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Sarcomatoid hepatocellular carcinoma.
A case report and literature review

Revision de carcinoma hepatocelular sarcomatoide

y presentacion de un caso
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ABSTRACT

Introduction: Carcinoma with liver sarcomatoid
transformation is infrequent, it represents 3.9% of 350
autopsies of patients with hepatocellular carcinoma.
Because of its low frequency, published data are limited.
Degeneration, necrosis, and regeneration of carcinoma cells
due to antineoplastic drugs or arterial chemoembolization
have been postulated as possible inductors. Objective:
Report of a case of hepatocellular carcinoma with a
sarcomatoid component at the Hospital Regional “General
Ignacio Zaragoza”. Results: It describes a 73-year-old
male patient with an atypical presentation, compatible with
symptoms of chronic lithiasic cholecystitis. Conclusion:
Because of its atypical presentation, sarcomatoid
hepatocellular carcinoma requires a high index of suspicion
for diagnosis, as in the described case.

INTRODUCTION

n Mexico, an increase in the incidence of

hepatocellular carcinoma (HCC) has been
observed for several decades. The National
Health Information System (Sistema Nacional
de Informacién en Salud) in an analysis of
the causes of death from 1979 to 2008 in the
Mexican population, corroborated an increase

RESUMEN

Introduccion: Los carcinomas con transformacion sar-
comatosa del higado son poco frecuentes, representan
3.9% de las 350 autopsias realizadas en pacientes con
carcinoma hepatocelular. Debido a su baja frecuencia,
los datos publicados en la literatura son limitados. EI me-
canismo de degeneracion, necrosis y regeneracion de las
células de carcinoma, debidas a farmacos antineoplasicos
0 quimioembolizacion transarterial, han sido postulados
como posibles inductores. Objetivo: Reportar un caso de
carcinoma hepatocelular con componente sarcomatoide
en el Hospital Regional “General Ignacio Zaragoza™.
Resultados: El presente caso se trata de un paciente
masculino de 73 afios, con presentacion clinica atipica,
con cuadro compatible de colecistitis cronica litiasica
agudizada, donde se pone de manifiesto la heterogeneidad
clinica con la que se presenta esta neoplasia en etapa
clinica avanzada, asi como los métodos de laboratorio y
gabinete que contribuyen al diagnéstico. Conclusion: El
carcinoma hepatocelular sarcomatoide requiere un elevado
indice de sospecha para llegar al diagnéstico, ya que con
frecuencia tiene una presentacion clinica atipica, como en
el caso que presentamos.

in mortality from HCC, from 0.4% in the 1980s
to 1.3% in 2008."

Sarcomatoid HCC is one of the rare
subtypes, exhibiting characteristics of epithelial
and mesenchymal tumors. It accounts for about
1.8 to 3.9% of HCC. Because of its rarity, data
are limited regarding the outcomes of patients,
and few studies focus on the radiologic and
histopathologic features of the disease.?”
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Carcinomas of the liver with a
sarcomatous transformation are also known
as spindle cell carcinomas, sarcomatoid
carcinoma, or pseudocarcinomas. Some liver
tumors present with fever and leukocytosis
simulating liver abscesses; the mechanism
of degeneration, necrosis, and regeneration
of the carcinoma cells points antineoplastic
drugs or chemoembolization as possible
inducers.?68

The pathogenesis of HCC is multifactorial,
with a high association to chronic viral hepatitis
B or C, alcohol consumption, exposure to
aflatoxins, autoimmune hepatitis, benign
neoplasms such as hepatocellular adenoma,
and genetic alterations.””'" In patients without
cirrhosis, the first explanation for the etiology of
HCC is type 2 diabetes combined with a BMI
> 30 kg/m?. In contrast, antineoplastic drugs or
transarterial chemoembolization are mentioned
as possible inducers in the origin of HCC
degeneration, necrosis, and regeneration.” %13

DIAGNOSIS

The most widely used screening study is
transabdominal ultrasound. It is simple,
relatively inexpensive, minimally invasive,
and with a sensitivity of approximately 65-
80% and a specificity greater than 90%.
Despite being operator-dependent, in the
absence of a more effective biomarker it is
recommended as a screening study by current
international guidelines. The addition of
alpha-fetoprotein to this screening strategy
represents a minimal benefit and increases
costs, according to a recent meta-analysis
by Singal et al."

Surveillance is indicated in high-risk groups,
specifically in patients with liver cirrhosis,
of any etiology, with good liver reserve and
adequate functional capacity (Child-Pugh stages
A and B). In contrast, screening for HCC is not
recommended in patients with Child-Pugh C
liver cirrhosis, except in those considered for a
waiting list for liver transplantation.’

If risk groups with a nodule smaller
than one centimeter are identified during
surveillance by abdominal ultrasound, follow-
up is recommended every three to four
months for up to 18-24 months. If during
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this follow-up period there is a growth of
the image, a dynamic study may be done
by multiphase CT scan or nuclear magnetic
resonance.’

CT scan is essential for accurate diagnosis,
as it provides a detailed assessment of the
lesions according to the location, shape, size
of the tumor, as well as the relationship with
adjacent structures and reveals other neoplastic
lesions.'4-1°

The anatomopathological study guarantees
the definitive diagnosis, it distinguishes
dysplastic lesions from hepatocellular
carcinoma, particularly in case of atypical
lesions.?8:9:17

The primary liver sarcoma cell is
characterized by a spindle shape with a clear
nucleolus. No disease-specific biomarkers
have been confirmed, and their use remains
controversial. The terminology used for
sarcomatoid carcinoma includes spindle cell
carcinoma, metaplastic carcinoma, pleomorphic
carcinoma, and carcinosarcoma.?*

In 2000, the World Health Organization
published guidelines for the histological
classification of HCC to include sarcomatoid
hepatocellular carcinoma, which accounted for
3.9% of the 350 autopsies performed on HCC
patients. Itis now understood to be a carcinoma
that has undergone a similar differentiation
from sarcoma.*&17

TREATMENT

Surgical excision is accepted as the most effective
treatment of sarcomatoid HCC. However,
patients are likely to develop local recurrences
and distant metastases, due to the high degree
of malignancy and rapid progression. The
choice of therapy should always be based on
the tumor staging at diagnosis and the degree
of deterioration of liver function.>'”/'8 Fifteen
to 20% of patients will be candidates for radical
therapeutic options, while the remaining cases
will be allocated palliative or symptomatic
therapy.? 181

There are various scales regarding the
staging of HCC. However, the BCLC (Barcelona
Clinic Liver Cancer) classification, as described
in an article published in Castroenterolgia
Latinoamericana by Diaz and Barrera (Figure 1),
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has the greatest predictive power, independent  have shorter long-term survival compared
of survival, since it includes variables related to  to patients diagnosed with conventional
the tumor, plus the functional classification ofthe  HCC. Unfortunately, surgery does not
liver and the functional capacity of the individual ~ provide improved survival for patients with
who presents with both cirrhosis and cancer, and intermediate to advanced sarcomatous HCC,
the effectiveness of the treatment administered.”’  and most patients die within 2 years.?!1/12.16
PROGNOSIS CLINICAL CASE
It is poor, with three-year survival rates as low A 73-year-old male with type-2 diabetes and
as 18.2% after hepatectomy. The effectiveness  systemic arterial hypertension was admitted
of alternative treatments such as radiation  tothe Emergency Department of the Regional
therapy, chemotherapy, and targeted therapy =~ Hospital “General Ignacio Zaragoza” with
remains unclear.?® Sarcomatous HCC is  a two-week history of epigastric and right
a very rare variant associated with more  hypochondrium pain irradiated to the right
advanced disease and larger tumor size at  flank, plus asthenia, adynamia, nausea,
presentation. Patients with sarcomatous HCC ~ emesis, abdominal distension, fever of

Hepatocarcinoma
|
| | | | |
Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
1 nodule < 2cm 1 to 3 nodules <3 cm Big multinodular Portal iesion Child-Pugh C,
Child-Pugh A, CF 0 Child-Pugh A-B, CF 0 Child-Pugh A-B, CF 0 Extrahepatic CF3-4
dissemination
v | I | Child-Pugh A-B, CF 1-2

Candidate to liver onl los <
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bilirubin
v
L 2NN .
Associated
Normal Increased > diseases
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4 v v Y Y A4

Ablation Resection Liver Ablation Chemoembolization Sorafenib Support
transplant measures
L ) L J
Curative treatments Palliative treatments

Figure 1: Classification and treatment strategies (adapted from the EASL-EORTC clinical practice guidelines: management of hepatocellular
carcinoma). Functional capacity (FC) understood as 0 = no symptoms; 1 = with mild symptoms, capable of light activity; 2 = capable of self-
care, but not of work; 3 = limited capacity for self-care, in bed or sitting > 50% of the time; 4 = dependent, prostrated.
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39.1 °C, and deterioration of the general state.
He also had history of left iliofemoral deep
vein thrombosis six months previously, which
required the placement of a vena cava filter
and catheter assisted thrombolysis (EKOS™)
system with alteplase as thrombolytic, which
required one month's hospitalization in the
ICU.

He was clinically stable, with a distended
abdomen, painful in the right hypochondrium
and right iliac fossa. Laboratory studies
reported leukocytes 2.8 x 103/ul, total
neutrophils 87.8%, hemoglobin 6.7 g/dI,
hematocrit 20.2%, platelets 67 x 103/ul,
total bilirubin 3.04 mg/dl, direct bilirubin
2.16 mg/dl, indirect bilirubin 0.88 mg/dI,
and negative viral panel. Ultrasound of
the liver and bile ducts reported chronic
lithiasic cholecystitis with hepatomegaly.
An abdominal CT scan reported lymph
node growth at the hepatic hilum. Also,
peripancreatic, phrenic, paracolic, and
paraintestinal, as well as precaval, retrocaval,
interaortocaval, and para-aortic nodes were
found. The liver had images of possible
metastatic implants in segments IV and
VI. The gallbladder had a 6.3 mm wall,
with hypodense content, changes due to
cholecystitis and scarce perihepatic fluid
(Figure 2).

Diagnostic laparoscopy showed liver
implants of an unknown primary tumor,
hepatomegaly, ascites, a thin-walled
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gallbladder, without inflammatory changes.
A peritoneal fluid sample was taken for
cytological study and biopsy of one of the liver
implants (Figure 3).

As part of the protocol in search of
a primary tumor, panendoscopy, and
colonoscopy were done, reported without
alterations. The cytological report of the
peritoneal fluid showed chronic inflammation
changes. During clinical evolution, he had
febrile peaks, leukopenia of 1.5 10°/ul,
anemia of 7.6 g/dl, and thrombocytopenia
(32,000). Total bilirubin 4.87. Albumin 1.47
g/dl. Coagulation profile with PT 88.4 sec.
INR 7.9, PTT 92.0 sec. Tumor markers were
within normal parameters: HCG 0.39 mUI/
ml, CA 15.3 4.7 mUl/ml, CA19.9 12.5 mUI/
ml, AFP 0.4 ng/ml, CEA 0.5 ng/ml.

There were no blasts on peripheral blood
smears. A bone biopsy was done which showed
no alterations, thus ruling out hematological
neoplasm as the primary cause of the metastatic
tumor.

Histopathological report of the liver
implant showed a moderately differentiated
malignancy, consistent with sarcomatoid
hepatocellular carcinoma (Figures 4 and 5).

The case was classified as ECOG (Eastern
Cooperative Oncology Group) 4-5, so he
was discarded as a candidate for systemic
management and referred for evaluation to
the Palliative Care Unit. The total in-hospital
stay was 21 days.

Figure 2: Abdominal CT scan. (A) Image of metastatic implant. (B) Nodes at the hepatic hilum and para-aortic level.
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Figure 3: Diagnostic laparoscopy image where liver implants (asterisk),
gallbladder without inflammatory changes (straight arrow) and ascites (curved
arrow) can be seen.

DISCUSSION

Sarcomatoid hepatocellular carcinoma is more
common in males with a history of a cirrhotic
liver. This case is presented as an example of
a different behavior of sarcomatous HCC, with
an advanced stage in a patient with limited
autonomy, ECOG 4-5, and multiple base
conditions. As mentioned by Wu L et al."?
in their population analysis, the association
of type 2 diabetes in conjunction with a
BMI > 30 kg/m?, in our case, the patient
weighed 89 kg and was 1.65 meters tall,
with a body mass index of 32.7 kg/m?. The
history of antineoplastic drugs or transarterial
chemoembolization represents a risk factor,
since in the present case no viral hepatic
disease was identified.

Venous thromboembolic disease (VTD)
is one of the oldest known complications of
cancer patients. As early as 1865, Armand
Trousseau made two major observations: the
existence of extensive venous thrombosis in
patients with neoplastic processes and venous
thrombosis as a paraneoplastic sign. Patients
with cancer represent 20% of all patients
with venous thromboembolic disease.?!
Hepatocellular carcinomas in advanced stages
have a tendency to invade the hepatic veins,
as well as the portal vein. The incidence of
thrombosis is much more frequent (13%) in
cases of hepatocarcinoma than in metastatic
tumors (5%) or cirrhosis (5%).22

Molina-Tabarez KB et al. Sarcomatoid hepatocellular carcinoma

The history of pharmaco-mechanical
thrombolysis with the EKOS™ system and
alteplase, associated with a vena cava filter,
stands out. However, in our review of the
literature, there is no association of thrombolytic
agents as a risk factor for the appearance of this
pathology.

On the other hand, in study protocols,
some authors'*'® mention the role of
imaging as a preoperative diagnostic
tool during research on liver neoplasms.
However, in our case, the results oriented
to the diagnosis of cholecystitis with
hepatomegaly, and obstructive process of
the bile ducts, based on hyperbilirubinemia
with a predominance of direct pattern and
negative tumor markers, which made surgery
necessary to establish a definitive diagnosis.

In their respective reports, Hu B et al.??
and Shin HP et al.?* describe leukemoid
reactions in patients with sarcomatous HCC,
an elevated leukocyte count and appearance
of young myeloid cell lines in peripheral
blood smears. In contrast, in our case we
observed pancytopenia and prolongation of
the coagulation profile, leading to suspect
a hematological neoplasm, later ruled
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Figure 4: Neoplastic-looking liver cells are observed,
which show heterogeneous nuclei with prominent
nucleoli with broad eosinophilic cytoplasm. These cell
groups in some areas are interspersed with spindle cells
with atypia characterized by pleomorphic nuclei and
atypical mitoses (marked with an arrow).
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Figure 5: (A-C) Neoplastic liver cells (marked with an asterisk) interspersed with spindle cell neoplasm (marked with
an arrow). The transition of the epithelia can be seen. (D) Typical spindle cells from the sarcomatous HCC.

out. Watanabe et al.?* describe a case of
spontaneous intraperitoneal bleeding with
death despite urgent abdominal angiography,
probably related to acute liver failure, also
described by Li Z et al.?° after surgery, without
clarifying the pathophysiological basis for this
phenomenon.

Yu et al.? describe surgical excision as the
treatment of choice for sarcomatous HCC, as
well as radiofrequency ablative techniques
and/or embolization in patients with healthy
livers. However, in national and international
management guidelines, HCC, whether
conventional or unconventional, has been found
chemoresistant, with low tumor response and
no evidence of improved survival. Therefore,
in patients with end-stage cancer, with a life
expectancy of less than 3 months, and physical
performance ECOG 3-4, a multidisciplinary
management aimed at improving quality of life,
palliative symptomatic management, including

pain management, nutrition, and psychological
management is recommended. %728

CONCLUSION

There are limited cases of sarcomatoid HCC
reported in the literature, it is a pathology little
known by physicians in general. Thrombotic
events sometimes underlie a neoplastic process,
so it is important to protocol groups with risk
factors. The diagnosis of a sarcomatoid HCC
with an atypical clinical presentation of acute
lithiasic chronic cholecystitis requires a high
index of suspicion, and thorough clinical history,
besides the radiological studies.
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