Well-differentiated liposarcoma of the floor of the mouth:
Report of a rare case and review of the literature
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Abstract

Liposarcomas are extremely rare in the oral cavity. Less than 100 cases of oral liposarcoma have been reported

in the world wide literature, mostly occurring in the buccal mucosa, whereas only <10 cases have been
reported in the floor of the mouth. We present a rare case of oral liposarcoma that occurred in the floor of
the mouth of a 45-year-old female patient. She had a history of two previous recurrences and underwent
surgical excision with 24 months of follow-up. Clinical as well as histopathological features and therapeutic
approaches of liposarcomas are discussed here, and a literature review is presented. Intraoral liposarcomas
have a high rate of local recurrences but generally favorable prognosis based on the histopathologic subtype,
location and clear surgical margins. Conservative surgical therapy without adjuvant chemoradiotherapy is
recommended, due to the rarity of distant metastasis.
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INTRODUCTION

Liposarcoma is one of the most common malignant
mesenchymal neoplasms of adipose tissue, which was
first described by Virchow in 1857.%/ It accounts for
approximately 20% of all soft tissue sarcomas and occurs
mostly in lower extremities and retroperitoneum.” Up to
9% of liposarcomas are found in the head and neck area.l”’
Oral liposarcomas have been reported mainly in the buccal
mucosa, with other sites including the floor of the mouth,
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tongue, palate and mandible.*°] Liposarcomas can attain

very large sizes but those identified in head and neck rarely
exceed 10 cm.!
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Dedifferentiated liposarcorna, myxoid liposarcoma,
pleomorphic liposarcoma and Iiposarcoma not otherwise
speciﬁc are the four forms of liposarcomas in the recently
updated World Health Organization (WHO) classification
of soft tissue tumors with unique clinical settings and
behaviors.”] In this new classification, atypical lipomatous
tumor/well-differentiated liposarcoma (ALT/WDL) has
been described as an intermediate, locaﬂy aggressive adipocytic
tumor and is divided into three main subgroups: Adipocytic,
sclerosing and inflammatory types.

Here, we present a rare case of WDL occurring in floor of the
mouth. We also present a review of the current published data.
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CASE REPORT

A 45-year-old female patient was referred to the cancer
institute in June 2014 for the assessment of a painless and slow
growing nodular swelling in the floor of the mouth. Intraoral
examination revealed a firm, oval mobile mass measuring
6 cm in diameter, resembling a benign tumor on the left side
of the floor of the mouth. The previous medical history of
the patient showed that the lesion was first diagnosed as a
fatty tissue with lyrnphoid nodule measuring 2 cm in greatest
diameter in the same area in 2006. After 3 years, the lesion had
recurred, was diagnosed as angiolipoma in another pathology
center in 2009. The patient believed that the lesion had again
enlarged very slowly for the third time since the last excision
in 2009 and did not seek any treatments until 2014. The
lesion was then removed with an excisional biopsy under local
anesthesia. On gross examination, it appeared as multiple pieces
of crearny—brownish tissue with soft to elastic consistency
measuring 6 cm in greatest diameter. The otherwise past
medical history of the patient was noncontributory.

Microscopic examination revealed a neoplastic tissue composed
of fibrotic zones with infiltration of numerous highly atypical
bizarre spindle cells with hyperchromatic nuclei showing slight
variation in size and shape [Figure 1]. Univacuolated and
multivacuolated lipoblasts [Figure 2] were also noted. These
lipoblasts were numerous, alternating and intermingling with
slightly pleomorphic adipocytes. Patchy lymphoid infiltration,
mast cells and perineural invasion were also present. The
neoplastic cells expressed immunoreactivity for S100, Ki67
(3%) and focal but strong nuclear staining for MDM2
[Figure 3]. The diagnosis of sclerosing type of ALT/WDL

was made according to the above histopathologic features.

The patient refused to undergo any radiation or chemotherapy
and decided to be followed every 3 months. At 24 months of
follow-up, the patient remained free of disease, without any
obvious signs of recurrences on clinical examination and also

on cervical magnetic resonance imaging findings.

DISCUSSION

Mesenchymal malignant tumors constitute about 1% of all
neoplasms, 20% of which are liposarcomas.**’ Head and
neck liposarcomas are uncommon, including 5-9% of all
liposarcomas,[lo'n] involving neck (19%), face (13%), larynX
(9%), pharynx, dura and orbit (each one 6%), oral cavity (5%),
ear/mastoid (2%), mandible (2% and parotid (1%).”** The
peak incidence of all liposarcomas ranges between 40—60 years
and men are more frequently affected than women.” Oral
liposarcomas have been reported to occur mainly in the
buccal mucosa (38%) and tongue (33%), followed by the
palate (7%)) and floor of the mouth (7%).>>"* Liposarcomas
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Figure 1: Neoplastic tissue composed of infiltrating numerous highly
atypical bizarre spindle cells with hyperchromatic nuclei showing slight
variation in size and shape (H&E stain, x100)

Figure 2: Univacuolated and multivacuolated nucleated lipoblasts were
seen among the bizarre spindle cells (H&E stain, x400)
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Figure 3: Neoplastic cells showed focal but strong positivity for MDM2
(IHC stain, x400)

grow slowly and silently and most patients have no symptoms
until the tumor reaches a size large enough to cause pain,
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tenderness or functional disturbances. They are usually grossly
well-circumscribed neoplasms, not encapsulated, firmer and
less easily compressible than lipomas.*’ To the best of our
knowledge, the reported cases of liposarcoma in the floor of
the mouth in the English language literature are less than the

number of fingers of our hands.*%'*

Of the types mentioned in the new classification of WHO
in 2013,"7 well-differentiated and myxoid liposarcornas
tend to recur locally and rarely metastasize or lead to death.

Liposarcomas do not metastasize unless these tumors

become dedifferentiated. Transition from ALT or WDL
to nonlipogenic sarcoma happens at about 5-15%.*'%!
The risk of this transformation depends on the site of the
tumor which is more frequent n deep locations such as
retroperitoneum.m] Dedifferentiated Iiposarcomas behave more
aggressively, with 41% local recurrence, 17% metastasis and

28% of disease-related mortality.'*'”!

Clinical and radiologic findings have limited value for definite
diagnosis and histopathologic examination is necessary.
The histopathologic appearance of liposarcoma can mimic
development of fat tissue, ranging from an ALT to pleomorphic
liposarcomas which are sometimes hard to distinguish from
other forms of sarcomas. Many authors believe that the existence
of lipoblasts are necessary to establish the histopathologic
diagnosis of a WDL,'® while others consider more important
features such as the presence of variation in adipocyte size,
atypical and enlarged adipocyte nuclei with hyperchromatic
and bizarre stromal cells in fibrous septa.* Several neoplastic
and nonneoplastic conditions such as lipoma with fat necrosis,
lipoma with lochkern, atrophy of fat, silicone reaction,
diffuse lipomatosis, spindle cell lipoma/ pleomorphic lipoma,
myoliporna, angioliporna, lipornatous hernangiopericytorna
and solitary fibrous tumor must be differentiated from
ALT/WDL."! In most of these conditions, appropriate
sampling and careful examination for identifying lipoblasts
(large cells with a hyperchromatic indented nuclei and lipid
rich droplets in the cytoplasm) in an appropriate histologic

background, comprise the mainstay of accurate diagnosis.'?

From the immunohistochemical view which is usuaHy of
limited value in adding to the accurate diagnosis, adipocytes
and lipoblasts are known to stain positive for vimentin and
S100. Overexpression of MDM2 and CDK4 had been shown
to be valuable in diagnostic confirmation and differentiating
from benign neoplastic and nonneoplastic conditions.”]
Cytogenic markers may provide a new criterion where neither
morphological features nor immunohistochemical stains lead

1011 The point which all authors agree is

to a definite diagnosis.
that the histopathologic appearance of liposarcomas can predict

the biologic behavior of the tumor.™® This case was identified

as slow growing mass having rnultiple episodes of recurrence
and multiple misdiagnoses, but upon revisions, sclerosing type
of ALT was confirmed. This type is composed of broad and
dense fibrous bands containing atypical and bizarre-appearing
cells characterized by lipoblasts with hyperchromatic nuclei
and areas of lipomatous proiiferation. Rarity of the tumor in
this location and overlapping of the histopathological features
can lead to misdiagnosis. To make a definite diagnosis in
these situations, molecular and immunohistochemical studies
for identitying MDM2 overexpression/amplification and
cytogenetics abnormalities are helpful and recommended.
With agreement, complete surgical excision with free margins
is considered the most valuable treatment.>**! The risk of
recurrence for this intermediate type of liposarcoma 1s high.
However, the risk of metastasis is low and becomes high when
the tumor shows dedifferentiated features.™> Histologic grade,
tumor subtype, location and free surgical rnargins are considered
as most reliable prognostic factors.””) A <5 ecm maximum
diameter is also considered a favorable prognostic factor for
oral iiposarcomas.:s's's] Palliative radiotherapy can enhance the
survival rate of the patients with all types of nonresectable
liposarcomas and also delay or prevent the local recurrence
in certain cases; however, its value is still controversial.¥ The
role of adjuvant chemotherapy has also not been adequately
evaluated.l”

CONCLUSION

Intraoral liposarcoma is a rare lesion with a generally favorable
prognosis based on the histopathologic subtype, location and
clear surgical margins. Due to the importance of esthetic
considerations in the head and neck area, conservative surgical
excision with close and long periods of foﬂow-up is preferable
instead of radical surgical approach.
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