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Acute Pancreatitis Complicating Spontaneous Acute Exacerbation
of Chronic Hepatitis B Virus Infection: Case Report and Review of

the Literature
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Acute pancreatitis may complicate viral hepatitis B, as
well as the other causes of viral hepatitis. There have
been reports of acute pancreatitis complicating acute
exacerbations of chronic hepatitis B virus infection,
most of which were related to immunosuppressive
treatment or organ transplantation. However, acute
pancreatitis complicating spontaneous acute exacer-
bation of chronic hepatitis B virus infection is rare.
We report a case of acute pancreatitis that developed
while a spontaneous acute exacerbation of chronic
hepatitis B virus infection was underway in a healthy
carrier. (Gut and Liver 2009;3:64-66)
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INTRODUCTION

Acute pancreatitis can complicate the course of viral
hepatitis, especially in fulminating forms."> While acute
pancreatitis has been documented in acute hepatitis B vi-
rus (HBV) infections,®* the association between acute ex-
acerbation of chronic HBV infection and acute pancreatitis
has been poorly described. There have been only isolated
case reports of acute pancreatitis complicating acute ex-
acerbation of chronic HBV infection.”® Most of the cases
were related to immunosuppressive therapy following or-
gan transplantation, and a high incidence of pancreatitis
in HBsAg seropositive liver transplant recipients has been
also reported.®

However, acute pancreatitis complicating spontaneous
reactivation of chronic HBV infection unrelated to the im-
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munosuppressive therapy is rare. We have experienced a
case of acute pancreatitis superimposed on spontaneous
acute exacerbation of chronic HBV infection in a healthy
carrier, and the case had rapidly improved along with im-
provement of the acute exacerbation of chronic HBV
infection.

CASE REPORT

A 27-year-old male was presented with severe epigastric
pain radiating to his back and vomiting lasting one day.
He was known to be HBsAg positive for more than five
years. The laboratory data for liver function checked a few
months before the admission had been within normal
range. He was a social drinker but had no history of
drinking during the last several weeks. His body temper-
ature was 36°C, his pulse 72 beats per minute, respira-
tory rate 18 breaths per minute, and blood pressure
90/60 mmHg. The physical examination revealed yellow-
ish sclera, slightly decreased bowel sound, and severe ten-
derness on the epigastric area without guarding or re-
bound tenderness. The serum amylase level was 920 U/L;
the lipase level 712 U/L; the aspartate aminotransferase
(AST) level 752 U/L; the alanine aminotransferase (ALT)
level 1,257 U/L; the alkaline phosphatase level 206 U/L;
the gamma glutamyl transferase level 125 U/L; the total
bilirubin level 4.1 mg/dL; and the direct bilirubin level
1.8 mg/dL. The white cell count was 5,600/mm’; the he-
moglobin 15.5 g/dL; and the hematocrit 45.5%. The lev-
els of glucose, calcium, blood urea nitrogen (BUN), crea-
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tinine, and electrolytes were normal. The results of sero-
logical markers for hepatitis B were as follows: positive
for HBsAg, negative for anti-HBs, positive for HBeAg,
negative for anti-HBe, and negative for anti-HBc IgM. The
HBV DNA level was 978.3x10° copies. An abdominal
computed tomography (CT) scan demonstrated mild pan-
creatic swelling and a scanty amount of fluid retention at
the peripancreatic and anterior pararenal space around the
head and proximal body of the pancreas. Abdominal ul-
trasonography showed diffuse swelling of the pancreas,
but no evidence of gallstones in the gallbladder or bile
duct.

The medical treatment including no oral alimentation,
intravenous fluids, and pain control was started, and ab-
dominal pain had been improved thereafter. Oral intake
was started on the fifth hospital day after epigastric pain
had been completely improved. Additionally, the elevated
serum transaminase and pancreatic enzymes had pro-
gressively improved. At two weeks after admission, the
AST level was 39 U/L; the ALT level 74 U/L; the total
bilirubin level 2.1 mg/dL; serum amylase level 249 U/L;
and the lipase level 111 U/L. Both HBeAg and anti-HBe
were positive, and the HBV DNA had converted to
negative. Then he was discharged from the hospital with
a resolution of clinical symptoms and improvement of
laboratory findings.

The follow-up laboratory data after three months were
as follows: levels of transaminase were completely nor-
malized. HBeAg was converted to negative and anti-HBe
was converted to positive. The HBV DNA remained
negative. No relapse of acute exacerbation of chronic hep-
atitis B and pancreatitis has been seen during the seven
months follow-up.

DISCUSSION

Most of the case reports of acute pancreatitis compli-
cating acute exacerbation of chronic HBV infection were
related to immunosuppressive therapy, especially follow-
ing an organ transplantation.”” Immunosuppressive ther-
apy results in enhanced replication of HBV and depressed
host immunity. The discontinuation of therapy causes a
rebound of the immune system, resulting in the develop-
ment of hepatitis.®

Acute pancreatitis has been reported in patients sub-
mitted to liver transplantation. In these cases, acute pan-
creatitis was more common in individuals with an active
hepatic disease related to HBV (HBsAg positive) than in
those with inactive infections (HBsAg negative and an-
ti-HBc or anti-HBs positive) and could be the result of
pancreatic infection by HBV itself® Moreover, im-

munosuppressive therapy, to which these patients are
submitted, can play an important role, since it predis-
poses to higher levels of viral replication in organs where
the virus can persist only in normal circumstances.’

The increase in hepatitis B viral replication also has

been shown to occur in patients taking chemotherapy”'

and corticosteroids.'""

However, acute pancreatitis that was developed in
healthy HBV carriers with spontaneous acute exacerbation
of chronic HBV infection is rare.

Yuen et al.’ have reported five cases of acute pan-
creatitis complicating acute exacerbation of chronic HBV
infection, and they demonstrated that these cases carried
a poor prognosis. Three patients of the five patients were
not involved with immunosuppressive therapy or organ
transplantation, but the level of HBV DNA was not avail-
able in two patients among them. Even though the au-
thors assumed that acute pancreatitis might occur during
the resolving phase of the acute exacerbation in those
cases, the causal relationship between the acute pan-
creatitis and acute exacerbation of chronic HBV infection
was uncertain. Only one patient had acute pancreatitis
complicating the acute exacerbation of chronic HBV
infection. However, the patient had chronic hepatitis B re-
lated liver cirrhosis with a history of encephalopathy and
nonbleeding esophageal varices, and acute pancreatitis oc-
curred along with rapid deterioration of liver function and
renal failure. Acute pancreatitis in fulminant hepatic fail-
ure is fairly common and has been well documented in
several series on the basis of histology or serology,”'*"®
but the occurrence of acute pancreatitis in nonfulminant
viral hepatitis is very rare.

The present case was the only one with acute pan-
creatitis that was developed in conjunction with sponta-
neous acute exacerbation of chronic HBV infection in a
healthy carrier. Other likely causes of acute pancreatitis
such as alcohol ingestion and cholelithiasis were excluded
in the present case. The pancreatitis had rapidly improved
along with improvement of acute exacerbation of chronic
HBV infection, and eventually the HBeAb became positive
and the HBV DNA was not detected.

HBsAg has been found in the pancreatic acinar cell and
in the pancreatic juice.'*”'
pancreas is probably through the hematological and bili-
ary route.

Two possible mechanisms are suggested whereby acute

The mode of infection of the

exacerbation of chronic HBV infection can cause acute
pancreatitis. Firstly, there may be a direct cytotoxic effect
of the HBV on the pancreatic cells. It is well documented
that an increase in viral antigen is a triggering mechanism
for acute exacerbation of chronic HBV infection.”* The in-
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crease in the viral antigenic load may become toxic to the
pancreatic cells. Cavallari et al. demonstrated that im-
munohistochemistry and in situ hybridization of the pan-
creas following autopsy showed the presence of HBsAg
and HBV DNA in the cytoplasm of acinar cells, together
with the picture of necrotizing pancreatitis in a liver
transplant recipient with fatal necrotizing pancreatitis
caused by HBV infection. They postulated that the de-
struction of the pancreas by HBV is probably due to the
direct viral damage.” Secondly, the immune response
against HBV-infected hepatocytes in acute exacerbation
may also be directed against HBV-infected pancreatic
cells. It is possible that both mechanisms, direct viral tox-
icity and immunological attack, are responsible for vary-
ing degree in different patients.’

The cases of acute pancreatitis complicating sponta-
neous acute exacerbation of chronic hepatitis B have not
been reported yet in Korea, even though Korea is one of
the endemic areas of chronic hepatitis B. It is unknown
why clinically evident acute pancreatitis complicating
spontaneous acute exacerbation of chronic HBV infection
is rare.

Acute pancreatitis could occur complicating the sponta-
neous acute exacerbation of chronic HBV infection; there-
fore, if the patient with acute exacerbation of chronic
HBYV infection complains of epigastric pain, the possibility
of acute pancreatitis should be considered.
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