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ABSTRACT: Autoimmune chronic active hepatitis (CAH) and primary sclerosing
cholangitis (PSC) are chronic diseases of the hepatobiliary system that have many
clinical, immunologic and genetic features in common, Despite these similarities, there
are few reports of the two diseases coexisting. Two young women with clinical, bio-
chemical, serologic, radiologic and histologic findings compatible with both autoim-
mune CAH and PSC are described. The observation that there may be a striking
overlap in the features of these two diseases and recent improvements in diagnostic
imaging of the biliary tract suggest that the association of these two diseases in the same
individual may be more common than is presently appreciated. Can J Gastroenterol
1988; 2(1): 22-27
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LUPOID OR AUTOIMMUNE CHRON-
ic active hepatitis (CAH) and pri-
mary sclerosing cholangitis (PSC) are
chronic diseases of the hepatobiliary
system that have many features in
common. Both diseases affect young
adults and frequently progress to cir-
rhosis and death from liver failure (1-
6). Each is marked by hypergam-
maglobulinemia (5,7), elevated levels
of immune complex-like activity (8,9)
and the presence of autoantibodies (5,
10-13). Patients with both disorders
have an increased incidence of other
‘autoimmune’ diseases including in-
flammatory bowel disease (2, 13-16).
Sixty to 80% of patients with autoim-
mune CAH or PSC are HLA B8 posi-

tive, whereas only 20% of the general

CAN ] GASTROENTEROL



Figure 1) Endoscopic cholangiogram from
caseone showing a long stricture of the common
duct with slight proximal dilatation and
tuemerous strictures at the level of common duct
bifurcation (arrows)

population possess this haplotype
(5,17,18). The high incidence of HLA
B8 raises the possibility that the dis-
pases may share common pathogenic
‘mechanisms. The coexistence of
autoimmune CAH and PSC would be
compatible with this possibility.

. Despite the overlapping features of
these diseases, there is a paucity of re-
ports documenting their coexistence
(6,19). In the present report two pa-
tients with features of both autoim-
‘mune CAH and PSC are described,
emphasizing  the problems  en-
countered in establishing these diag-
noses.

CASE ONE
A 30-year-old female presented in
1978 with a five week history of ab-
dominal pain and recent onset of jaun-
|:dice and pruritus. A clinical diagnosis
I of choledocholithiasis was made and
laparotomy was performed. At surgery

no stones were found in the biliary
tract but the liver was noted to be
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nodular with prominent lymphade-
nopathy at the porta hepatis and in-
flammatory debris in the common bile
duct. An operative cholangiogram
revealed a distorted common bile duct
compatible with sclerosing cholangitis
(Figure 1). A liver biopsy demonstrated
nonsuppurative obliterative cholangi-
tis.

On further review of the patient’s
history, she recalled occasional
episodes of prolonged nonbloody diar-
rhea in the recent past. She took no
medications other than oral con-
traceptives and consumed little al-
cohol. Hashimoto's thyroiditis had
been diagnosed at age six.

The patient’s family history revealed
that her mother had diabetes mellitus,
myxedema and pernicious anemia,
and her father and paternal uncle had
celiac disease.

Physical examination showed no pe-
ripheral signs of chronic liver disease.
The liver and spleen were not en-
larged. Laboratory investigations at
that time revealed hemoglobin of 12.1
g/100 mL, white blood cell count of
13,200/mm’  with 60% polymor-
phonuclear leukocytes. Bilirubin was
3.5 mg/dL (normal, less than 1.4); al-
kaline phosphatase 946 iu/L (normal,
less than 115); and aspartate amino-
transferase (AST) 35iu/L (normal, less
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than 40). Protein electrophoresis and
immunoglobulin  quantitation were
within normal limits. Antismooth
muscle antibody, antimitochondrial
antibody and viral hepatitis serology
were negative.

T]1L' Pﬂ[iﬂnt was r ':‘SSCSSCL! one year
later when she developed bloody diar-
rhea. Physical examination was un-
changed but sigmoidoscopy revealed a
granular mucosa with friability. Rectal
biopsy was consistent with inflam-
matory bowel disease, most likely
ulcerative colitis, and this was further
supported by an air contrast barium
enema. A repeat liver biopsy showed
evidence of cholangitis with focal
portal scarring compatible with early

cirrhosis. retrograde

(ERCP)

showed no evidence of extrahepatic

Endoscopic
cholangiopancreatography

obstruction but the upper portion of
the common bile duct was again dis-
torted, suggestive of sclerosing cholan-
gitis. The patient was started on
sulfasalazine for ulcerative colitis and
did reasonably well for the next year.

She was reassessed in late 1982 for
recurrent epigastric pain. Laboratory
assessment at that time revealed al-
kaline phosphatase of 762 iu/L and
AST of 366 iu/L. Antinuclear factor
was positive at a 1:160 titre and previ-

antismooth muscle

negative

ously
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Figure 2) The portal triads display a moderately heavy infiltrate of lymphocytes and monocytes

with piecemeal necrosis at the imiting plate. (Hematoxylin and eosin x 210)
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antibody was now positive at a 1:1280
titre, Hypergammaglobulinemia was
also present. A repeat liver biopsy
revealed chronic active hepatitis
(Figure 2). ERCP revealed further pro-
gression of the previous bile duct le-
sions. The patient was started on corti-
costeroids which unmasked diabetes
mellitus requiring the addition of insu-
lin. Although the patient improved
subjectively while on corticosteroids,
biochemical improvement was only
transient.

Currently the patient is on
prednisone 20 mg daily. Bilirubin is 44
pmol/L (normal 2 to 18); alkaline
phosphatase 285 iu/L; and AST 464
iu/L. Antimitochondrial antibody re-
mains negative, antismooth muscle
(1:1280), and

antinuclear factor positive (1:1280,

antibody positive

diffuse pattern).

CASE TWO

An 18-year-old female presented in
January 1975 with a six month history
of amenorrhea and excessive fatigue.
For several weeks her urine had been
dark and her stools pale. On physical
examination she was found to be icter-
ic and to have multiple spider angi-
omas over her head and neck, and
palmar erythema. Hepatosplenomega-
ly was present. Laboratory investiga-
tions revealed moderate pancytopenia,
elevated serum alanine aminotransfer-
ase 180 iu/L (normal, less than 36), al-
kaline phosphatase 690 iu/L, and
hypergammaglobulinemia,  Antinu-
clear and antismooth muscle antibo-
dies were both present in the serum
(titre equal to or more than 1:80) but
antimitochondrial antibodies were not
detected. The patient's HLA hap-
lotype was B8. Hepatitis B surface an-
tigen (HBsAg) was negative by
radioimmunoassay. Serum o | anti-

trypsin, ferritin, copper and
ceruloplasmin levels were within
normal limits, The patient had

received no medication and did not
abuse alcohol. Family history was neg-
ative for chronic liver disease but posi-
tive for hypothyroidism and juvenile
onset diabetes in her mother and sis-
ter, respectively. Significant thrombo-
cytopenia and a prolonged pro-
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Figure 3) Sections of liver from case two showing micronedular cirrhosis with extension of the portal

inflammatory reaction into adjacent hepatic parenchyma. (Hematoxylin and eosin x 100)

precluded a
percutaneous liver biopsy.

thrombin time

A tentative diagnosis of autoim-
mune CAH was made and the patient
was started on prednisone 40 mg/day.
With initiation of therapy the patient’s
symptoms resolved and serum amino-
transferase levels fell to within normal
limits. Serum alkaline phosphatase
levels, however, remained elevated at
four to five times the upper limit of
normal. A percutaneous liver biopsy,
nine months later, revealed cirrhosis
with areas of piecemeal necrosis of
hepatocytes (Figure 3).

One year following presentation the
patient complained of vague abdomi-
nal pains and diarrhea. Radiology of
the gastrointestinal tract failed to dem-
onstrate any mucosal abnormalities.
Serum alkaline phosphatase was still
elevated at 517 iu/L. An intravenous
cholangiogram demonstrated normal
filling of the right, left and proximal
common bile duct and a gall bladder
that was free from stones. The distal
common bile duct was not well
visualized.

In January 1977, approximately two
years following the initial presenta-
tion, the patient developed recurrent
hematemesis

from ruptured gas-

troesophageal varices. A distal sple-

Figure 4) Intraoperative cholangiogram from
case two showing multiple areas of stricturing
(arrows) with only slight proximal ductal di-
latation
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norenal shunt was performed. A
wedge biopsy of the liver confirmed the
presence of cirrhosis with no portal
tract features of chronic biliary disease.
Following surgery the patient experi-
enced intermittent abdominal cramps
and diarrhea. In June 1977 acute pan-
creatitis developed with an elevation in
serum amylase activity. An oral chole-
cystogram later revealed multiple small
radiolucent  stones within the gall
bladder.

In February 1978 a cholecystectomy
was performed. During this surgery the
common bile duct was felt and consid-
ered to be thickened and fibrotic. An
operative cholangiogram  revealed
multiple strictures of the common bile
duct. Proximal to the strictures there
was only slight dilatation of the duct
(Figure 4). Following surgery intermit-
tent abdominal cramps and diarrhea
persisted. In October 1980, she devel-
oped severe right upper quadrant pain,
fever and chills.

Cholangiograms performed during
the subsequent
vealed multiple strictures and dilata-

hospitalization  re-

tions of éntrahepatic and extrahepatic
hile ducts as well as multiple stones
throughout the biliary tree. Subse-
quently, pigmented stones were recur-
gently extracted using nonsurgical
techniques. During the course of a bili-
ary drainage procedure (choledo-
chojejunostomy) in December 1980, a
third liver biopsy and a biopsy of the
common bile duct were obtained. The
liver biopsy revealed cirrhosis, nonsup-
purative fibrous cholangitis (Figure 5),
and the wall of the common bile duct
contained dense bands of fibrous tissue
compatible with, but not specific for,
primary sclerosing cholangitis.

The patient ultimately was dis-
charged irrigation
catheters placed in both the right and
the left heparic ducts. Six months later
{seven years following initial presenta-

with  silastic

tion) there was an exacerbation of
abdominal and diarrhea.
Colonoscopy at that time revealed def-
inite mucosal abnormaliries in the left

cramps

colon and multiple biopsies of the in-
volved area revealed crypt abscess
formation
polymorphonuclear

with accompanying

leukocvre a nd
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round cell infiltration, changes typical
of ulcerative colitis. Long term oral
sulfasalazine therapy was prescribed
for the colitis.

DISCUSSION

Autoimmune CAH is a disease that
predominantly affects young females
in their second or third decade of life
with a second peak in women over the
age of 45. Fatigue, nausea and, in the
younger age group, amenorrhea are
the most common presenting com-
plaints. On  physical examination
jaundice and an enlarged liver and
spleen may be found. Initial laboratory
investigations typically reveal mild
pancytopenia, elevated serum levels of
aminotransferases and hypergamma-
globulinemia. Eighty-five percent of
patients will be antinuclear antibody
positive, and 80% antismooth muscle
antibody positive (10). If blood clotting
tests permit, a severe chronic aggres-
sive hepatitis, or active cirrhosis will be
(7,19). The
feature of

biopsy
histologic

seen on liver
characteristic

autoimmune CAH is active piecemeal
periportal

necrosis  of hepatocytes

(3,20). The two patients presented in

N
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this report possessed many of the
above features. In addition, clinical
and serum biochemical indices of the
liver disease responded satisfactorily to
steroids, a finding entirely consistent
with a diagnosis of autoimmune CAH
(21).

As demonstrated by these two cases,
confirming the diagnosis of both
autoimmune CAH and PSC in the
same patient can be very difficult. It
was particularly difficule to establish
the additional diagnosis of PSC in case
two. By definition, the diagnosis of
PSC should not be made in individuals
who have had previous surgery on the
biliary tract, documented stones in the
intrahepatic or extrahepatic biliary
tree, or in individuals who have been
followed for an insufficient period of
time to rule out a malignancy of the
biliary tract (22,23). Complications of
biliary surgery, cholelithiasis and chol-
angiocarcinoma can each lead to the
syndrome with
clinical, radiological and pathological
features that are
from that of PSC.

development of a
indistinguishable

Although patient two had surgical
exploration of the common bile duct

sl e i

Figure 5) The wedge biopsy of liver from case two showing nonsuppurative fibrous cholangitis,

obliteration of bile ducts and marked periportal bile stasis with focal aggregates of acute inflamma-

tion. (Hematoxylin and eosin x 100)
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and intrahepatic stones documented
by cholangiography, it is necessary to
consider the timing of these events in
relation to the patient’s overall course.
At the time of initial presentation,
three years prior to common duct sur-
gery and five years prior to the demon-
stration of intrahepatic lithiasis, serum
alkaline phosphatase level was already
six times the upper limit of normal and
remained markedly elevated, being
unaltered by the initiation of cortico-
steroids. Moreover, the first accurate
radiologic examination of the patient’s
biliary tract (performed at the time of
cholecystectomy and thus just prior to
exploration of the common bile duct
and two years prior to intrahepatic
stone formation) demonstrated stric-
tures of the proximal common hepatic
duct, the right and left hepatic ducts
and smaller intrahepatic radicles.
Finally, the histologic extent of the
sclerosing process seen in the 1980 bi-
opsy of the common bile duct and the
subsequent documentation of chronic
idiopathic ulcerative colitis are addi-
tional findings supporting a diagnosis
of PSC ig this patient (12,26).

There are several possible explana-
tions why PSC has not previously been
described in patients with autoim-
mune CAH and vice versa. One major
reason may be that each of these dis-
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