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A 53-year-old woman was admitted to our hospital because of liver dysfunction. Laboratory data and liver bi-

opsy revealed autoimmune hepatitis (ATH) and veno-occulusive disease (VOD). Endoscopic retrograde cholan-

giopancreatography demonstrated bile duct changes consistent with primary sclerosing cholangitis (PSC). The

clinical features and liver profile tests improved with predonisolone and ursodeoxycluic acid. This patient is a
rare case initially presenting features of 3 different hepatic diseases; AIH, VOD and PSC. During her long clinical
course, predonisolone was effective. This case may provide an insight in understanding autoimmune hepatic dis-

€ases.
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Introduction

Hepatic veno-occlusive disease (VOD) is a pro-
gressive form of portal hypertension, characterised
histologically by hepatic central vein dilatation and
fibrosis, which is a potentially fatal cause of ascites
and hepatic failure. The cause of VOD has been re-
ported to be exposure to plants (Jamaican Crotalaria
fular) that contain hepatotoxic pyrrolozidine alka-
loids”~®. Recently, many cases caused by radiation
injury, bone marrow transplantation and high-dose
chemotherapy have been reported” ™.

We describe a patient with complicated autoim-
mune hepatic diseases including VOD who had a
habit of drinking teas imported from China. To our
knowledge, such a case has not been previously re-
ported.

Case

A 53-year-old woman was admitted to our hospi-
tal in a coma in July 1997. She had history of liver
dysfunction since 1986. However, she had not taken

any medication until August 1994 when she was ad-
mitted to our clinic because of arthralgia, liver dys-
function, thrombocytepenia and neutropenia. The
patient did not drink alcohol regularly, and had a
habit of drinking teas such as Farfarae flos (bakken-
lide), cordyceps (Cordyceps sinensis) and Tabllae bifen-
dat which were imported from China.

At first admission in August 1994, her conscious-
ness was clear. There was slight jaundice in her
eyes. The liver and spleen were enlarged, but no as-
cites was noted. There was palmar erythema in her
hands and spider varices in her neck. The patient
had arthritis in PIP joints but no rheumatoid nod-
ules. Dipstick test showed negative for protein and
occult blood.

Laboratory data showed an erythrocyte sedimen-
tation rate (ESR) of 117 mm/h, total white blood cell
count (WBC) of 1,500 /ul with 1% stabs, hemoglo-
bin of 13.9 g/dl and platelet 5.9 % 10*/ul. Electrolytes,
blood urea nitrogen (BUN), and glucose were nor-
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mal. The glutamyl transferase (GOT) was 40 (ref-
erence range 10-40) U/L, asparatate transferase
(GPT) 26 (reference range 5-45) U/L, lactate de-
hydrogenase (LDH) 340 (reference range 120-240)
U/L, alkaline phosphatase (ALP) 1,658 (reference
range 100-280) U/L, lactate dehydrogenase (LAP)
508 (reference range 80-180) U/L, Ch-E 2,254 (ref-
erence range 3,000-7,000) mU/ml, and y-glutamyl
transpeptidase (y-GPT) 515 (=£30) mU/ml Serum
total protein (TP) was 7.3 (reference range 6.7-8.3)
g/dl with hypergammaglobulinemia (34.6% ), alb-
min 2.9 (reference range 3.8-5.3) g/ml, total biliru-
bin (T-bil) 19 (reference range 0.2-1.1) mg/dl and
direct bilirubin (D-bil) 1.2 (reference range 0.0-0.5)
mg/dl. Renal function was normal. Serum C reac-
tive protein level (CRP) was 3.9 mg/dl Rheumatoid
factor was detected (positive by the latex agglutina-
tion method and RA particle aggulutination titer of
1:160). Immunological tests revealed an antinuclear
antibody titer of 1: 160 in which antimitochondrial
antibody (M IgM) was 19.8 U/ml and antismooth
muscle antibodies were 40 X . Anti-HBc antibody,
anti-HBs antibody, HBV-DNA, HCV-RNA and IgM
anti-HAV antibody were all negative . The
prothrombin time was 11.0 (reference range 9.5-
12.0) sec (65%) and activated partial thromboplastin
time was 34.3 (reference range 23.5-42.5) sec (99%) .
Fibrinogen was 309 (reference range 155-415) mg/
dL There was no serological and microbiological evi-
dence of viral and bacterial infection and allergies.
Radiography of chest and joints were normal. Ul-
trasound (Fig. 1A) , CT scan (Fig. 1B) of abdomen
and MRI showed marked deformity with multiple
nodular lesions with scarred areas of liver without
definite changes, potato liver, moderate splenome-
galy and portal hypertension with splenorenal
shunt. Endoscopic retrograde cholangiopancrea-
tography demonstrated stenosis and obstruction of
bile duct with choledochitis but there was no evi-
dence of choledocholithiasis nor congenital abnor-
malities (Fig. 2). Choledochography also showed
stenosis and obstruction of bile duct. The pictures
were consistent with primary sclerosing cholangitis
(PSC). Two liver biopsy specimens were taken on
separate occasions. These revealed submassive he-

Fig.1 Ultrasound (A) and CT scan (B) of abdomen
Both ultrasound and CT scan show marked deformity
with multiple nodular lesions with scarred areas of
liver without definite changes, potato liver, moderate
splenomegaly and portal hypertension with spleno-
renal shunt.

patic necrosis, hepatic venous outflow obstruction
and sinusoidal dilatation (Fig. 3). Bone marrow as-
piration showed a mild hypercellular but normal
myeloid-erythroid ratio and no excess of blasts.

Finally, the patient was diagnosed as having ATH
associated with VOD and PSC based on these ob-
servations. Since there was inflammation among
the bilary duct and her bicytopenia worsened, intra-
venous methylpredonisolone (500 mg/day) for three
consecutive days followed by predonisolone (50 mg/
day) was initiated with ursodeoxycluic acid 900 mg.
Her clinical features improved and she was dis-
charged, taking predonisolone 30 mg/day. The pa-
tient was followed up at our out-patient clinic.

She was admitted to hospital several times before
July 1997 since her clinical features flared. Upon the
current admission, her consciousness score was 3

on the Glasgow Coma Scale. Physical examination
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Fig. 2 Endoscopic retrograde cholangiopancreatogra-
phy
This demonstrates stenosis and obstruction of bile
duct with choledochitis but there was no evidence of
choledocholithiasis nor congenital abnormalities

Fig.3 Liver biopsy
These reveal submassive hepatic necrosis, hepatic ve-
nous outflow obstruction and sinusoidal dilatation but
not chronic non-suppurative destructive cholangitis.
A: The first time of biopsy, B: The second time of biopsy.
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revealed a temparature of 37.8 Cand blood pres-
sure of 110/74 mmHg. There was jaundice, slight
ascites and peripheral edema. Dipstick test showed
2 + for bilirubin. Laboratory tests showed as fol-
lows : ESR 76 mm/h, WBC 19,400/ ul, hemoglobin
124 g/d|, platelet 25.3 x 10*/pl, CRP 205 mg/dl, se-
rum creatinine level (Cr) 3.3 mg/dl, BUN 150 mg/dl
and electrolytes within the normal limit. TP 59 g/
dl, albumin 24 g/dl, T-bil 89 mg/dl, D-bil 7.5 mg/dl,
AST 943 U/L, ALT 120 U/L, ALP 860 U/L, LDH
1,274 U/L, LAP 320 U/L, y-GTP 241 U/L and NH; 98
(reference range 30-86) pug/ml. Based on these data,
methylpredonisolone pulse therapy and NHs
apheresis were performed. Her clinical features and
data improved.
Discussion

She was diagnosed as having AIH because 1)
ANA and anti-smooth muscle antibody were posi-
tive, 2) IgG and transaminase were elevated, and 3)
submassive hepatic necrosis was detected by liver
biopsy. In addition, diagnosis of VOD of the liver
was confirmed from findings of the second liver bi-
opsy which showed hepatic venous outflow obstruc-
tion and sinusoidal dilatation. Moreover, endoscopic
retrograde cholangiopancreatography revealed ste-
nosis and obstraction of bile duct with choledochitis.
Interestingly, during her clinical course, the patho-
genesis of liver dysfunction changed.

Hepatic VOD is a progressive form of portal hy-
pertension, characterised histologically by hepatic
central vein dilatation and fibrosis, which is a poten-
tially fatal cause of ascites and hepatic failure. The
most common cause is exposure to plants that con-
tain hepatotoxic pyrrolizidine, or endemic consump-
tion of pyrrolizidine-containing plants and bush tea
poisoning” ™. This patient had been taking Chinese
teas, such as Forfarae flos, cordyceps, Tabllae bifendat
and herb tea for 11 years before her liver dysfunc-
tion was pointed out. Although we could not detect
pyrrolizidine in the tea which the patient had been
taking, it might contribute to development of
VOD”.

ATH and PSC are generally regarded as separate
disease entities. Our case was diagnosed as AIH
and VOD. In addition, clinical, laboratory and cho-
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langiograhic findings also qualified her for the diag-

nosis of PSC. Gregorio et al® reported the overlap

syndrome of PSC and AIH. We describe a patient

with complicated autoimmune hepatic diseases in-

cluding VOD. This case may provide an insight in

understanding autoimmune hepatic diseases.
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