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idiopathic. Given that hepatic angiosarcoma clinical,
laboratory and radiologic presentation are non specific,
radical resection of the tumor is being currently the best
treatment option. Its diagnosis is difficult and often delayed,
and requires histopathological examination. The prognosis
is extremely poor with a high mortality rate and few
therapeutic options. We report a case of a woman who
presented with acute liver failure, which is a very unusual
presentation of HAS, diagnosed with hepatic angiosarcoma
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1. Background

HAS is a rare and aggressive mesenchymal tumor
associated with rapid liver failure and high mortality rate. It
was associated with environmental exposure to carcinogens
but etiology still unknown in the majority of the cases.
Given the non specific symptoms and variable imaging
findings, diagnosis is difficult and often delayed, requiring
careful Histopathological examination. It carries a grim
prognosis even with treatment, including surgical resection.
We report a case of primary Angiosarcoma of the liver,
which presented with acute liver failure, which is an
uncommon presentation of a primary liver tumor. This case
highlights the need to consider the diagnosis of hepatic
Angiosarcoma as a differential in front of acute liver failure

presentation without any clear etiology.

2. Case Report

A 58-year-old caucasian woman was presented at the
hospital with asthenia, anorexia and jaundice. She didn’t
report any other symptom, particularly digestive one. She
had no personality, no history of alcohol intake or exposure
to any carcinogen. She denied using any herbal or
hepatotoxic medications ant there are no family history of
liver disease. The physical examination on admission
showed an ascites with jaundice without encephalopathy or
focal neurological findings. Biologically, the liver function
on admission revealed a hyperbilirubinemia of
280pmol/L(normal: 4-20 pmol/L), elevated alkaline

phosphatase at 220 U/L(normal: 35-110U/L), gamma-
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glutamyltransferase of 45U/L (normal: 5-50U/L), alanine
transaminase of 43U/L(normal: 5-40U/L). Her alpha
fetoprotein was normal of 3 pg/L (normal: 0.5-12 pg/L),
albumin rate was 29g/L(normal 34-45 g/L) and she had an
international normalized ratio (INR) of 1.9. Her hepatitis,
Epstein-Barr virus, cytomegalovirus, HIV, varicella zoster
virus (VZV), syphilis, cryptococcal and herpes simplex

serology were all negative.

An abdominal CT scan was made and demonstrated a
dysmorphic liver with suspicion of cirrhosis. A gastroscopy
was performed which revealed oesophageal varices, which
were banded, and portal hypertensive gastropathy. The
patient subsequently underwent an ultrasound-guided
percutaneous core biopsy of the liver with six full length
cores obtained. Microscopically, the liver core biopsies
showed abnormal sinusoidal architecture proliferation of
neoplastic cells around dilated sinusoids with cytological
atypia, with conservation of the adjacent hepatic
parenchyma. Tumor cells had atypical nuclei, elongated and
hyperchromatic, with numerous mitotic figures. In the
immunohistochemical study, tumor cells expressed strongly
and diffusely the vascular endothelial markers (ERG,
CD31) and proliferation index with Ki67 was increased
(60%), and was negative for CK7 and CK20.The
histopathological examination of the liver biopsy has thus
confirmed the diagnosis of a hepatic Angiosarcoma with
sinusoidal growth pattern. She had a rapidly worsening

clinical course and died within four months of diagnosis.
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3. Discussion

Hepatic angiosarcoma is a rare, non cirrhotic, agressive
tumour of endothelial cell origin that line the walls of blood
vessels. Its accounting for 2% of primary liver malignancy
and it remains the third most common primary hepatic
malignant tumour and fifth most common sites for
angiosarcomas [1]. It’s a late adulthood disease, which
begin generally at the sixth or seventh decade of life, and
with a male predominance (Sexe ratio 4:1). Although
hepatic angiosarcoma was associated with the use of oral
contraceptives, exposure to environmental carcinogens,
including radiation, thorium dioxide, arsenic or vinyl
chloride, most cases arise without any causative associated
risk factors [2]. Clinically, the patient can be asymptomatic
or present symptoms like diffuse abdominal pain,
abdominal distension, asthenia, anorexia and weight loss
that remains non specific. Physical signs may include

ascites, hepatomegaly and jaundice [3]. Spontaneous
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hemoperitoneum, due to the rupture of blood vessels or
after instrumentation happens in 17% to 27% of the cases,
is highly suspicious for hepatic Angiosarcoma and its
associated with a high morbidity and mortality [1]. Usually,
hepatic function is maintained until late or metastatic stages
of the disease. The most common finding is the increase of
the alkaline phosphatase levels. The sequestration of
platelets and local intravascular destruction of clotting
factors both contribuate to the pathophysiologic process of
disseminated intravascular coagulopathy. Some cases of
microangiopathic hemolytic anemia, thrombocytemia and
hyperbilirubinemia are reported. Otherwise, no tumoral
markers have been associated [3, 4]. Acute liver failure is a
very unusual presentation of hepatic angiosarcoma [5]. It is
defined as liver disease that results in encephalopathy and
coagulopathy in a patient with no prior evidence of liver
disease. It is often caused by drug toxicity and hepatitis. In

contrast, it develops rarely as a consequence of infiltrative
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metastases or primary liver tumour [6]. In HAS, the
mechanism of liver failure is multifactorial. It is suggested
that it be related to ischemia of the hepatic parenchyma,
tumour thrombi due to portal vein occlusion and non
occlusive infarction of liver due to sepsis or cardiac shock
and the replacement of the hepatocytes by malignant cells
that lead to secondary necrosis [7, 8]. From a radiologic
point of view, currently there are no known pathognomonic
features for HAS and it is difficult to distinguish HAS from
other primary liver tumors due to the various morphologic
appearances [3, 9]. CT and MRI both participate in the
diagnosis by showing the hypervascular and heterogeneous
character of HAS [10-12].

The final diagnosis is made with a histologic examination.
However, the vascular nature of the tumor makes it difficult
to perform the biopsy, exposing to increased risk of
hemorrhage [13]. Otherwise, the risk of false- negative
biopsies remain also a problem due to a high frequency of
haemorragic and necrotic foci within the tumour [14].
Microscopically, it is characterized by four patterns:
multiples nodules, large dominant mass, mixed pattern of
dominant mass with nodules, and, rarely, a diffusely
infiltrating micronodular tumor. Lesions can vary in color,
from pale yellow-white to red-brown; they are general
poorly limited, of spongy consistency, of herogenic aspect
with alternation of haemorrhagic, necrotic foci and
intraparenchymal cystic spaces filled with thrombotic
contents [15]. Microscopically it is characterized by the
proliferation of neoplastic cells around preformed vascular
channels such as dilated sinusoids, as in our case, as well as
hepatic terminal venules and portal vein branches [11]. The
growth of the sinusoids is related to their dilation and
atrophy of the hepatic cells. It is composed of malignant
atypical epithelioid, spindle and pleomorphic cells with
small vascular spaces [3]. Tumour cells contain atypical

hyperchromic and elongated nuclei with frequent mitotic
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figures. sometimes, areas of fibrosis and haemosiderin
deposits can be observed in the solid areas. Areas of
hemorrhage, infarction, calcifications and necrosis can be
seen as well [16]. Even if there are some sensitive immune-
histological markers for the HAS diagnostic, no marker is
specific. That’s why they should only be used in addition
with the other investigations to assist diagnosis. Tumor
cells frequently express the vascular markers like CD31,
CD34, erythroblast transformation-specific-related gene
(ERG), Factor VIII, and vascular endothelial growth factor
receptor-3 (VEGFR-3) (1). Other immunohistochemical
markers may be positive including CD10, CD117,
cytokeratin, FLI-1,6 D2-40, and Ki-67 [17, 18]. Make a
differential diagnosis with benign tumor is important to do.
In fact, tumor cells may also form their own disorganized
anastomotic vascular channels, shape solid nodules or nests,
or form cavernous spaces by losing adjacent hepatocytes,
which may overlap the diagnosis with cavernous
haemangiomas. Adjacent hepatocytes may be atrophic or
hyperplastic. Atrophic hepatocytes and sinusoidal dilation
can sometimes be confused with peliosis hepatitis [15]. Due
to the rarity and rapidly worsening course of the tumor,
there are no formal guidelines for the treatment of hepatic
Angiosarcoma [19]. Currently, surgical radical resection
RO is the only curative treatment, but curative surgeries are
difficult to perform. In the frequent cases of a multifocal or
metastatic disease, adjuvant chemotherapy associated with
surgical resection offers better chances of healing though no
chemotherapy regimen has been established for its
treatment. Chemotherapy can be also palliative and is
indicated for patients with HAS that cannot be resected. In
this case, the recommendation includes 5fluorouracil-
carboplatin with doxorubicin or ifosfamide. Unfortunately,
radiation therapy has had limited use, as it appears the
cancer is radioresistant. Liver transplantation is an absolute
contraindication for the management of HAS because of the

high recurrence and low survival rates post transplant [9],
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with a median survival of 06 months with only 3% of
patients living more than 2years, even with treatment
including surgical resection [1, 15]. This poor prognosis is
attributable to the rapid progression of the disease, its high
recurrence rate, rapid metastatic invasion to other organs,
and its resistance to radiotherapy. Metastases are common
at the time of presentation, the lung (38%), spleen 18%), or
bone 18%) being the most frequent secondary lesion sites.
However, better prognosis is seen in patients that present
with a single tumor mass, small tumor size, lack of
metastases, low grade lesion, and negative surgical
resection margins. Hepatic failure is the cause of death in
approximately 50% of patients and haemoperitoneum in
25% of patients, followed by metastatic disease, infection

and rarely, renal failure and congestive heart failure [1].

4. Conclusion

HAS is an infrequent tumor in female patients, and acute
liver failure is a very rare presentation of this disease. This
unusual combination of clinical characteristics was part of
the case we reported. Our patient had a progressively
worsening clinical course and died within four months of
diagnosis. This demonstrates the rapid progression, poor
prognosis, and the need to find a therapy that improves
survival. In the absence of a clear etiology for acute liver
failure, primary liver tumor must be considered in the
differential diagnosis and a biopsy should be arranged to
reach definitive diagnosis. A diagnosis made soon, will
make a difference in the treatment options, outcome and

prognosis of these patients.
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