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Hepatic Failure Due to Hepatitis E Virus Infection in a Patient with
Necrotic Hepatocellular Carcinoma
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In patients with hepatocellular carcinoma (HCC) or liver cirrhosis (LC) accompanied by
hepatitis E virus (HEV) infection, hepatic failure often leads to debility. Here, we report about
a 63-year-old man with alcoholic LC who was referred to our hospital with jaundice and
abdominal distension 10 days earlier. Abdominal computed tomography showed necrotic
HCC accompanied by left lobe shrinkage without tumor progression. Laboratory and imaging
findings revealed no acute infection focus. The patient reported no herbal medicine or alcohol
consumption, and there was no evidence of acute viral hepatitis. One month later, HEV
immunoglobulin M positivity was confirmed, and deterioration of liver function due to HEV
infection was suspected. The patient often ate raw oysters and sashimi, as well as boar meat,
which is a well-known risk food for HEV infection. His umbilical hernia deteriorated due to
tense ascites and infection by skin abrasion. The patient progressed to hepatorenal syndrome
and eventually died. Liver function preservation is important when treating HCC patients.
Therefore, clinicians should pay more attention to the prevention of HEV and others causes of
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INTRODUCTION

In patients with hepatocellular carcinoma (HCC) or liver
cirrhosis (LC), hepatitis E virus (HEV) infection often leads
to debility through rapid deteriotation of hepatic function.
Although well-known risk factors, such as the consumption
of alcohol and herbal medicines, are emphasized, preventive

education for HEV infection is not sufficiently practiced.
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direct liver injury. (J Liver Cancer 2019;19:55-58)
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Here, we report a 63-year-old man with alcoholic LC and
necrotic HCC who died of hepatic insufficiency due to HEV

infection.

CASE REPORT
1. Clinical findings

A 63-year-old man was referred to Eulji University Hospi-
tal for severe jaundice and abdominal distension on 5 May
2017. After a diagnosis of alcoholic LC and HCC on 21 No-
vember 2016, he refused treatment for HCC. Instead, he ab-
stained from alcohol consumption and maintained a good
general condition, without ascites, jaundice, or encephalopa-

thy. The HCC did not progress after the development of
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spontaneous necrotic change.

The patient presented with yellowish skin color and was
thin except for the abdominal distension, which had devel-
oped 10 days earlier. There was no history of herbal medica-
tions. His only recent medicine before hospitalization was
amoxicillin and clavulanic acid for one week for mild flu-like

symptoms.
2. Laboratory and imaging findings

He showed high bilirubin (total bilirubin [T-bilirubin]:
33.1 mg/dL, direct bilirubin [D-bilirubin]: 24.5 mg/dL) com-
pared to his previous value (T-bilirubin: 1.27 mg/dL) and
normal alanine aminotransferase (ALT) and elevated aspar-
tate aminotransferase (AST) levels (ALT: 27 IU/L, AST: 48 IU/L).
The other test results were as follows: gamma-glutamyltrans-
ferase, 49 TU/L; elevated alkaline phosphatase activity, 149
IU/L; albumin, 3.1 g/L; and international normalized ratio
(INR), 1.39. His blood hemoglobin (Hb) was 11.4 g/dL; the
white blood cell (WBC) count was 6x10°/pL and his platelet
count (PLT) was low at 34x10°/uL. The C-reactive protein
concentration was 1.62 mg/dL.

Abdominal computed tomography (CT) showed necrotic
HCC accompanied by left lobe shrinkage and partial throm-
bosis involving the main, left, and right portal veins, as well

as the superior mesenteric vein, without biliary obstruction

(Fig. 1). According to the CT imaging findings, the possibili-
ty of jaundice due to HCC progression was low. To address
the acute exacerbation of hepatic function, serologic tests,
chest X-ray, urine analysis, and paracentesis (ascites analysis:
WBC, 96/uL red blood cells, 650/uL neutrophils, 8%; lym-
phocytes, 17%; other cells, 75%; and no growth in culture
study) were performed, but there was no infection focus and
the results of viral markers were all negative (anti-hepatitis A
virus [HAV] immunoglobulin [Ig] M; hepatitis B surface an-
tigen/anti-hepatitis B surface antibody; anti-hepatitis B core
antigen IgM; anti-hepatitis C virus; and serological results for
acute Epstein-Barr and cytomegaloviral infection). However,
we could not obtain HEV IgM and HEV IgG results because

the process required 3 weeks.

3. Diagnosis and treatment progress

The patient was administered antibiotics for a potential
hidden infection and was conservatively managed with di-
uretics, dextrose, and albumin infusion. In addition, we
checked the levels of alpha-fetoprotein (3.2 ng/mL) and pro-
teins induced by vitamin K absence or antagonist-1I (PIV-
KA-II, 13 mAU/mL). After two weeks, he was discharged; his
bilirubin had decreased to 19.9 mg/dL (T-bilirubin: 19.9 mg/dL,
D-bilirubin: 13.0 mg/dL, ALT: 27 IU/L, AST: 48 IU/L, INR:
1.39, PLT: 34x10°/uL), and the ascites was controlled with

Figure 1. Abdominal computed tomography showing a 2.4 cm, round, low-attenuating mass in segment VIII (thick arrows) as well as main, left,
and right portal vein thrombus (edged arrows).
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diuretics.

Two weeks later, the patient visited an outpatient clinic,
reporting a recovered general condition but with ascites. His
bilirubin remained high compared to the previous, healthy
level. We finally confirmed HEV IgM positivity and retro-
spectively diagnosed the patient with an aggravation of he-
patic insufficiency due to HEV infection.' This finding was
well-correlated with his exposure history to hazardous foods,
such as the oysters and sashimi that he often enjoyed; we also
confirmed that he had eaten boar meat twice three weeks be-
fore his first admission.

The patient was admitted to the hospital with recurrent
jaundice, and showed a steady clinical course, with Hb of
10.9 g/dL, PLT of 19.1x10°/pL, albumin of 4.0 mg/dL, pro-
tein of 6.7 mg/dL, AST of 36 TU/L, ALT of 22 IU/L, and T-
bilirubin of 24.3 mg/dL, without other symptoms and inter-
ventions, except for intermittent therapeutic paracentesis.

One month later, the patient was admitted again with pro-
gressed jaundice and weakness. Erosion and swelling were
observed in the vicinity of an umbilical hernia and were due
to skin abrasion from his clothing. The patient was dis-
charged slightly recovered after antibiotic treatment.

However, he was readmitted to the hospital for oozing
bleeding from the umbilical hernia. Although hemostasis was
achieved through manual compression and correction of co-
agulopathy, the inflammation persisted. Eventually, the pa-

tient progressed to hepatorenal syndrome and died.

DISCUSSION

While the patient was diagnosed with alcoholic cirrhosis
and liver cancer, the progression of liver cancer was not very
rapid; the tumor showed focal necrosis, and it was possible
to observe clinical progress without specific treatment for
HCC according to his intent. However, his liver function de-
teriorated due to the recurrence of acute hepatic injury in-
cluding HEV infection that resulted in massive ascites, infec-
tion, bleeding of his umbilical hernia, and finally in death.
The present case had two characteristic features. The pro-
gression of HCC was not rapid and did not affect the clinical

course of the patient, showing focal necrosis and lobar
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shrinkage. Meanwhile, hepatocellular injury caused by HEV
infection was the main cause of the disease aggravation, lead-
ing to death.

Spontaneous regression or necrosis is a rare phenomenon
believed to be induced mainly by ischemia and systemic in-
flammation such as bacterial or viral infection.”” In this case,
portal vein and superior mesenteric vein thrombosis were
obviously observed, and the mean arterial pressure was
slightly less than 75 mmHg at admission. Therefore, it was
possible that the HCC necrosis was caused by ischemia.” In
addition, since the timing of the infection was unclear and
there was no severe inflammation at admission, it was not
clear if the HEV infection affected the tumor necrosis.

In the present case, HEV was the only major infectious
source identified to explain the liver damage. No other
causes, such as bacterial infections, bleeding, azotemia, toxic
liver damage, or alcohol, could explain the acute hepatic dys-
function. Ultimately, this is a case report of an HCC patient
who died without tumor progression due to deteriorating
clinical features after HEV infection, a viral infection rarely
described in Korean case reports.

We could not prevent the liver damage due to the retro-
spective confirmation of the HEV infection and his initial di-
agnosis in another hospital. There may be a high risk of simi-
lar cases in Korea because of its food culture that often
incorporates sashimi, oysters, and occasional boar meat."””
Therefore, prospective prevention of similar cases is neces-
sary.” Although there are few case reports, HEV is thought to
be prevalent in offshore marine life in Korea” and may be a
direct cause of liver damage in patients with liver cancer and
LC.” However, during treatment of HCC, patients are not
usually tested for HEV infection, even if the cause of acute
hepatic insufficiency is unspecified. Furthermore, education
on the prevention of HEV infection tends to be insufficient.
Therefore, all clinicians should pay increased attention to in-
fection prevention.

In addition, the prevalence of hepatitis A and waterborne
infections such as HEV has recently increased in Korea."’ The
number of HCC patients without protective HAV IgG may
also have increased.'" Preventive education regarding hygiene

should be provided and immunization status should be
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checked carefully.
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