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ABSTRACT

Multiple Primary Dedifferentiated
Liposarcoma of the Jejunal Mesentery:
A Case Report and Review of Literature
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Liposarcoma arising primarily from the intestinal mesentery is a rare malignancy. Malignancy is said to be synchronous when there is
occurrence of two or more tumours that have not spread from a common site or recurred and show no evidence of metastasis. Multiple
synchronous primary liposarcoma of the mesentery is a very unusual clinical finding. Here, we report a rare case of synchronous multiple
primary dedifferentiated liposarcoma of jejunal mesentery in a 36-year-old female patient. Radiological investigations aided in making a
provisional diagnosis of an ovarian malignancy. A staging laparotomy was performed and general surgeon’s help was sought due to the
presence of three separate jejunal mesenteric masses of sizes 8x6 cms, 6x6 cms and 25x20 cms respectively. Complete excision of
mesenteric masses with one feet of involved jejunum was done and a jejuno-jejunal anastomosis made. The histopathology report was
indicative of multiple dedifferentiated liposarcoma of jejunal mesentery. Postoperatively patient received Doxorubicin, Dacarbazine and
[fosfamide based adjuvant chemotherapy in view of poorly differentiated tumour. Patient remains tumour free for the last 12 months of

follow up.

CASE REPORT

A 36-year-old lady presented to the Department of Gynaecology
with the complaint of dull aching pain and a lump in abdomen since
the past 3 months. This was associated with constipation, loss of
appetite and loss of weight. There was no history of any malignancy
in the first degree relatives. General physical examination was
essentially normal. On local examination, a lump involving the
whole abdomen was palpable. It had an irregular surface, variable
consistency and was dull on percussion. No free fluid was present
clinically. Hepatosplenomegaly was absent. On per vaginum
examination, the lower limit of the mass was felt through the anterior
fornix. No mass was present in Pouch of Douglas. There was no
history of any irregular menstrual cycles or bleeding per vaginum.
The patient gives no history of any previous hospital admission or
surgical procedure.

Biochemical investigations revealed CA-125 levels to be raised
to 94.42 U/ml (normal <35U/ml). Serum Beta HCG and Alpha
Foetoprotein were within normal limits. Chest radiograph was
normal. PAP smear was negative for malignancy. Ultrasonography
of abdomen and pelvis revealed a large, heterogeneous, hyper
echoic abdomino- pelvic mass with hypo echoic areas within. Uterus
was normal and both ovaries could not be visualized. A probable
diagnosis of mucinous cystadenoma ovary was made. Contrast
enhanced CT scan reported a large lobulated cystic cum solid
mass seen extending from pelvis to epigastrium measuring 25cms
x 20cms x 15cms [Table/Fig-1]. Heterogeneous enhancement of
solid component and internal septation with fatty component on
lateral side was seen. Bowel loops were displaced laterally and
minimal ascites was present [Table/Fig-2]. CT scan failed to visualise
bilateral ovaries separately, however the uterus was normal.

With a provisional diagnosis of an ovarian malignancy, keeping in
mind the possibility of teratoma of ovary and mucinous cystadenoma,
a staging laparotomy by lower midline vertical incision was carried
out by the Gynaecologist. General Surgeon’s help was sought upon
discovering the mesenteric masses. On exploration, three separate
masses were identified. The first solid mesenteric mass measuring
8cms x 6cms, was 20cms distal to the Duodenojejunal junction
(DJ). The second mass, measuring 6¢cms x 6cms, was 30cms from
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[Table/Fig-1]: Coronal section CECT Abdomen. White arrow (red outline): Large

lobulated cystic cum solid mass. Black arrow (green outline): Displaced bowel loops

[Table/Fig-2]: Axial section. CECT Abdomen. Bowel loops were displaced laterally
and minimal ascites was present

DJ. The third solid mesenteric mass measured 25cms x 20cms
x 15cms and was 35cms from the DJ [Table/Fig-3]. The masses
involved the mesenteric border of the jejunum but there was no
infiltration into the jejunum. There were no enlarged lymph nodes,
no ascites and both ovaries were normal.
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any diagnosis of liposarcoma [1]. The lipoblasts were distinctly large,
irregular shaped with hyperchromatic nuclei in the well differentiated
component. The dedifferentiated component was identified by
the presence of multinucleated spindle cells. The histopathology
report was consistent with the diagnosis of multiple dedifferentiated
liposarcoma (RO resection) of the jejunal mesentery with a Stage
pT2b, Grade 2 tumour (Tumour differentiation score 3, Mitotic index
score 1, Tumour necrosis score 0) as per FNCLCC (French Federation
of Cancer Centres System Grading Scheme) [2]. It needs to be
mentioned here that all the tumours had similar histopathological
findings. Immunohistochemistry showed the dedifferentiated
component to be negative for SMA, desmin, myoglobin, CD-34
and CD-117. However, the well differentiated region stained positive
for S-100 protein. Fluorescence in situ hybridization (FISH) analysis
demonstrated amplification of the MDMZ2 gene, which further
cemented our diagnosis of Dedifferentiated Liposarcoma. [Table/
Fig-5,6]

[Table/Fig-3]: Intraoperative finding of multiple jejunal masses (arrows)

[Table/Fig-5]): Histopathology sections of the tumour. A (HE stain 100x) Pleo-
morphic spindle cells interlaced with lipoblasts. B (HE stain 400x) Adipocytes
with pleomorphic spindle cell having multinucleated and hyperchromatic nuclei.
C (HE stain 100x) Transition zone between well differentiated and dedifferentiated
component. D (HE stain 50x) Jejunum free from tumour

[Table/Fig-4]: (a) Resected gross specimen; (b) Largest resected mass; (c) Jejunal
loop with proximal most mass

Complete excision of the mesenteric masses along with 1 foot of the
involved jejunum and its mesentery followed by hand sewn double
layer jejunojejunal anastomosis was done. The resected specimens
are [Table/Fig-4].

Patient recovery during the post operative period was uneventful
and the patient was discharged on the 9" post operative day with a
well healed surgical scar.

Based on the intra-operative finding of mesenteric origin of the
masses, the provisional diagnosis of an ovarian tumour was
ruled out. Similarly, the possibility of a retroperitoneal sarcoma or
a peritoneal neoplasm was not considered. Masses originating
from the mesentery viz. lipoma, liposarcoma and cysts had to be
differentiated. This was not possible on gross examination. Therefore,
the diagnosis was established conclusively on histopathology.

[Table/Fig-6]: Immunohistochemistry of the tumour. A.(HE stain 100x) MDM2
: ) T overexpression in de-differentiated liposarcoma B. (HE stain 400x) MDM2 Positive
The histopathological examination revealed the presence of lipoblast suggestive of de-differentiated liposarcoma . C. (HE stain 200x) S100

a well differentiated liposarcoma with sudden transition to the positive well differentiated component of the tumour. D. FISH image with Intranuclear

. . . . . . red spots suggestive of amplification of MDM2 gene
dedifferentiated region. The presence of lipoblasts is essential for R — ¢
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Dedifferentiated mesenteric liposarcoma has a more aggressive
clinical course than other types of high grade sarcomas and a high
chance of recurrence [3]. Therefore, a decision to give adjuvant
chemotherapy was taken. The patient, at the time of writing this
paper, had received 6 cycles of Doxorubicin, Dacarbazine and
Ifosfamide based adjuvant chemotherapy. The ultrasonography
of the abdomen after the third and sixth cycle was normal. The
patient was evaluated with a CECT abdomen after the sixth cycle
and showed no recurrence of tumour. Follow up would consist of
periodic evaluation and examination of the patient.

DISCUSSION

A liposarcoma is the commonest soft tissue sarcoma that
occurs in an adult, comprising 20% of all soft tissue sarcomas. It
usually occurs in the deep soft tissues of extremities (75%) and
retroperitoneum (20%) [4], however the mesentery being the tissue
of origin is rare [5]. According to WHO, liposarcoma is classified
into the following five categories: well- differentiated, pleomorphic,
round cell, myxoid and dedifferentiated [6]. Dedlifferentiated variety
has a more aggressive course. A presentation with two synchronous
mesenteric liposarcoma is very unusual [7]. A Pubmed search for
mesenteric liposarcomas yielded 42 articles till date while searching
with the keywords ‘Multiple primary mesenteric dedifferentiated
liposarcoma’ yielded 8 results only, thereby making them a rare
entity [8-15]. Liposarcomas usually occur during the 5" to 7%
decades of life and the incidence is higher in males as compared
to the females [16]. However, present patient was a 36 years old
lady.

Our patient presented with dull aching pain and lump in the abdomen
with associated constipation, loss of appetite and loss of weight.
However, a patient may also present with an abdominal lump, low
grade intermittent fever and weight loss without loss of appetite [17].
As is evident from this case, multiple mesenteric liposarcomas may
present as a diagnostic dilemma for the surgeon, even after using
the haematological, biochemical and radiological armamentarium
available at hand. Intra-abdominal fatty masses which are likely
to be malignant may show one or more of the following features
on CT scan of the abdomen: inhomogeneity, infiltration or poor
margination, CT numbers greater than the patient’s normal fat, or
contrast enhancement [18].

It was only upon entering the abdominal cavity that the origin of the
mass was discovered. In contrast to the CECT finding of a single
mass arising from the pelvis, multiple masses originated from the
jejunal mesentery. Surgical resection with negative margins (RO
resection) of mesenteric liposarcomas has a better probability of
long-term survival of the patient [19].

For the present case, taking the radiological information and the
intraoperative localisation of tumour into account, the possibility
of Gastrointestinal Stromal Tumour (GIST) and sarcoma infiltrating
fat can be considered. GIST characteristically stains with CD117
and does not consist of a Well differentiated liposarcoma (WDLPS)
component. As proposed by Evans in 1979, Dedifferentiated
liposarcomas (DDLPS) consist of a mixture of atypical lipoma/ Well
differentiatedliposarcomaandahighgradenonlipogenicsarcomatous
component, with an abrupt transition between the two components
[20] but the absence of well differentiated component does not rule
it out, as this component can be scarce and therefore can be lost
by sampling or simply not be present [21]. The prognosis of a
patient corresponds to the histopathologic type of liposarcoma
[20]. Dedifferentiated component usually appears like a high grade
sarcoma and therefore, must be differentiated from malignant fibrous
histiocytoma. The distinction between sarcoma infiltrating fat and
dedifferentiated liposarcoma is made by the existence of the atypical
lipomatous tumour alongwith well differentiated liposarcoma in the
latter [3]. On Immunohistochemistry analysis, CD117 and CD34 do
not stain the dedifferentiated region, however S-100 stains positively
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in the well differentiated region of the dedifferentiated liposarcoma
[22]. Well-differentiated liposarcomas/atypical lipomatous tumours
and dedifferentiated liposarcoma have ampilification of several
genes, including MDM2 [23,24]. Using immunohistochemistry, FISH,
quantitative PCR, or comparative genomic hybridization (CGH) to
identify MDM2 amplification aids in making an accurate diagnosis .
Prognostically, 40% of the dedifferentiated liposarcomas will recur,
17% will metastasize and 28% will ultimately result in death of the
patient [25]. Five cases of Dedifferentiated liposarcoma arising from
the small bowel mesentery have been reported in literature [26].

The role of adjuvant chemotherapy for soft tissue sarcoma in adults
was explored in a meta-analysis of 14 randomized trials. It concluded
that there was significant improvement in the time to local and
distant recurrence and overall recurrence free survival. However, no
studies have been carried out for mesenteric liposarcomas [27]. The
role of neo-adjuvant chemotherapy for mesenteric liposarcoma was
evaluated in one study with Doxorubicin, Cisplatin and Ifosfamide.
They reported that it was successful in shrinking a large ileocolonic
mesenteric liposarcoma [28].

CONCLUSION

Present patient underwent complete surgical resection with six
cycles of adjuvant chemotherapy and she has had no recurrence of
tumour till present. Long term follow up and observation is required
due to the high risk of recurrence of the dedifferentiated variety of
liposarcoma.
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