Carcinosarcoma of the Uterus with Microcystic
Elongated and Fragmented Pattern: A Rare
Histopathological Entity
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ABSTRACT

Carcinosarcomas of the uterus are rare, highly aggressive forms of biphasic tumours. These are monoclonal in origin with
disproportionate percentage of mortality. This entity comprises of admixture of carcinomatous and sarcomatous elements. There
are two histological subtypes based on the the sarcomatous components which can be either hetrerologous or homologous. In
majority of uterine carcinosarcomas both the carcinomatous and sarcomatous elements are high grade. These can be associated
with mesenchymal epithelial transition presenting as Microcystic Elongated and Fragmented Pattern (MELF) which is a rare and
potential mimicker of vascular invasion. A, 62-year-old, female presented with complaints of vaginal bleeding and discharge for three
months with a polypoidal mass in the cervix. Histopathology revealed a biphasic tumour consisting of epithelial and mesenchymal
elements. Immunohistochemistry for PAN-CK, CK 19, p63, CEA, EMA, vimentin, ER, PR, Desmin, S100, SMA, CD 34 and CD10
along with HPV DNA on cervical swab was performed. Final diagnosis of carcinosarcoma with MELF was conferred. The case was
highlighted due to its rarity and unique histological pattern.
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CASE REPORT

A, 62-year-old obese female presented with chief complaints of
post menopausal bleeding with discharge for three months with a
polypoidal mass in the cervix on per speculum examination. The
patient was a known case of diabetes for last 10 years and was on
oral hypoglycaemics.

Haematological profile was within normal limits. Fasting blood
glucose and glycosylated haemoglobin were normal. A provisional
diagnosis of cervical fibroid was made clinically.

Positron Emission Tomography-Computed Tomography (PET- e

CT) revealed .a large, Io.bulat.ed heterOger?eousW enhancmg, h[TyTJerce:hr;%wal.iaaf)orming gland like structures with bizzarecells in the stroma against
hyper metabolic mass lesion involving cervix and enchancing a myxoid background (H&E, Magnification 20X); b) Showing fragmented glands of
Fludeoxyglucose (FDG) avid thickening of the endometrium. Multiple MELF pattern (H&E, Magnification 20X).

enlarged hypermetabolic precaval, right common iliac, and bilateral
pelvic lymph nodes with multiple avid nodules in both lungs were
noted. Also, seen FDG avid consolidation in paramediastinal upper
lobe of left lung along with diffuse thickening of the omentum, these
were likely to be metastatic.

Biopsy was performed. Gross specimen examination revealed grey
white soft tissue bits; largest measuring 4x3x3 cm and smallest
measuring 0.5x0.5 cm. Cut section is homogenous grey white with
few haemorrhagic areas.

Microscopy showed tumour cells arranged in glandular pattern,
sheets, and clusters and singly dispersed having marked degree
of pleomorphism. The cells had high nuclear cytoplasmic ratio
with prominent nucleoli. Also seen were bizarre cells which were
binucleate and multinucleate in the stroma against a myxoid
background [Table/Fig-1a]. Foci of fragmented glands were also
noted [Table/Fig-1b]. Large areas of coagulative necrosis with :
extensive vascular proliferation were seen. Mitotic figures were 5 to "1y 4 3 i . i b\,
10 per High Power Field (HPF) [Table/Fig-2]. Diagnosis of high grade [Table/Fig-2]: Figure showing areas of coagulative necrosis with extensive vascu-
malignant lesion possibly carcinosarcoma of the uterus or cervix lar proliferation. Arrows showing mitotic figures were 5 to 10 per high power field
was proposed on histopathology.
Markers advised were Pan CK, CK 19, p63, CEA, EMA vimentin, the tumour. CEA showed occasional cytoplasmic positivity [Table/
ER, PR, Desmin, S100, SMA, CD 34 and CD10 along with Human ~ F19-3dl-

papilloma virus (HPV) DNA on cervical swab to confirm origin of the ~ Vimentin was positive in stromal cells and few epithelial cells [Table/
tumour. IHC revealed CK-19 [Table/Fig-3a], EMA [Table/Fig-3b] and  Fig-4a]. Occasional stromal cells showed CD 10 positivity [Table/
PanCK [Table/Fig-3c] positivity revealing the epithelial component of  Fig-4b] along with Desmin [Table/Fig-4c] featuring the sarcomatous

(H&E, Magnification 40X).
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[Table/Fig-3]: a) Showing CK 19 positivity on IHC in the glandular components of
the tumour (Magnification 20X); b) Showing positivity on IHC for EMA for glandular
component (Magnification 20X); ¢) Showing PAN-CK positivity in glandular com-
ponent (Magnification 40X); d) Showing occasional cytoplasmic CEA positivity in
tumour cells (Magnification 20X).

e i » con RSRS - WA
[Table/Fig-4]: a) showing both the stromal cells and few epithelial cells positive
for Vimentin (Magnification 20X); b) showing occasional CD 10 positivity in tumour
cells (Magnification 40X); c) showing occasional stromal cells positive for Desmin
(Magnification 40X); d) showing focal nuclear positivity for p63 on IHC in poorly dif-
ferentiated tumour areas (Magnification 20X).

component of the tumour. p63 [Table/Fig-4d] showed focal nuclear
positivity in poorly differentiated tumour cells. Rest of markers and
HPV cervical swab was negative.

The patient was referred based on the histopathology PET scan
report in a oncology centre and advised for laparotomy followed by
total abdominal hysterectomy with bilateral salpingoophorectomy.
However, the case was lost to follow up.

DISCUSSION

Uterine Carcinosarcomas (CS) also known as Malignant Mixed
Mullerian Tumours (MMMT) are highly aggressive, rare, biphasic
tumours first described by Ferreria in 1951 [1]. It accounts for less
than 4% of all uterine cancers [2]. The CS of uterus with MELF
pattern is rare with high propensity for lymph node invasion [3]. In
CS, carcinomatous component is most commonly serous, clear or
high-grade endometrioid, while the sarcomatous component may
display a wide range of morphology, such as leiomyosarcoma and
rhabdomyosarcoma, but is generally poorly differentiated [4].

Risk factors for CS are advanced age, nulliparity, obesity, exogenous
estrogens and long term use of tamoxifen [5]. It typically presents with
pyometra, vaginal bleeding, bloody or watery discharge, abdominal
pain, or as a polypoid mass in a postmenopausal woman [6].
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The present case presented with postmenopausal bleeding,
discharge, pain with a fleshy polypoidal mass protruding from
internal OS since three months in a 62-year-old obese female. On
physical examination, 50%—-95% of patients have enlargement of the
uterus with 50% of patients having protrusion of a polypoid lesion
through the endocervical canal [7]. The “symptom triad” indicative
of carcinosarcoma includes pain, severe vaginal bleeding, and the
passage of necrotic tissue per vaginum [8].

The current hypothesis for origin of CS is monoclonal origin where
in a single clone of cells differentiates into epithelial (carcinomatous)
and the stromal (sarcomatous) components [9]. Uterine carcino-
sarcomas are mixed tumours with both components being
malignant [10]. Higher incidence is found in blacks compared to
white woman [11].

Recent studies indicates that the histological features of the stromal
component including grade, mitotic index, and the presence or
absence and types of heterologous elements bears no relation
with the metastases or overall prognosis. In contrast, epithelial
elements comprising of high grade carcinomas, serous or clear cell
components are associated with a higher frequency of metastases,
deep myometrial or cervical involvement and lymphatic or vascular
space invasion. All these parameters are indicative of an aggressive
behaviour [12]. When the uterine carcinosarcoma metastatise
outside the uterus it is the epithelial component which is likely to be
present in the implant [4].

This case report highlights primarily on the pattern of endometrial
carcinoma which has areas of MELF, which is a recent concept of
epithelial mesenchymal transition. MELF is frequently accompanied
by a fiboromyxoid or inflammatory stroma [13]. MELF invasion
appears to be restricted to the low grade myoinvasive carcinomas of
endometriod type and is more common in tumours exhibiting focus
of mucinous differentiation. This suggests MELF represents a specific
tumour stromal interaction rather than a degenerative process [14].

CK 19 and Vimentin both are positive in the present case indicating
the tumour is biphasic in origin. IHC of our present case showed CK
19 with Vimentin positivity indicating the tumour is carcinosarcoma.
CK 19 positivity in those areas of the tumours which on histopathology
appeared like vascular invasion proved that these are of epithelial
origin and not vascular.

These actually represented the fragmented glands of microcystic
elongated fragmented pattern seen in endometriod carcinoma of
the uterus. EMA, CK 19 and Vimentin positivity and ER and PR
negativity along with negative HPV DNA in Cervical swab showed
the carcinosarcoma is arising from uterus and is not of cervical in
origin [15].

Sarcomatous component of the tumour was immunoreactive for
CD10 and desmin. It supported that the component is possibly of
myoid origin native to the uterus and hence the stromal component is
homologous. Typically the carcinosarcomas are tumours composed
of high-grade sarcomatous and carcinomatous elements [11].

Although this tumour met the criteria for CS, the histologic findings
were very unusual with MELF pattern as these are unusual features in
the epithelial component that is endometrioid, in this case of CS. The
association of MELF with low grade endometriod carcinoma along
with homologous stromal component makes this carcinosarcoma
low grade and therefore a rare presentation. MELF invasion has
been associated with nonvaginal recurrences and Lymph Node (LN)
metastases [3]. The patient already had distant metastasis at the
time of presentation as reported in PET scan.

CS is a Type Il epithelial endometrial malignancy with high rates of
p53 mutations and presents at an advanced stage and has poor
prognosis [10]. Hysterectomy with bilateral salpingoophorectomy
remains the main stay of treatment [2]. However, the recurrences
can be present in 50 percent cases following surgery [6].
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CONCLUSION

The epithelial and sarcomatous components are both usually
high grade in CS. However, the presence of MELF pattern in
carcinosarcoma, as in this case classifies it as Type 1 endometrial
carcinoma. The sarcomatous component in present case is also
homologous. The present case was arare finding as carcinosarcomas
are usually type 2 endometrial carcinomas. The presence of the
MELF pattern caries a good prognosis.

Possibility of carcinosarcoma should always be considered by the
clinician and surgeon in case of vaginal bleeding and cervical mass
in postmenopausal women for appropriate surgical management
on confirmation by histopathology and IHC.
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