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Primary epithelioid haemangioendothelioma of
the liver: case report and review of the literature
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Abstract
A 31 year old female patient presented
with a one and a half year history of pain
in the upper abdomen. The pain was mild,
constant, dull aching, and increased with
change in posture or sudden movements.
There was no definite relation to meals.
She also had a lump in the right upper
quadrant, which had been gradually in-
creasing in size over three months. She
had mild anorexia and reported a 5 kg
weight loss over one year. She had no his-
tory of intake of oral contraceptive drugs,
exposure to vinyl chloride, thorotrast or
any other industrial toxin. Ultrasonogra-
phy of the abdomen revealed multiple
space occupying lesions of altered echo-
texture in both lobes of the liver. The por-
tal venous system and hepatic vascular
system were normal. Computed tomogra-
phy of the abdomen confirmed the ultra-
sound findings. Histopathology was
diagnostic for primary epithelioid haem-
angioendothelioma; the first such case
reported from India. The patient has been
put on a waiting list for a liver transplant.
( Clin Pathol 1997;50:1029-1031)
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Primary malignant tumours of the liver other
than hepatocellular carcinoma are mainly
sarcomas; however, sarcomas arising primarily
in the liver are quite uncommon. The most
common sarcoma is angiosarcoma, others
being leiomyosarcoma, fibrosarcoma, and
liposarcoma.' A rare variety of angiosarcoma
arising from the liver is epithelioid
haemangioendothelioma. 28
We report a case ofprimary epithelioid haem-

angioendothelioma of the liver along with a

review of the literature. To the best of our

knowledge, this is the first such case reported
from India.

Case report
A 31 year old female patient presented in June
1995 with a history of pain in the upper abdo-
men for one and a half years. The pain was

mild, constant, dull aching, and increased with
change in posture or sudden movements.
There was no definite relation to meals. In
addition, she noticed a lump in the right upper
quadrant of her abdomen three months before
presenting to our hospital. The lump was

gradually increasing in size. She also had mild

anorexia and reported a 5 kg weight loss over a
period of one year. She denied any history of
dyspepsia, fever, jaundice, gastrointestinal
bleeding or oedema over feet. She had had
three normal deliveries and a normal men-
strual history. There was no history of intake of
oral contraceptive drugs, exposure to vinyl
chloride, thorotrast or any other industrial
toxin. She was a non-smoker and did not con-
sume alcohol. Physical examination revealed a
woman with thin build (weight 52 kg, height
158 cm). There was no pallor, jaundice,
clubbing, pedal oedema, spider naevi or any
significant lymphadenopathy. Systemic
examination of the central nervous system,
cardiovascular system, and respiratory system
was unremarkable. Abdominal examination
revealed a hepatomegaly of 8 cm below the
right costal margin. The liver was non-tender,
its consistency was firm and surface grossly
nodular. There were no prominent veins over
the abdomen, free fluid, splenomegaly or any
bruit. A probable clinical diagnosis of neoplas-
tic lesion of the liver was entertained.

Routine haematological and biochemical
investigations were normal. Liver function tests
showed normal bilirubin (0.2 mg/dl), normal
aspartate and alanine transaminases (24 and
18 IU, respectively), and mildly raised alkaline
phosphatase (420 IU; normal 20-200). Viral
markers for hepatitis B and C viruses were
negative (HbsAg, anti-HbcAg and anti-HCV
antibodies; ELISA, Abbott Laboratories,
Chicago, Illinois, USA). Serum a fetoprotein
level was well within the normal range (2.4 ng/
ml). Ultrasonography of the abdomen revealed
multiple space occupying lesions of altered
echotexture in both lobes of the liver. The por-
tal venous system and hepatic vascular system
were normal. Computed tomography (CT) of
the abdomen confirmed the ultrasound find-
ings (fig 1). A Tc99 RBC pooled scan showed
multiple cold regions in the liver not suggestive
of haemangioma. A Tc99 phytate liver scan
showed an enlarged liver with good radiotracer
contrast, multiple photopenic areas in the right
lobe but uniform tracer distribution in the left
lobe.

For histopathological diagnosis, a Trucut
liver biopsy was done from the largest lesion in
the right lobe of liver under ultrasound
guidance. Histological examination of the liver
biopsy revealed replacement of the liver paren-
chyma by cells enmeshed in an eosinophilic to
faintly basophilic matrix. At places, only
isolated or groups of hepatocytes could be
identified. The hyalinised areas showed variable

1 029

 on M
ay 22, 2023 by guest. P

rotected by copyright.
http://jcp.bm

j.com
/

J C
lin P

athol: first published as 10.1136/jcp.50.12.1029 on 1 D
ecem

ber 1997. D
ow

nloaded from
 

http://jcp.bmj.com/


Short reports

Figure 1 CT showing a large multinodular tumour
involving both lobes of the liver.

cellularity. The cells predominantly had indis-
tinct cytoplasm. When discernible, these cells
were either rounded or spindle shaped. Nuclei
were oval to spindle shaped with finely granular
chromatin. Many of these cells showed cyto-
plasmic vacuolation giving a signet ring-like
appearance (fig 2). Portal tracts were expanded
due to fibrosis and infiltration by the tumour.
There was bile duct proliferation. Reticulin
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Figure 2 Liver biopsy showing replacement of liver parenchyma with tumour cells many
of which are spindle shaped or show cytoplasmic vacuolation (haematoxylin and eosin,
original magnification x20.)
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Figure 3 Factor VIII immunostaining highlighting the vacuolated cells (factor VIII
antigen xlO.)

stain and Mason trichrome stain highlighted
the fibrosis. In addition, numerous vascular
channels were identified on reticulin staining.
The tumour cells did not contain mucin
(Mucicarmine stain). Immunohistochemical
staining showed factor VIII (Dakopatts,
Glostrup, Denmark) positivity in some of the
vacuolated tumour cells (fig 3). Staining for
(lex europaeus lectin (Dakopatts) was equivo-
cal. The immunohistochemical stain for cyto-
keratin (Dakopatts) highlighted the intervening
hepatocytes but the tumour cells were negative.
These histological features were consistent with
an epithelioid haemangioendothelioma.

Discussion
Solid angiosarcomas of the liver are rare
tumours and epithelioid haemangioendothe-
lioma is one of the rarest of the sarcomas aris-
ing from the liver. This particular tumour has
been given many names: vasoablative endothe-
liosarcoma with pseudocartilagenous change,
mixed tumour, sclerosing endothelioid angio-
sarcoma, pseudocartilagenous sarcoma, and
sclerosing interstitial vascular sarcoma. Many
case reports have been published describing
clinical, radiological, and histopathological
features of this tumour.2`8 The largest series
remains that by Ishak et al.3 Apart from the
liver, epithelioid haemangioendothelioma may
arise from many other organs such as bone,
lungs, muscle, and blood vessels.9
The clinical behaviour of epithelioid haem-

angioendothelioma is that of a slow growing
malignant tumour with relatively long
survival.3 10 Most patients have non-specific
symptoms and in many patients the tumour is
diagnosed serendipitously. The common
symptoms are upper abdominal pain, anorexia,
and weight loss. The less common are
jaundice, fever, and variceal bleed secondary to
portal hypertension (which is rare). A fulmi-
nant course has also been described." The
whole liver is ultimately replaced by the
tumour. Metastases to bone, pleura, and lymph
nodes have been described.

Radiological investigations such as ultra-
sound and CT are helpful in defining the
extent of the tumour.'2 13 Recently, magnetic
resonance imaging of epithelioid haeman-
gioendothelioma in the liver have been
described.'4 The CT findings in our patient
matched those reported in the literature. The
CT findings compatible with a diagnosis of
epithelioid haemangioendothelioma are a large
tumour with peripheral enhancement, many
hypervascular central lesions, compensatory
hypertrophy of the unaffected areas, and
nodular appearance. A nuclear scan may be
helpful in excluding a vascular tumour such as
haemangioma as was the case in our patient.'5
Despite an endothelial origin this tumour is
relatively avascular. Angiography is not of any
particular help and angiographic findings have
been variously described5 10: these include
moderate vascularisation, curving displace-
ment of marginal vessels, and peripheral
enhancement of the tumour by contrast.
The histopathological features of this

tumour described are characteristic.316
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Microscopically, the tumour comprises neo-
plastic cells that are round or spindle shaped
with large nuclei. At the margin of the tumour,
large plump cells fill the sinusoids while the
centre of the tumour has a fibrous stroma. The
stroma of the tumour tissue adds the distinc-
tive feature; it is fibrous, strongly resembles
cartilage, and is basophilic. It is because of its
resemblance to the cartilage that the name
pseudocartilagenous sarcoma was given to this
tumour. The tumour characteristically stains
positive for factor VIII related antigen,"' Ulex
europaeus I lectin,'7 and Q-bend 10 (CD34)
antigen." The liver tissue gets slowly replaced
by fibrous hyalinised tissue. The endothelial
nature of the tumour can be shown by demon-
strating intracytoplasmic inclusions similar to
Weibel Palade bodies."9 The large number of
intermediate filaments gives the tumour cells
their epithelioid appearance. The histological
features of this tumour were well illustrated in
our patient.
The biological behaviour of this tumour on

which depends the clinical course should be
understood in light of its histopathological
characteristics. Since it is a slow growing
tumour, there is a long survival. The tumour
rarely infiltrates the vessels and lymphatics and
hence has low propensity to metastasise. The
tumour is relatively avascular, mainly fibrous
and solid, and so there is little chance of
rupture. In fact there is a tendency for "self
death" because when the tumour enlarges and
becomes surrounded by dense fibrous tissue, it
cuts off its own blood supply.20
The aetiology of this tumour is not known.

Association with oral contraceptives and vinyl
chloride has been reported.4 11 21 In our case no
definite predisposing factor could be identified.
The tumour is generally not amenable to

surgical resection owing to its multinodularity/
multicentric origin involving both lobes of the
liver. Surgical resection has been described in a
few patients.10 Nor is the tumour responsive to
radiotherapy or chemotherapy although an
occasional patient may respond to intra-
arterial 5-FU through the hepatic artery.22
Liver transplantation is the only hope for the
patient.20 23 Indeed, many patients have
undergone successful transplantation and sur-
vival to seven years has been reported.' Recur-
rence of the tumour after liver transplantation
has been described in a patient following con-
tact with vinyl chloride.2' Although a liver
transplantation programme is in its infancy at
our institute, we have listed our patient for a
transplant as a long term treatment strategy.

Given the slow growth of the tumour and rela-
tively long survival, such patients may need the
liver transplant at a later date during the course
of the illness.
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