
Introduction

Hepatitis A virus (HAV) is the most common cause of
viral hepatitis. It usually leads to a self-limited, mild hepati-
tis. However, it can also rarely cause fulminant hepatitis
both in children and in adults.

The etiologic factors vary in different geographic regi-
ons; however, the most common causes are hepatitis viru-
ses (3,10,13,15,16,19). Considering the hepatitis viruses,
hepatitis B virus is the most common etiologic factor follo-
wed by hepatitis A virus.

Fulminant hepatitis (FH), complicates 0.14–2% of the
HAV infections (9). Nonetheless, the rate of FH during the
course of the hepatitis A infection may increase with the
presence of underlying disease like chronic hepatitis B and
C infections (14,17). Other factors that predisposes for the
development of FH in HAV infection are advanced age and
addiction of intravenous drugs (1,8).

Although several familial FH cases due to hepatitis
B have been reported, only one case report of FH within
the same family due to HAV infection has been reported in
the literature (7). We report here two siblings with FH due
to HAV which has been seen extremely rare.

Cases

Smallest brother of the cases had a non-fulminant acute
hepatitis with malaise, fatigue and icterus symptoms lasting
15 days during a school endemic of viral hepatitis A. Labo-

ratory analyzing revealed a HAV Ig M positivity. None of
the cases during the endemic hepatitis A had developed
a fulminant course.

Case 1: One week after recovery of the aforementioned
case, the older, 16 years old, brother had fatigue, nausea and
vomiting symptoms. He referred to hospital because of the
development of jaundice. The patient hospitalized with
diagnosis of acute hepatitis had a progressive course and
encephalopathy developed four days after the onset of the cli-
nical symptoms. Physical examination and laboratory analy-
sis revealed features specific to fulminant hepatitis including
flapping tremor, icterus at the sclera and bilirubinuria
(++++). Prothrombin time (PT) was very high (over the va-
lues that could be analyzed) and cannot be determined.
Other liver function tests were as follows: Aspartat amino-
trasferase (AST): 2800 U/L, Alanine aminotransferase
(ALT): 4080 U/L, Gama glutamyl transpeptidase (GGT): 80
U/L, Alkaline phosphatase (ALP): 290 U/L, total bilirubin:
73.8 and 75.15 gr/dl, direct bilirubin: 30/29.4 gr/dl. Blood su-
gar level was very low, 36 mg/dl. Blood urea and creatinine
values showed a progressive increase although initial values
were normal. Complete blood count, electrolytes, total pro-
tein and albumin levels were normal. HAV Ig M was positive
while other serologic markers specific to hepatitis were nega-
tive. Supportive treatment of FH did not alleviate the worse
course of the clinical condition and the patient died prior to
referring to a transplantion center for liver transplantation.

Case 2: Two weeks later, 18 years old sister of the two
siblings applied to the gastroenterology clinic with similar
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clinical findings. She had a normal physical examination
except icterus at skin and sclera. Bilirubin was positive in
the urine analysis. In addition, liver function tests were ab-
normal as follows: AST: 4750 IU/L, ALT: 5062 IU/L, total
bilirubin: 23.45 gr/dl, direct bilirubin: 16.84 gr/dl, PT was
20.1 second. These abnormal levels decreased gradually
towards normal except a temporarily increase in bilirubine
values. Serologic markers except HAV IgM were negative.
Second day of hospitalization, hepatic encephalopathy de-
veloped and the patient lost her consciousness. Fortunate-
ly, she recovered with the treatment of encephalopathy and
was discharged from the hospital without any complication.

Discussion

HAV usually causes subclinical infection during the
childhood. Nonetheless, it can also cause acute liver failure
and death both in childhood and adults. Fulminant hepati-
tis is a rare complication of HAV. Moreover, it has not been
frequently seen between siblings and there is only one re-
port in the literature (7).

HAV contaminates via fecal-oral route and spreads in
crowded and unhealthy conditions. It is also easily trans-
mitted among the individuals in the school or family (2,5).
Two important transmission ways, intra-school and intra-
family, had role on the spreading of the HAV and serve as
the source of the infection for cases of the present study.

The mechanisms responsible for the development of
acute liver failure and subsequent FH in some patients in-
fected with HAV are not clear. However, host factors, viru-
lence and amount of transmitted virus load are claimed to
be effective in the pathogenesis. Genetic predisposition has
also been claimed to play a role in the severe course of the
HAV; however, it is not well established (4).

Underlying liver disease and age are the most accused
host factors (1,14,17). Morbidity and the risk of develop-
ment of FH proportionally increase with age (4). The rate
of mortality remarkably increases in patients especially
over the age of 40 years (18). Either cases reported here did
not have any underlying hepatic or non-hepatic diseases
and all serologic markers specific to hepatitis were also ne-
gative. Although the age of our cases was not very advan-
ced, they were older than the typical presentation time of
HAV infection. It appears that age is an important factor
responsible from the severe course of the disease and it is
of note that the older case presented in this report had
a more severe and fatal course. A possible role of genetic
predisposition of the host (6) might also be considered an
important factor responsible for the severe course because
of being brother of the cases, however, it is difficult to prove
this.

It may also be supposed that pathogenicity of some
strains of HAV is stronger. However, Fujiwara et al. (11), re-
cently reported that genotype of HAV is not the main fac-
tor that determine the severity of disease during HAV

infection. As a matter of fact, non-fulminant course of the
endemic HAV infection at the school, source of the infection,
supports the point of view that genotype does not take
role upon the severity of the disease. In view of these cir-
cumstances, it appears that host factors are main factors
affecting the course of the infection. As well, a genetic pre-
disposition might also be considered responsible for the se-
verity.

FH due to HAV may improve spontaneously. Liver
transplantation may be performed, however, long-term sur-
vival is relatively poor compared to other indications of liver
transplantation (12). Hence, decision of transplantation in
FH due to HAV is difficult. First, treatment is directed to
complications, and liver transplantation might be consider-
ed according to the possibility of the center, the patient is
followed.

The existent clinical findings and the complications de-
veloped were treated. The case that died could not referred
to a transplantation center due to aggressive course

In brief, seroepidemiology of HAV infection, which ge-
nerally causes disease during childhood, is changing with
the developing world. The infection is getting more en-
countered at the adulthood with a more severe course.
Thus, HAV infection, a preventable disease, and its compli-
cations should be diminished with immunization and gene-
ral sanitation measures.
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