlarla iligkili bir hastalik-
tir. Immun trombositopenik purpura akut hepatit A enfeksiyo-
nu bulgusu olarak nadiren bildirilmistir. Immun trombositope-
nik purpuranin tek bulgu oldugu anikterik akut hepatit A en-
feksiyonlu 5 yasinda erkek hasta sunulmus, akut hepatit A en-
feksiyonunun immun trombositopenik purpuranin ayirict tant-
sinda yer almast gerektigi diigiiniilmiigtir.

Anahtar kelimeler: Akut hepatit A, cocukluk cagi, immun
trombositopeni, purpura

Transient hematologic abnormalities due to bone
marrow depression in the course of HAV infection
are well known (3). Several cases with thrombocy-
topenia following hepatitis B and C infection have
been described (2). Autoimmune manifestations
such as immune thrombocytopenic purpura, ap-
lastic anemia and hemophagocytic syndrome have
been rarely reported during the course of acute
HAV infection (4).

We describe a five-year-old boy whose only mani-
festation of acute anicteric HAV infection was im-
mune thrombocytopenic purpura.

CASE REPORT

A previously healthy five-year-old boy presented
with complaints of bruises and purpuric lesions
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over his legs beginning two days prior to hospita-
lization. His past history did not reveal any hepa-
tic or hematological disease. At admission the
child was alert, anicteric and hemodynamically
stable. Several purpuric, petechial lesions and
ecchymoses on his upper and lower extremities
were detected on physical examination. His liver
and spleen were not palpable. Laboratory investi-
gations revealed elevated liver enzyme levels
(AST 1031 U/L, ALT 840 U/L) with normal alkali-
ne phosphatase, gamma-glutamyl transferase, bi-
lirubin, total protein, albumin, prothrombin time,
activated partial thromboplastin time, fibrinogen
and D- dimer. Complete blood cell count showed
hemoglobin 11.7 g/dl, white blood cell count 6,200/
mm?® with a differential of 66% neutrophil, 30%
lymphocyte, and 4% monocyte, platelet count
2,000/mm®, and reticulocyte count 0.8%. Viral se-
rologic studies were positive for anti-HAV IgM an-
tibody and negative for anti-HAV IgG, hepatitis B
and C, Epstein-Barr virus, cytomegalovirus, To-
xoplasma, rubella, and Parvovirus Bi. Minimal
hepatomegaly and minimal ascites were establis-
hed on abdominal ultrasonography. Direct and in-
direct Coombs tests, antinuclear antibody, anti-
dsDNA, anticardiolipin and antiphospholipid IgM
and IgG antibodies were negative. Quantitative
serum immunoglobulins and complement (Cs and
C4) levels were normal. Examination of the bone
marrow aspiration revealed normocellular mar-
row with trilineage hematopoiesis and megakar-
yocytic hyperplasia with many mature and imma-
ture megakaryocytes. There was no hemophagocy-
tosis or emperipolesis. Immune thrombocytopenia
due to acute hepatitis A infection was diagnosed
and IVIG with a 0.8 g/kg dose was given for a day.
Platelet counts returned to normal (154,000/mm?)
in 72 hours. His clinical and biochemical profiles
normalized in two weeks. He developed anti-HAV
IgG at the end of the 3" week. He was well after a
period of six months of outpatient follow-up.

DISCUSSION

Immune-mediated extrahepatic manifestations
and hematological complications are mainly repor-
ted in adults with acute and chronic hepatitis B
and C. However, they are relatively rare in acute
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hepatitis A (5). A variety of extrahepatic manifes-
tations can be observed in patients with acute he-
patitis A, mainly in adults. In a study including
256 patients with a median patient age of 26 years,
the complications of HAV infection were reported
as hemolysis, acalculous cholecystitis, acute renal
failure, pleural or pericardial effusion, acute reac-
tive arthritis, and pancreatitis, whereas no throm-
bocytopenia was reported in this study (6).

Thrombocytopenia may be a result of bone marrow
depression, viral-associated hemophagocytic
syndrome with emperipolesis, immune-mediated
peripheral destruction of platelets or increased
platelet consumption associated with dissemina-
ted intravascular coagulopathy (2, 7-9). Immune-
mediated thrombocytopenia occurring during the
course of acute hepatitis A may be related to the
presence of transient anticardiolipin and antip-
hospholipid antibodies, anti-platelet antibodies or
circulating immune complexes (4, 8-10). We could
not find any evidence of hemophagocytic syndro-
me, disseminated intravascular coagulopathy or
bone marrow suppression in our patient. No
known autoantibodies were found; however, incre-
ased megakaryocytes in bone marrow aspiration
and the rapid response of the platelet counts to
IVIG therapy suggested an immune-mediated pla-
telet destruction.

To our knowledge, immune thrombocytopenic pur-
pura associated with HAV infection has been re-
ported in four children to date. In three of them,
thrombocytopenic purpura was the initial symp-
tom. In these reports, thrombocytopenia had oc-
curred in association with hemophagocytosis, anti-
cardiolipin antibody positivity or cholestatic hepa-
titis A. The authors suggested that thrombocyto-
penia may be the result of viral-associated hemop-
hagocytic syndrome with emperipolesis or immu-
ne-mediated peripheral destruction (2, 4, 11, 12).

In conclusion, immune thrombocytopenic purpura
may be the only manifestation of acute hepatitis
A, without other manifestations such as jaundice,
vomiting and abdominal pain. The cause of throm-
bocytopenia-associated hepatitis A is not exactly
known. Acute hepatitis A should be considered in
the differential diagnosis of immune thrombocyto-
penic purpura in children.
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