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Hepatocellular carcinoma with sarcomatous change

mimicking hepatic angiosarcoma : a case report
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This is a case report of hepatocellular carcinoma with sarcomatous change.
The prevalence of this morphological variant is very rare and the prognosis is poor.
The etiology is still uncertain. The tumor occurred in a 74-year-old female who was known fo
have liver cirrhosis secondary to hepatitis B infection. The autopsy displayed severe
bronchopneumonia of both lungs as the major cause of death. The gross appearance of
the cirrhotic liver disclosed generalized numerous blood-filled spaces mimicking the
angiosarcoma. Although the histopathologic finding revealed sheets of neoplastic cells
enclosed with numerous red blood cells and scattered endothelium-like cells, a panel of

immunohistochemistry confirmed that these cells originated from hepatocytes rather than

endothelial cells.
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Hepatocellular carcinoma (HCC) with
sarcomatous change or sarcomatoid HCC is
uncommon and has been sporadically reported. '*
Its histogenesis still remains a mystery. The vast
majority of the neoplasm grossly exhibit infiltrative,
mixed infiltrative and expansive, or pedunculate
fashion.® Histologically, the tumors show scattered
atypical spindle-shaped cells which look like soft-
tissue sarcomas.” Caution is required when facing
with the spindle cell tumor in the liver.

The authors report an autopsy case of
sarcomatoid HCC in cirrhotic liver in a patient who
passed away from severe bilateral bronchopneumonia
at King Chulalongkorn Memorial Hospital. The purpose
of this report is to illustrate an unusual feature of HCC
with sarcomatous change which shows a large amount
of vascular spaces of the entire liver mimicking
angiosarcoma. Immunohistochemical approach plays

an important role to support the findings.

Case report

A T74-year-old patient with an underlying
disease of hepatic cirrhosis, secondary to hepatitis
B infection, was brought to hospital because she
experienced abdominal distension, vomiting and
drowsiness. The physical examination revealed
markedily pale conjunctivae without icteric sclerae
and multiple ecchymoses on her extremities.Magnetic
resonance imaging (MRI) demonstrated muttiple
masses with hypointense signals of both hepatic
lobes. Laboratory data exhibited hemoglobin of
9.8 g%, leukocyte count of 3,600 /mm?®with 90% of
neutrophils, blood urea nitrogen of 102 mg/di, and
creatinine of 6 mg/dl. Her liver function test gave
abnormal results, with aspartate aminotransferase

(SGOT) of 131 U/ml, alanine aminotransferase (SGPT)
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of 90 U/ml, and alkaline phosphatase of 370 mg/di.
The patient's serum was positive for hepatitis B
surface antigen and its antibodies. The clinical
impression was hepatocellular carcinoma with
subsequent complication of hepatic encephalopathy,
spontaneous bacterial peritonitis, and acute renal
failure. The clinician gave her antibiotics and other
supportive measures. During hospitalization, the
patient developed dyspnea and a chest radiograph
showed patchy infiltration in both lungs. Despite
appropriate management, her condition was worsened
and she died 3 days after admission. She was found
at autopsy to have splenomegaly, esophageal varies,
and extensive patchy bronchopneumonia in both
lungs. The liver weighed 1,300 grams and it revealed
cirrhotic surface with generalized infiltrative blood-
filled spaces, ranging from 0.3 to 0.6 cm in diameter
(Fig.1), together with two yellow white fibronecrotic
masses, measuring 6X5X4 and 4X2X2 cm of right
and leftlobes, respectively. Microscopically, sections
showed large amounts of malignant nodules,
comprising central hemorrhage lined by marked
pleomorphic cells with large vesicular nuclei containing
distinct nucleoli, infiltrating throughout hepatic
parenchyma (Fig.2 and 3) admixed with scattered
spindle and giant cells (Fig.4). Mitoses were frequently
detected. Investigation of the immunohistochemical
localization were performed by the avitin-biotin
complex technique. The pleomorphic cells around
the hemorrhagic zones expressed cytokeratin,
vimentin, hepatocyte antigen, and alpha fetoprotein
(AFP) whereas spindle cells only expressed cytokeratin
(Fig.5) and vimentin. However, the tumor cells reacted
negatively with CD34 and factor VIIl. The cause of
death was identified as sepsis from severe bilateral

bronchopneumonia with acute pulmonary edema.
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Figure 1. Discrete blood-filled spaces of the liver Figure 2. The neoplasm demonstrates dimorphic
(arrow) in addition to two grayish white appearance consisting of sarcomatouslike
fibronecrofic Mmasses. (left ) and angiosarcoma-like (right) patterns.

Normal hepatic parenchyma (*) is noted.
(H&E stain X 100)

Figure 3. The neoplastic cells encircle numerous Figure 4. The pleomorphic spindle cells are

red blood cells (left lower corner) mimicking arranged in haphazard pattern.

angiosarcoma. (H&E stain X 400) (H&E stain X 400)
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Figure 5. The tumor cells are strongly positive

for cytokeratin.

Discussion
Hepatocellular carcinoma (HCC) is the most
common malignant tumor with a prevalence of one

million new cases per year.”

Typical microscopic
examination can demonstrate tumor cells arranged
in cords separated by prominent sinusoids.®?
In addition to the ordinary histomorphology, the
coexistence of sarcomatoid or sarcomatous change
is exceeding rare and has. been found in a small
fraction of the vulnerable population."?? The
etiopathogenesis has been debated whether
it consists of double independent malignant
epithelial and soft tissue tumors, neoplastic liver cell
metaplasia, or development from uncommitted
embryonic stem cells.”

There is no notable the age and gender
predilection at the time of diagnosis.”” Regardless
to non-specific symptoms and signs, the patients
usually present as end-stage with rapidly progressive
hepatic dysfunction, malignant ascites, and distant
metastasis.'" The symptoms which include high

graded fever and hypochondralgia have been
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published in current studies.™ In most of the cases
are sarcomatous change, serum AFP levels can be
low or negative.™ The relation to liver cirrhosis is not
different from the conventional HCC.“
Macroscopic feature frequently exhibits
infiltration or mixed infiltration with expansion.™
Pedunculated masses, however, are uncommon, but
it is significantly higher in HCC with sarcomatous
change than in ordinary HCC."” In this autopsy case,
alarge number of various sizes of blood-filled spaces
grossly resemble aggressive vascularlesions, particularly
angiosarcoma, which is an unusual finding and it has
not previously been described in the literature.
Histologically, the tumor with sarcomatous
change consists mainly of spindle-shaped cells and
bizarre multinucleated giant cells, which often lack
cohesiveness. Pathologists may misdiagnose these
characters as a spindle or pleomorphic sarcoma of
the liver. Inrare instances, chondrosarcomatous and
rhabdomyoblastic transformation can occur.®"™
Autophagocytosis or cannibalism, which is
occasionally seen in poorly differentiated carcinoma
can be identified in some tumor cells in sarcomatous
part.“? In contrast to replacing feature of conventional
HCC, the growth pattern of sarcomatoid HCC often
shows a sinusoidal spreading. The tumor eventually
contains atrophic liver cell cords with irregular
destruction of the reticulin framework when treated
by silverimpregnation. Transition between trabecular
HCC and sarcomatous areas are occasionally
observed. The sinusoidal growth pattern reflects
macroscopically permeative tumor-non-tumor
boundary with high incidence of extrahepatic
metastasis and poor prognosis. An additional

characteristic finding is the presence of advanced
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necrosis in the tumor.®™

In our case, angiosarcoma should be first
excluded because most malignant vascular lesions,
that have central bleeding, is immed by pleomorphic
cells admixed with scattered neoplastic spindle cells
identical to dysplastic endothelium."®'” However,
an evidence of HCC with sarcomatous change is
immunohistochemically proved that the tumor cells
express cytokeratin and vimentin with typical
intracytoplasmic pattem, but do not express endothelial
markers consisting of CD34 and factor VIII."*"
Giving the fact into consideration, the intermingled
neoplastic spindle cells are hepatocyte antigen and
AFP negative as opposed to pleomorphic cells around
hemorrhagic lesions which indicate poorly biological
differentiation of the tumor.”""

According to development of sarcomatous
change in HCC, there is markedly increased over
the past several years. The incidence is predominantly
elevated in the patients who received or are receiving
anticancer therapy, such as transcathether arterial
embolization (TAE) and single bolus injections of
anticancer agents into the hepatic artery.®® It is
possible that chemotherapy may be an important
factor in morphological and phenotypic changes of
tumor progression.®¥ However, this patient was not
treated with any chemotherapy because of very poor

performance status.
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