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Carcinosarcoma Stomach with Biphasic
Nodal Metastasis: A Rare Entity
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ABSTRACT

Gastric carcinosarcoma is an extremely rare, aggressive, biphasic tumour composed of a mixture of carcinomatous and
sarcomatous elements. Clinical symptoms and imaging studies of carcinosarcoma are not different from that of carcinoma. Biopsy
of the lesions may not include both components. Thus, a diagnosis of carcinosarcoma is often rendered in surgical specimens.
Immunohistochemistry will help to identify the various components. The relative proportion of the carcinomatous and sarcomatous
elements is variable. One of the components may dominate the histologic picture. The common carcinomatous component
described is adenocarcinoma with rare cases, showing neuroendocrine and squamous elements. The sarcomatous elements include
spindle cell sarcoma which was Not Otherwise Specified (NOS), leiomyosarcoma, fibrosarcoma, osteosarcoma, chondrosarcoma,
liposarcoma, undifferentiated sarcoma, myxoid sarcomas, and rhabdomyosarcoma. Herein, the authors are reporting the case of
a 62-year-old female patient who presented with abdominal pain and vomiting of three-month duration. Endoscopic examination
revealed a large polypoidal mass lesion in the body of stomach. Subtotal gastrectomy was done which showed large polypoidal
mass lesion measuring 12x9.5x6 cm. Histopathological examination revealed a biphasic neoplasm with close intermingling
of malignant epithelial and mesenchymal elements. Carcinoma component showed glandular, squamous and neuroendocrine
areas. The sarcomatous component was spindle cell sarcoma, NOS. On immunohistochemical examination, epithelial component
showed cytokeratin positivity. The neuroendocrine component was positive for synaptophysin, chromogranin A and CD56. The p40
positivity noted in the squamous component. The mesenchymal component showed positivity for vimentin. The nodal metastasis
showed admixture of carcinoma (glandular and squamous components) and sarcoma.
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CASE REPORT

A 62-year-old female patient presented with abdominal pain,
epigastric discomfort and vomiting of three-month duration. There
was no significant past medical history. Endoscopic examination
revealed a large polypoidal mass lesion in the posterior wall of
body of stomach. Computerised tomography scan showed
proliferative lesion involving antrum and anterior wall of stomach.
There were enlarged perigastric nodes. No evidence of distant
metastasis or infiltration to adjacent structures seen. With a
clinical diagnosis of carcinoma stomach, biopsy of the lesion was
taken which revealed atypical epithelial and stromal components.
Subtotal gastrectomy with Roux- en- Y gastrojejunostomy was
done which showed large polypoidal mass lesion measuring
12x9.5x6 cm [Table/Fig-1]. Cut surface was grey white with
areas of haemorrhage. Histopathological examination revealed a
biphasic neoplasm with close intermingling of malignant epithelial
and mesenchymal elements.

[Table/Fig-1]: Subtotal gastrectomy specimen with large polypoidal mass.

The epithelial component consisted of irregular glands lined by
cuboidal to columnar epithelium, vesicular nuclei with anisonucleosis,
some showing prominent nucleoli. Foci with squamous differentiation
noted. In areas, cells with granular chromatin were arranged in
trabeculae and rosettoid pattern [Table/Fig-2].
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[Table/Fig-2]: a) Biphasic neoplasm with close intermingling of malignant epithelial
and mesenchymal elements (H&E, X50); b) glandular and spindle cell components
(H&E, X50); c) neuroendocrine and spindle cell components (H&E,X50); d) squamous,
neuroendocrine and spindle cell components (H&E,X100).

Close intermingling of mesenchymal component noted,
consisting of fascicles of atypical spindly cells with plump ovoid
atypical nuclei. Brisk mitotic activity including atypical mitoses
noted both in the epithelial and mesenchymal components
[Table/Fig-3]. The tumour cells were infiltrating the submucosa
of the stomach. Of the 16 lymph nodes, two nodes were
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showing metastasis. The nodal metastasis showed admixture of
carcinoma (glandular and squamous components) and sarcoma
[Table/Fig-4a,b]. Diagnosis of carcinosarcoma stomach with
biphasic nodal metastasis was given.

[Table/Fig-3]: a) Higher power view showing malignant spindle cell and squamous
areas (H&E, X200); b) brisk mitotic activity in spindle cell and glandular areas (H&E,
X400); c) Synaptophysin positivity in neuroendocrine component (IHC, X200);

d) Chromogranin positivity (IHC, X200).
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dal metastasis showing admixture of carcinoma (glandular and
sguamous components) and sarcoma (H&E, X50); b) higher power highlighting the
different components (H&E, X200).
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[Table/Fig-4]: a) No

On immunohistochemical examination, epithelial component
showed cytokeratin positivity. The neuroendocrine component
was positive for synaptophysin, chromogranin A and CD56 [Table/
Fig-3c,d]. The p40 positivity noted in the squamous component.
The mesenchymal component showed positivity for vimentin
whereas the lineage-specific immunohistochemical markers-
S100, SMA, desmin and CD117 were negative. Final diagnosis
of carcinosarcoma stomach with carcinoma component showing
glandular, squamous and neuroendocrine areas, and sarcomatous
component of spindle cell sarcoma, NOS was given.

DISCUSSION

Carcinosarcoma is a rare entity characterised by the presence
of malignant epithelial and mesenchymal components. Aetiology
and pathogenesis of this tumour is still unclear [1]. Uterus is
the most common site of carcinosarcoma. Other less common
sites described include ovary, breast, skin, salivary gland, lung,
thyroid gland, urinary tract and prostate [2]. Carcinosarcoma
represent approximately 3% of all oesophageal tumours, but
gastric localisation is extremely rare [3]. Identification of the co-
existence of carcinomatous and sarcomatous components on
microscopic examination and the subclassification of different
components based on immunohistochemical studies is critical
for the diagnosis. Metastases may contain either sarcoma,
carcinoma, or both [4].

Literature search show only limited number of cases of
carcinosarcoma of stomach. The first case of carcinosarcoma of the
stomach was described by Queckenstedt in 1904. These tumours
exhibit aggressive behaviour [5]. Carcinosarcomas of the stomach
may present as polypoidal, exophytic or endophytic lesions. These
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tumours are generally rapidly growing, large friable lesions with
a variegated appearance showing areas of haemorrhage and
necrosis. Diagnostic histopathological feature is the presence of
both carcinomatous and sarcomatous components. Diagnosis
can be challenging when any of these components dominate. The
most common carcinoma component is adenocarcinoma. Rare
cases with neuroendocrine differentiation are also described [2,6,7].
There are isolated case reports which demonstrate squamous
differentiation [8]. The sarcomatous components include spindle cell
sarcoma NOS, leiomyosarcoma, myxoid sarcomas, fibrosarcoma,
osteosarcoma, chondrosarcoma, liposarcoma, undifferentiated
sarcoma and rhabdomyosarcoma [3,6-8].

Spindle cell (sarcomatoid) carcinoma is the main differential
diagnosis of carcinosarcoma. In sarcomatoid carcinoma, the spindle
cell/sarcomatoid components have either immunohistochemical or
ultrastructural features of epithelial differentiation. In carcinosarcoma,
the sarcomatous components correspond to a well-defined type of
soft tissue sarcoma. Carcinoma with benign bony or cartilaginous
metaplasia should be differentiated from carcinosarcoma. In
carcinosarcoma, the malignant nature of both epithelial and
the mesenchymal components must be clearly recognised on
microscopic examination.

The relative proportion of the epithelial and mesenchymal
components is variable in carcinosarcoma. When dealing with
primary malignant mesenchymal neoplasms of the stomach, the
possibility of mesenchymal predominant carcinosarcoma should
always be considered in the differential diagnosis. Extensive
sampling and meticulous search for any epithelial malignant
component is mandatory. Differential diagnoses also include a wide
variety of malignant tumours such as gastrointestinal stromal tumour,
leiomyosarcoma, malignant peripheral nerve sheath tumour with
a heterologous component and biphasic synovial sarcoma [1,5].
Histopathogenesis of carcinosarcoma still remains controversial
and unknown. Two theories exist regarding the pathogenesis
[1,3,5]. The convergence hypothesis (biclonal origin hypothesis)
states that carcinosarcoma originate from two different tumour cell
clones i.e., both tumours have different cells of origin. Tumour with a
distinct boundary between the two components represent collision
tumour. When there is intermingling between the two components,
it is called a composite tumour.

According to the divergence hypothesis (monoclonal origin hypothesis),
a common pluripotential stem cell that is capable of undergoing
divergent differentiation give rise to both the epithelial and mesenchymal
components of the tumour. Some researchers postulate that the
epithelial cells of carcinoma undergoing a metaplastic sarcomatous
transformation represents sarcomatous component of the tumour
[1,3,5,8]. Immunohistochemical, ultrastructural, and molecular genetic
studies suggest and favour monoclonal origin hypothesis. Studies
have found identical mutations of P53 and KRAS in both epithelial
and mesenchymal components of carcinosarcoma, supporting the
monoclonal origin hypothesis of carcinosarcoma. Literature search
show the age range of patients affected by gastric carcinosarcoma
is from 29 to 80 years and the median age is 62 years. The median
dimension of the tumour is 9 cm, ranging from 4 cm to 15 cm [1,5].

Metastases from carcinosarcomas most often show pure
carcinoma component. Rare cases with metastatic foci showing
both carcinomatous and sarcomatous components have been
described. The occurrence of pure sarcoma in the metastatic
focus is exceptionally rare [3,4]. Carcinosarcomas are aggressive
malignancies with a generally poor prognosis [5]. Current scientific
evidence suggests the most important prognostic factor is the
stage of tumour at the time of diagnosis. Radical gastrectomy is
the treatment of choice. Even after curative treatment, the mean
survival period is estimated to be about 10-15 months [2]. Overall
tumour recurrence of this type of tumour in the first postoperative
year is greater than 50% [2,8].
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CONCLUSION(S) B
Gastric carcinosarcoma is a rare biphasic tumour composed

of mixture of malignant epithelial and mesenchymal elements. [4]
Proportion of the two components may vary. When any of these
components dominate, the diagnosis can be challenging. Accurate
categorisation is important as these tumours are aggressive with
poor prognosis.
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