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SYNOPSIS 

A case of Budd -Chiari syndrome associated with liver cell 
adenomas in a young woman taking oral contraceptives is 
described. Her main complaints were of abdominal discomfort 
and massive ascites. Diagnosis of Budd -Chiari syndrome was 
established by hepatic venography and at laparotomy, multiple 
liver cell adenomas were discovered. It appears that oral contra- 
ceptives play a central role in the etiology of these conditions. 

INTRODUCTION 

Obstruction of the hepatic venous outflow leads to a clinìco- 
pathological entity known as Budd -Chiari Syndrome. Although 
Budd and Chiari were credited by the eponym, neither of them 
were the first to describe the disease. The earliest known case 
was reported cases of thrombosis of hepatic vein resulting from 
intrahepatic abscesses (1). The clinical features of the disease 
were however not adequately described until fifty-three years 
later by Chiari in 1899 (2), who erroneously thought that the 
disease was the result of primary hepatic endophlebitis from 
syphilis. 

The aetiology of the syndrome is unknown in two-thirds of 
cases. Of the known causes polycythemia rubra vera, hyper- 
nephroma and other tumours invading the inferior vena cava have 
been most often reported (3). Pregnancy (4, 5) and more recently 
oral contraceptives have also been implicated in the aetiology of 
the syndrome (6, 7, 8). 

The present paper describes a young woman, previously on 
oral contraceptive pills for four months duration, who developed 
Budd -Chiari syndrome two weeks after delivery. She was also 
found to have multiple hepatic adenomas on laparotomy. Only 
one similar case has been reported in the literature (9). 

Case History 

L.S.H., a 32 year old Chinese woman was first seen in December 
1976 with a five-day history of colickly abdominal pain, nausea, 
vomiting and progressive abdominal distension, two weeks after 
delivery of her second child. She had been taking an oral contra- 
ceptive (Norgestrel and Ethinyl Oestradiol) for four months prior 
to her second pregnancy. 

On physical examination, she was ìn distress but was not 
jaundiced. There were no stigmata of chronic liver disease. There 
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was gross ascites with the liver palpable 4cm below 
the right costal margin. Her haemoglobin was 12.4gm/ 
100m1.The white blood cell count was 8900/cm3 with a 

normal differential count. She had a serum bilirubin of 
0.7mg/100m1, alkaline phosphatase 218 I.U./litre, SGPT 
of 20 I.U./litre, serum albumin 2.8gm/100m1, and 
normal electrolytes. A hepatic scintiscan showed a 

grossly enlarged liver with héterogeneous uptake of 
1131. The ascitic fluid was a transudate. She was 
thought to have portal vein thrombosis and was 
treated conservatively with diuretics with some 
improvement. 

She defaulted follow-up and was not seen again till 
February 1977 when she presented with gross ascites, 
ankle oedema and abdominal discomfort. On exami- 
nation, no organ enlargement could be detected 
because of the tense ascites. There was mild ankle 
oedema. Her serum bilirubin was 1.Omg/100m1, SGPT 
40 I.U./litre, and alkaline phosphate 177 I.U./litre. Peri- 
toneoscopy showed an enlarged but otherwise 
grossly normal liver. Celiac axis arteriography revealed 
a patent portal vein during the venous phase while 
inferior venocavography showed narrowing in IVC in 
the region of the liver but there was no significant 
obstruction (Fig 1). Repeated hepatic scintiscans 
revealed several filling defects in the liver and a 

hepatic arteriogram showed that the filling defects 
were multiple vascular tumours present in both lobes 
of the liver (Fig 2). Alpha fetoprotein was negative. 
Laparotomy was performed and an enlarged liver 
studded with multiple tumour nodules of varying size 
was found. A wedge biopsy of the nodule revealed 
benign liver adenoma (Fig 3). In the meantime, her 
symptoms had become more difficult to control and 
she was referred to the University Department of 
Medicine II for further evaluation. 

Physical examination on admission revealed that 
she appeared to be in no acute distress and was not 
jaundiced. There were palmar erythema and spider 
naevi. Prominent collateral circulation was seen on 
the abdominal wall. Her abdomen was grossly 
distended with ascites. The liver and spleen were not 
palpable. Her Hb was 15.3gm%. Her white cell count 
8400/cm3 and platelets 120,000/cm3. The urea and 
electrolytes were normal. Her bilirubin was 0.8mg/ 
100m1, alkaline phosphatase 139 I.U./litre, SGPT 37 
I.U./litre and serum albumin 2.2gm/100mI. Both the 
alpha fetoprotein and hepatitis surface antigen were 
negative. Oesophagoscopy showed presence of 
oesophageal varices. A hepatic venogram was per- 
formed (Fig 4). In contrast to the usual easy passage 
of catheter into the hepatic vein, the hepatic vein was 
wedged with some difficulty by an experienced radio- 
logist and when the contrast medium was injected, 
the hepatic vein was shown to be almost completely 
obliterated with saccular collaterals distal to the 
obstruction. Thus a diagnosis of Budd -Chiari 
syndrome was established. Currently her ascites is 
fairly well controlled with Frusemide 120mg b.d. and 
Spironolactone 100mg ids. 

DISCUSSION 

Budd -Chiari syndrome is a rare disease characterised 
by massive ascites, hepatomegaly, abdominal pain 
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Figure 1 Inferior venocavograph showing narrowing of 
inferior vena cava in the region of the liver. 
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Figure 2 Hepatic 
circulation. 

i 

jailtiti- 
arteriogram showing multiple tumour 

and tenderness of variable degree. While nausea and 
vomiting occur at various times throughout the course 
of the illness, jaundice and splenomegaly are 
uncommon (3). Occasionally acute abdominal pain is 
the predominant symptom which increases rapidly in 
severity, leading to shock, coma and death from 
hepatic insufficiency. Rarely patients may present 
with haematemesis due to variceal bleeding as a 
result of portal hypertension. 

The clinical features of the disease are not specific 
and the liver function tests are of little help in establish- 
ing the diagnosis. In the early stages they may be 
completely normal, and severe hepatocellular damage 
is seen only in the advanced state. The liver histology 
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Figure 3 Photomicrograph of hepatic adenoma (H & E x100) 
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Figure 4 Hepatic venogram showing catheter wedged in 
he hepatic vein which is nearly obliterated with saccular 

collaterals distal to the obstruction. 

may show non-specific sinusoidal congestion with 
centrizonal necrosis (10), seen also in patients with 
cardiac failure or constrictive pericarditis. The liver 
scan may show a characteristic concentration of 
isotopes in the central area of the liver (10), probably 
due to compensatory hypertrophy of the caudate lobe, 
which drains directly into the vena cava. The definitive 
diagnosis of the syndrome, however, must rely on 
radiological procedures to detect the level and extent 
of obstruction, and the presence or absence of 
collateral circulations. Two types of hepatic venous 
obstruction can be identified by hepatovenography 
and inferior venocavography (11). In type I, the obstruc- 
tion is localised ìn the hepatic vein alone and the 
inferior vena cava is patent. In type II, there is a well- 

defined obstruction in the intrahepatic portion of the 
inferior vena cava or ostium of the hepatic vein. In 
Japan, congenital membranous obstruction in the 
hepatic portion of the IVC is the most frequent cause 
of Budd -Chiari syndrome and Japanese workers 
stress the importance of simultaneous superior and 
inferior venocavography to detect the presence of an 
IVC membrane (12). The hepatic vein and inferior vena 
cava may also be separately involved in the same 
patient (3). Side -to -side narrowing may be observed in 
inferior vena cavography but this non-specific appear- 
ance may be seen also in cirrhosis of liver (13). 

Budd -Chiari syndrome seen shortly after delivery 
was first described by Thran (14) in 1899 and subse- 
quently 7 other cases had been reported (15). Several 
factors have been postulated for its development. In 
late pregnancy the IVC is normally occluded when 
patient is lying in supine position and the venous 
return is via the azygos and vertebral veins (16). Further- 
more, there is a hypercoaguability state in pregnancy 
due to increase in clotting factor VII and VIII, fibrino- 
gen (5) and, in the puerperium there is a rise in platelet 
count with high level of fibrinogen and factor VII (15). 
Similar alteration in clotting mechanisms (17, 18), 
increased platelet sensitivity (15) and possible vascu- 
litis due to changes in adreno-cortical steroid meta- 
bolism (19) as well as a primary endothelial defect (20) 
have also been postulated in women taking oral 
contraceptives. It has been estimated that the risk of 
venous thrombosis is increased six -fold during 
pregnancy and in the puerperium and three -told with 
intake of oral contraceptives, although the actual 
mechanism remains speculative (21). 

In our patient, the development of massive ascites, 
abdominal pain, hepatomegaly and the hepatic veno - 
graphic finding of the hepatic venous occlusion 
confirm the diagnosis of Budd -Chiari syndrome. 
Although both pregnancy and the ingestion of oral 
contraceptives are implicated as causes, it appears 
that the latter is a more likely cause as the patient 
also has hepatic adenomas, which are recognised to 
have a close association with oral contraceptives. 
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Prior to the introduction of oral contraceptives, 
liver cell adenoma had been regarded as an extremely 
rare benign tumour. The association of liver cell 
adenoma and oral contraceptives was first suggested 
by Baum et al who collected 7 cases of liver cell 
adenoma, all in women taking oral contraceptives (22). 
Since then there has been a striking increase in the 
incidence of liver cell adenoma in parallel with the 
increased use of oral contraceptives and 237 published 
cases were reviewed by 1977 (23). The majority of 
women with liver cell adenoma had been taking oral 
contraceptives for more than 5 years but in 10% of 
patients the duration of oral contraceptive intake was 
less than 12 months. In 7% of cases the liver cell 
adenoma was discovered 6 months to 10 years after 
cessation of contraceptive pills (23). It appears that 
oral contraceptives of high hormonal potency carry 
greater risk particularly in patients over 30 years of 
age (24). The long term use of oral contraceptive pills 
have been estimated to be associated with an annual 
incidence of liver cell adenoma of 3 to 4 per 100,000 (25). 

The clinical presentation of liver cell adenoma falls 
into 3 categories (25, 26). About one-third to one-half 
of the patients present with a mass palpable at 
physical examination or discovered as an incidental 
finding at laparotomy. One-third of patients present 
with a painful tender mass and the remainder may 
present with a sudden, often fatal, intraabdominal 
haemorrhage due to rupture of the tumour. There 
appears to be a temporal relationship between 
menstruation and the rupture of the adenoma (24). 

The diagnosis of liver cell adenoma is usually made 
at laparotomy although a liver scintiscan may show 
filling defects in lesions larger that 3cms in diameter. 
Before rupture hepatic arteriography is the best 
diagnostic aid (27). The hepatic artery is enlarged and 
the tumour shows up as filling defect with a clearly 
defined margin while numerous enlarged tortuous 
feeding vessels supply the mass from the periphery. 
The differentiation between the liver cell adenoma and 
hepatocellular carcinoma may occasionally be diffi- 
cult. When liver cell adenoma is suspected, percuta- 
neous liver biopsy is contraindicated because of the 
vascularity of the tumour and the increased risk of 
haemorrhage (27). Oral contraceptives are also impli- 
cated in the development of focal nodular hyperplasia 
and more rarely in hepatoma (27). The mechanism to 
the development of hepatic tumour following oral 
contraceptives is unknown. Present evidence 
suggests that the estrogen components of the oral 
contraceptive seem more incriminable than the 
progesterone components as estrogens are carcino- 
genic in other organs and promote liver cell regenera- 
tion in rats (16, 28). It has been suggested that 
estrogen by interference with the metabolism of 
oncogenic bile salt derivatives thereby exerts its 
oncogenic effect (6). Others suggest that these 
tumours may develop as a result of a steroid -induced 
stimulus to a preexisting developmental abnormality 
or a hyperplastic response to a chronic vascular injury 
(9). 

The management of this patient is complicated by 
the dual pathology. Currently her symptoms are fairly 
well controlled by salt restriction and massive doses 
of diuretic. There is little evidence that anticoagulant 

or fibrinolysis therapy is of benefit in Budd -Chiari 
syndrome and it is particularly hazardous here as it 
may enhance the haemorrhage into the hepatic 
adenoma. 

Surgery is controversial in the treatment of Budd - 

Chiari syndrome. Recently a number of favourable 
reports of side -to -side porta -caval (29) or mesoatrial 
shunt (30) have been advocated, but these operations 
will not influence the natural history of hepatic 
adenoma. Surgical resection on hepatic adenomas (31) 
is also unlikely to be successful as the adenomas are 
multiple and large. Oral contraceptives should never 
be used again as there are evidence that tumour may 
regress on stopping oral contraceptives. She is also 
advised against further pregnancy. Her final prognosis 
with regard to rupture of hepatic adenoma, liver cell 
failure and variceal haemorrhage, must be guarded. 
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