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Abstract

Primary biliary cirrhosis (PBC) is an autoimmune disease
characterized by anti-mitochondrial antibodies and
destruction of intra-hepatic bile ducts. Though little is
known about the etiology of PBC, some reports suggest
that xenobiotics and viral infections may induce PBC. We
describe a case of PBC after the aortoiliac reconstruction
surgery using a Y-graft.
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INTRODUCTION

Primary biliary cirrhosis (PBC) is a chronic inflammatory
process primarily affecting the medium-sized intra-hepatic
bile ducts, leading to chronic cholestasis and often progressing
to cirrhosis and liver failure, which requires liver
transplantation. PBC is thought of as an autoimmune disease
because it is closely associated with various immunological
abnormalities, the hallmark being the presence of anti-
mitochondrial antibodies in over 95% of patients.

CASE REPORT

A 61-year-old male was admitted to our hospital in September
1995 with biochemical cholestasis and abnormal liver
function tests. He had taken anti-hypertensive agents
(amlodipine and betaxolol) since February 1995. His blood

examination sometimes presented very mild biochemical
cholestasis without any symptoms. Viral hepatitis was denied,
but autoantibody was not checked at that time. Eatlier in
March 1995, he had an abdominal aortic aneurysm and
underwent aortoiliac reconstruction using a Y-graft. Ten days
after the surgery, his chemistry showed marked cholestasis,
including alkaline phosphatase levels 5-10 times the upper
limit of normal and gamma glutamyltransferase levels
5-15 times higher than the upper limit of normal. At first,
drug-induced cholestasis was suspected and he started other
anti-hypertensive medications (nifedipine and imidapril).
Cholestasis improved after changing these medications for
a while, but it worsened in August 1995. On admission to
our hospital in September 1995, he denied any preceding
or on-going fever, flu-like illness, pruritus, abdominal pain,
anorexia, vomiting, joint pain, dry eyes, or skin rashes. He
denied previous blood transfusion, iv drug abuse, or alcohol
abuse. There was no family history of liver disease or
malignancy.

Physical examination revealed mild hepatomegaly, but
no ascites or mass. The laboratory data showed an alkaline
phosphatase level of 572 TU/L, a gamma glutamyltransferase
level of 726 IU/L, an AST of 43 IU/L, an ALT of 30 IU/L,
a total bilirubin of 0.5 g/dL, a direct bilirubin of 0.2 g/dL,
an IgG level of 2 180, an IgM level of 384, and a total
cholesterol level of 204 mg/dL. Antinuclear antibody titer
was 1 280-fold beyond the upper normal limit, anti-smooth
muscle antibody was 80-fold, and anti-mitochondrial
antibody was 80-fold higher. A hepatitis profile for hepatitis
B and C was negative. An abdominal ultrasound revealed a
slightly atrophic liver with dull edge, dilated common bile
duct (12 mm), and a gallbladder stone. His liver biopsy
showed inflammatory destruction of the intrahepatic septal
and interlobular bile ducts within the portal space, and
expanded portal tracts by lymphocytes with sparse neutrophils
or eosinophils, suggesting PBC (stage I by Scheuer staging)
(Figure 1).

A diagnosis of asymptomatic PBC was established on
the basis of cholestasis, a positive AMA, and the histological
findings. The patient was started on ursodeoxycholic acid
600 mg thrice a day, with a positive response to the
cholestasis.

DISCUSSION

PBC is a chronic cholestatic liver disease of unknown cause.
Progressive bile duct injury from portal and periportal
inflammation could result in progressive fibrosis and
eventually cirrhosis. Evidence to date suggests that
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Figure 1 The liver biopsy showed inflammatory destruction of the intrahepatic
septal and interlobular bile ducts within the portal space, and expanded portal
tracts by lymphocytes with sparse neutrophils or eosinophils.

immunological and genetic factors might cause the disease.
Evidence for an immunologic cause of PBC includes
immunohistochemical data showing the presence of
activated T cells in areas of bile duct destruction and the
presence of highly specific autoantibodies reactive with
antigens on the surface of biliary epithelial cells. Environmental
factors! and infectious agents”¥ also may trigger an
autoimmune attack. Other reports suggest that the disease
may be induced by xenobiotics and that halogenated
compounds will bind to the PDC-E2 autoantigen, breaking
tolerance and leading to an intense mucosal response®
Our patient had mild cholestasis before the operation
and developed marked biochemical cholestasis after the
aortoiliac reconstruction using a Y-graft. This suggests
that he may have been in the very early stages of PBC
before the surgery and the graft implantation might have
exacerbated the autoimmune response, leading to further
bile duct injury. The trigger might be the graft itself or the
drugs used in the perioperative period. There is only one
case report of PBC after graft replacement for abdominal

aortic aneurysm®, in which the graft itself was considered
to induce the autoimmune response, resulting in liver injury.
Some reports suggest that xenobiotics are metabolized in
the liver, thereby increasing the potential for liver-specific
alteration of proteins, and that a liver-specific autoimmune
disease can be observed in some patients exposed to
anesthetics”!

We report a rare case of PBC after aortoiliac reconstruction
using a Y-graft, suggesting that the graft itself or medications
in the perioperative period might induce or exacerbate an
autoimmune response, leading to bile duct injury. In the
view of the risk to trigger onset of PBC, it becomes
worthwhile to carefully evaluate past surgeries and
medications carefully.
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