CASE REPORT ACHAIKI IATRIKI | 2020;39(2):107-111

Acute liver failure and hepatic
encephalopathy following hepatitis A virus
infection. A case report with unexpected
improvement without transplantation
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Abstract

Hepatitis A is a disease, highly endemic in low-income countries and is associated with unsafe water or food, in-
adequate sanitation, poor personal hygiene and oral-anal sex. Epidemics related to contaminated food or water,
can spread at an explosive rate. High risk groups for acquiring hepatitis A virus (HAV) infection include travelers to
developing countries, children in daycare centers, sewage workers, male homosexuals, intravenous drug users and
people in institutions. We present a rare case of a 42-year-old man, with hepatitis A acute liver failure and multiple
organ involvement who recovered without liver transplantation. Hepatitis A remains an important cause of hepatitis

outbreak and occasionally leads to fatal outcome.
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INTRODUCTION

Hepatitis A, a highly contagious liver infection caused
by hepatitis A virus (HAV) has plagued mankind for cen-
turies. As an acute disease, it is associated with significant
morbidity and occasional mortality [1]. Disease incidence
varies greatly among countries and it is highly endemic
in low-income ones [2].

HAV is spread via the intestinal-oral route. It is ac-
quired through interpersonal contact, contaminated
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food or water, inadequate sanitation, poor personal
hygiene and oral-anal sex. Vertical transmission from
mother to fetus and transmission from blood or blood
products have rarely been described. No identifiable
source is found in 42% of all cases [1-3].

Hepatitis A virus can cause liver disease that ranges
from mild to severe illness, but does not cause chronic
liver disease [4]. The risk of fulminant hepatitis is high in
patients having an underlying chronic liver disease and
are over 40 years old [1].

Here, we present a rare case of a patient with hepatitis
A acute liver failure with concomitant multiple organ in-
sufficiency, who recovered without liver transplantation.

CASE PRESENTATION
A 42-year-old man, was admitted to the University
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Hospital of Patras, Western Greece because of fever, chills
and nausea. No diarrhea, vomiting, dysuria or abdominal
pain were mentioned. The patient reported the consump-
tion of shellfish in an Egyptian city, forty days before
admission and was under paracetamol (1.5-2gr daily)
treatment since the week before admission. Regarding
his medical history, the patient was heterozygous for
beta-thalassemia, and was not prescribed any medica-
tion. He was not an intravenous (IV) drug user, smoker
or addicted to alcohol. The patient did not report any
history of immunization for HAV.

On admission, the patient was hemodynamically sta-
ble (heart rate 76 bpm and blood pressure 142/71mmHg),
with respiratory sufficiency (respiratory rate 14 breaths/
min and arterial blood oxygen saturation 99% in room
air). Body temperature was up to 38.20C. Jaundice was
noticed on the skin and conjunctivas. The abdomen
was soft, but with localized tenderness in the right
hypochondrium.

Initial laboratory tests revealed elevated levels of liver
enzymes and bilirubin and prolonged INR. (Main patients’
laboratory tests during hospitalization are reported
in Table 1). Serologic tests for hepatitis B, hepatitis C,
Leptospira, Borrelia, Leishmania and HIV were negative.
The patient was not tested for hepatitis E. However, the

Table 1. Laboratory exams during hospitalization

hepatitis A virus tests (anti- HAV IgM and anti-HAV IgG)
were positive confirming the diagnosis of acute hepatitis
A accompanied by the clinical finding of jaundice. The
right hypochondrium ultrasound showed borderline
liver dimensions (elongated lobe diameter=17.5cm),
thickness of the gallbladder wall, edema and presence
of sound-reflecting sedimentary contents in its lumen
and a mild dilatation of the intrahepatic biliary vessels.
Splenoportal doppler sonography revealed no abnor-
malities (fig. 1).

The patient was admitted to the Internal Medicine
Department under close monitoring and received IV
fluids. He was also treated with N-acetylcysteine (1.5-2gr
/ day). Furthermore, four plasma units were administered
aiming to restore coagulation abnormalities (to correct
increased international normalized ratio-INR). After the
5th day of hospitalization, the patient’s level of conscious-
ness was affected as he became lethargic with episodes
of disorientation. Due to the severity of his condition he
was immediately placed on the high-urgency waiting
list for liver transplantation.

The deterioration of the patient’s level of conscious-
ness was followed by severe complications including
pneumonia, with fever relapse up to 38.3o0C and moder-
ate upper respiratory secretions (fig. 2). More specifically,

Day 5 of hospitalization

Day 9 of hospitalization

Day of (onset of hepatic (renal failure & chest Reference

admission encephalopathy) infection) Discharge day value
WBC (K/MI) 8.050 16.950 20.810 8.630 4.000-11.000
HCT (%) 37,7 29,3 26 25,9 36-52
Hemoglobulin (g/dl) 13,2 9,9 9,6 8,7 12-15
PTT (sec) 53,1 70,9 107 35,7 24-36
INR 2,82 3,84 23 1,08 1-1,2
SGOT (U/1) 10.303 2.137 580 154 <40
SGPT (U/1) 12.008 5.780 1.860 115 <40
Total bilirubin (mg/dl) 15,85 63,90 62,6 19,92 0,1-1,3
Direct bilirubin (mg/dl) 8,42 50,50 52,7 9,25 <04
Alkaline Phosphatase (U/I) 100 = 193 292 34-104
Lactic Dehydrogenase (U/I) 1893 1771 912 174 120-230
Urea/Creatinine (mg/dl) 40/0,8 43/0,7 189/4,4 93/1,9 15-54/0,9-1,6
GFR (mL/min) 130 155 24 57

Abbreviations: WBC, white blood cells; HCT, Hematocrit; Hb, Hemoglobulin (g/dl); ALP, Alkaline Phosphatase (U/1); LDH, Lactic Dehy-

drogonase (U/I).
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Figure 1. The ultrasound of right upper hypochondrium showed
the liver with borderline dimensions, the gallbladder with thick
wall, edema and presence of sound-reflecting sedimentary con-
tents in its lumen.

Figure 2. Chest X-ray showing radiological sings of pneumonia:
lung infiltration and pleural effusion in lower right lung lobe.
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there were radiological sings of lung infiltration in the
lower right lung lobe with crackles on chest auscultation.

At the same time (day 9 of hospitalization), renal dys-
function with elevated urea and creatinine and restricted
urine output was detected. The patient was treated with
meropenem [1 gr three times daily (td)] and vancomycin
[500 mgr twice daily (bd)]. Blood and sputum cultures
did not reveal any pathogen. The patient also received
IV fluids and did not require continuous hemofiltration.
Eventually, the patient showed a gradual and steady
improvement in his clinical condition with a remarkable
improvement of his consciousness level and an enhance-
ment of his mental status as well as an improvement
in laboratory parameters. On day 14 of hospitalization,
the patient presented with not neurological deficit. His
cardiovascular and respiratory status was stable, and
renal function was restored to normal levels.

DISCUSSION

Hepatitis A appears with multiple clinical manifesta-
tions. The most common signs and symptoms of the
disease are fatigue, nausea and vomiting, abdominal pain
or discomfort, especially on the upper right side of the
abdomen, loss of appetite, fever, dark urine, joint pain,
jaundice and intense itching. The symptoms may be rela-
tively insignificant and disappear in a few weeks or severe,
lasting for several months. Extra-hepatic manifestations,
such as autoimmune hemolytic anemia, aplastic anemia,
acute reactive arthritis, acute pancreatitis, mononeuritis
and Guillain-Barré have also been reported [5-9].

Hepatitis A infection usually results in an acute, self-
limiting illness conferring lifelong immunity and rarely
leads to fulminant hepatic failure. In a Greek study among
286 patients admitted due to hepatitis A, 0.35% devel-
oped acute liver failure [2].This occurs more commonly
in patients with an underlying liver disease (particularly
chronic hepatitis B and C infection), advanced age or
intravenous drug addiction [1].According to this, our
case is a truly rare event during which a young patient
experienced fulminant liver failure and encephalopathy
without any predisposing factor.

In the rare case of fulminant hepatitis, patients should
be early evaluated for possible liver transplantation.
Orthotopic liver transplantation is the treatment of
choice in patients with acute liver failure (ALF) who
cannot recover with conservative treatment. Decision
regarding liver transplantation should be individual-
ized and based on the presence of clinical deterioration
with sings of encephalopathy and decompensated liver
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function, as we did in the current case [10]. Oh SH et al,
reported four cases of fulminant hepatitis A and acute
renal failure, who underwent liver transplantation. In all
cases, patients were older, were diagnosed with acute
renal failure and showed hepatomegaly. Despite the
severity of our patient’s disease, he improved without
liver transplantation [11].

Jung DH et al reported 29 adult recipients, who un-
derwent liver transplantation for HAV acute liver failure
(ALF), at the Asan Medical Centre from January 2005 to
December 2015 [3]. N-acetyl cysteine (NAC) has also been
used in acute liver failure. It facilitates the synthesis of
depleted glutathione, improves oxygenation by being
used as a substrate for microsomal glutathione trans-
ferase and increases blood flow. It also demonstrates
antioxidant and immunomodulatory properties [12].Ina
study of 12 paediatric patients with ALF, it was reported
that NAC appeared to be effective in ALF due to HAYV,
modifying the disease’s clinical course and prevent-
ing fatal outcomes. Similarly, in the present case, NAC
treatment contributed to patient’s recovery. However,
at present there is not adequate evidence regarding its
use or the duration of its application [13].

In a nationwide multicentre study by Kwon SY et al,
where 4,218 patients (mean age 33.3 yr) from 21 Korean
tertiary centers were included, results showed that when
symptomatic hepatitis A occurred, a significant number
of patients experienced renal function impairment or pro-
longed cholestasis [14]. Renal insufficiency occurred in
2.7%, hepatic failure in 0.9%, relapsing hepatitis in 0.7%,
and cholestatic hepatitis in 1.9% of patients. Nineteen
patients (0.45%) died or were transplanted. The compli-
cations of renal failure and prolonged cholestasis were
more frequent in patients older than 30 years [14]. A
few cases of acute renal failure and nephrotic syndrome
have been reported in the literature in association with
hepatitis A infection. Acute tubular necrosis was the
most common form of renal injury in these patients [1].

In the present rare case, the remarkable point is that
the patient, despite having hepatic encephalopathy
and being in a transplant waiting list, presented with
a sudden improvement in his clinical condition and his
laboratory results. The gradual and steady reduction of
liver enzymes and bilirubin levels in combination with
the improvement of consciousness level, led to general
recovery. However, significant complications occurred
including acute kidney insufficiency, respiratory infection
and inconstant fever that prolonged the hospitalization
period. Of great importance is the fact that the patient

managed to avoid liver transplantation by receiving
proper treatment for the chest infection, adequate
hydration and plasma transfusion.

This is a rare case of a young patient at the age of 42
who experienced multiorgan dysfunction secondary to
hepatitis A virus infection including fulminant liver failure,
hepatic encephalopathy, acute renal failure and haema-
tological dysfunction within a short time period and
without any comorbidities or underlying liver disease.
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