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Abstract
Epithelioid hemangioendotheliomas (EHE) are decidedly are form of hemangioendotheliomas with biphasic 
histopathological components. It is known to occur rarely in head and neck region. They are known to 
have aggressive behaviour with depictable recurrence rate and metastasis. Here we present two cases of 
epithelioidhemangioendothelioma with review of literature.
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Introduction
Hemangioendotheliomas (HE) are rare proliferative 

vascular neoplasms, known for its intermediate biological 
behavior that ranges between benign hemangiomas 
to malignant angiosarcomas.[1‑6] Its clinical behavior 
and disease course remains unpredictable even 
amongst its histological types namely epithelioid, 
kaposi’s and hobnail form (Dabska-retiform). 
Epithelioidhemangioendotheliomas (EHE) are 
decidedly are form of hemangioendotheliomas with 
biphasic histopathological components composed of 
characteristic short cords and nests of proliferating 
round to epithelioid endothelial cells as well as spindle 
shaped endothelial cells. It is known to occur in any 
soft tissues but primarily in abdomen, liver, lung, 
extremities and also rarely in head and neck region.2‑6 
Epithelioidhemangioendotheliomas are known to have 
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aggressive behavior with exemplified recurrence rate 
and metastasis, than any other types.[7-9]

The exact nature of intra oral EHE is not clearly 
established because of its rarity. Till now only thirty 
four cases of intra oral EHE cases have been reported in 
English literature, including current two cases.

Case 1: A 35 year old female patient reported to 
the dental clinic with a chief complaint of red to pink, 
painless swelling in right lateral border of the anterior 
tongue (Fig. 1). The swelling was present for past three 
months which increased gradually to the present size 
of 3x1 cm2. It is a lobulated, ovoid mass with a sessile 
base. The clinical differential diagnosis of hemangioma, 
fibroma, and pyogenic granuloma, was considered based 
on the clinical appearance and incision was performed 
after routine investigations.

The microscopic examination revealed plenty of 
tiny blood vessels lined by round to oval and spindled 
epithelioid cells, exhibiting eosinophilic cytoplasm 
with vacuolization arranged in short cords and nest 
(Fig. 2). Mitotic figures were minimal in number. The 
overlying epithelium was stretched and hyperplastic 
with surface ulcerations. Based on this diagnosis of 
EHE was considered. The tumour cells also exhibited 
immunoreactivity for CD31 confirming the endothelial 
nature of epithelioid cells and negative expression for 
cytokeratin and thus EHE was confirmed.
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Chest radiograph was taken to rule out metastasis. 
Complete excision of the lesion was done. Patient 
reported after three months with no recurrence and 
complications and failed to report back further.

Case 2: A 22 year old male patient reported to a 
dental office with a complaint of solitary painful, mass in 
the buccal mucosa for past six months. The swelling was 
red to grey in colour with surface ulceration in the center 
of the mass. The swelling developed gradually to the 
present size of 3x2 cm2. Patient gives frequent history 
of trauma on mastication otherwise no other symptoms 
were elucidated in relation to the growth. Family and 
personal history was unremarkable.

Provisional diagnosis of traumatic fibroma was 
given. Incision biopsy was performed and tumour 
mass was submitted for histopathological analysis. 
Tumour was yellow to grey solid mass with soft to firm 
consistency. The microscopic examination revealed 
cords and nests of proliferating spindle cells along 
with round to oval epithelioid cells with eosinophilic 
cytoplasm and intracellular vacuolization indispersed 
within a loose fibrovascular connective tissue stroma 
with plenty of tiny blood vessels. Few mitotic figures 
were evident. Overlying peripheral epithelial lining 
was also evident. Positive immunoreactivity of tumour 
cells for CD31 confirming the endothelial nature of 
epithelioid cells and negative expression of cytokeratin 
was elucidated. Considering the histopathological and 
immunohistochemical features, diagnosis of EHE was 
made.

Surgical excision of the tumour was performed and 
the patient was disease free till follow up examination 
of 16 months.

Discussion
Hemangioendothelioma is rare proliferative 

vascular neoplasm with intermediate malignant 
potential.[3,9] The variable behavior of the neoplasm, 
led to its compounded terminologies such as 
histiocytoidhemangioma, intravascular bronchioalveol
ar,malignanthemangioendothelioma, cellular angioma 
of infancy, angioendothelioma, angioblastoma and led 
to the categorization of HE as an intermediate tumors 
or borderline tumor.[1,2,4,6,10-12] Though the concept of 
intermediate or borderline tumours remains complex 
and ill defined, it was designated to tumours with 
uncertain behavior. It was described as early as 1899 
by Boremann,[4,5,8] and was introduced particularly 

in vascular tumours by Enzinger and Weiss and latter 
added to WHO classification in 2002 .[3,4,6,9] These HE 
lack consistent clinical and histological behavior with 
limited number of reported cases, fails to elucidate the 
exact biological nature of this tumour.

The first case of oral HE occurring at gingival was 
reported at 1975 by Wisely et al, as “primary malignant 
hemangioendothelioma”. Later in 1986 Ellis and 
Kratochvil reported twelve cases. The three histological 
variables listed under HE are epithelioid, kapossis and 
hobnail (dabska-retiform). Amongst is histological type, 
EHE are relatively rare, aggressive member of this group 
with unpredictable behavior with increased tendency for 
recurrence and metastases.

The term EHE was first described and reviewed by 
Weiss and Enzinger in 1982. They are known to occur 
in diverse locations, including abdomen, liver, spleen, 
kidney, extremities, head and neck regions and rarely in 
bones. Lesions occurring in different anatomical location 
do not follow a synonymous biological behavior. The 
incidence of EHE occurring in oral cavity, are decidedly 
rare, where only 34 cases have been reported till date 
(inclusive of current two cases).

The common intra oral sites include gingiva, 
tongue, palatal mucosa, floor of the mouth and rarely 
alveolar bone with gingival (38.2%) and tongue (29.4%) 
being the most frequent site.[4,5,8,10,13,14,15] . The lesion 
is present at the tongue, the most frequent site while the 
second one reported at the less frequent site, the buccal 
mucosa.

A wide range of age group is being affected ranging 
from first to seventh decade of life with mean age of 
34.7 years. Men and women are equally affected except 
few authors believe slight female predilection in those 
occurring in extremities.No predisposing factors have 
been claimed for its occurrence except contraceptives 
usage in females as mentioned by few authors [10,11,16].

Clinically, lesion appears as a solitary, painful to 
painless red to grey soft tissue mass with size not greater 
than 2 cm hinting for benign nature and confuses with 
more common lesions such as pyogenic granuloma, 
fibroma, fibroepithelial polyp, peripheral giant cell 
granuloma and hemangiomas.[1,11] Radiographic details 
are usually non contributory, showing a mild bone 
resorption. Normally excision is performed considering 
other common benign lesions as provisional diagnosis.



Medico-legal Update, October-December 2020, Vol. 20, No. 4  2355

Histologically, these lesions are characterized by 
proliferating sheets, cords and islands of eosinophilic 
round to oval shaped epithelioid cells intermixed with 
strands of spindle shaped cells around proliferating tiny 
blood capillaries (Figure 3&4). The morphology of 
cells is epithelioid in shape, with round to oval nucleus 
with occasional intracytoplasmic-lumina. The classic 
intracytoplasmic-lumina(vacuolization) with round to 
oval vesicular nucleus are the distinct feature of EHE 
(Figure 5). The lumen is frequently filled with RBCs 
may account for a primitive vessel formation and also 
suggests the endothelial origin. Frequently collagenous 
and myxohyaline areas are reported in tumor stroma[4-6], 
which was evident in the second case. Few authors attest 
it could possibly be a sulfated acid mucin from vessel wall 
[2] and also specifies the endothelial nature of the lesion. 
Infrequently few areas of calcifications, multinucleated 
giant cells and mitotic figures are also reported [3,4,6,9]. 
Angiocentricity is not very well appreciated in oral 
lesions in contrast to cutaneous lesions, where only less 
than 9% of oral lesions showed history of pain, ischemia 
could be the probable reason for pain[1,6]. Advent of 
cytology in diagnosis of EHE occurring in other extra 
oral sites were found useful, and showed 85% positivity 
in reported cases. However its usage in oral lesions as an 
adjuvant, not yet described.

Immunohistochemistry plays a confirmatory 
role in rendering diagnosis as well as differentiating 
it from other histologically similar lesions [4,6,7,9,13].
Look alike lesions includes epithelioid sarcomas, 
other metastatic carcinomas and vascular lesions like 
epithelioidhemangiomas, epithelioidangiosarcoma 
and epithelioid spindle cell hemangioma. Endothelial 
markers such as CD 31, CD 34, CD 68, Factor VIII 
were used in previously reported cases to aid in 
diagnosis of the vascular nature of lesion. While the 
epithelial markers like cytokeratin, epithelial membrane 
antigen are frequently found negative and excludes 
the epithelial origin[1,5,10,17]. It permits us to presume 
that, these epithelioid cells are altered endothelial cells 
rather true epithelioid cells. Few case reports with focal 
cytokeratin positive immumoreactivity[1,10,14] also 
complicates the diagnosis, however the knowledge of 
the pathologist along with the adjuvants contributes in 
differentiating further. The positive immunostaining for 
CD 31 cytokeratin and negative staining (Figure 6&7) 
confirmed the diagnosis assisted in removing other 
differential diagnosis including epithelioid sarcomas 

and other metastatic carcinomas which are frequent and 
indigenous to the tissue of origin.

Local recurrence is not uncommon in EHE but 
intra oral cases accounts relatively lesser frequency, 
compared to those occurring in other anatomical site. 
Out of 34 cases, collective sum of earlier reviews 
and the current review, affirms the raise in propensity 
of recurrence at the rate of 22.5% in intra oral cases, 
specially with gingival cases [7,19],. It is not unknown 
for EHE to metastasis, especially to the regional lymph 
nodes, at the however distant metastasis is seldom 
noticed. Despite features like cellular pleomorphism, 
altered nuclear cytoplasmic ratio, increased number of 
mitotic figures (more than 3mitosis/50HPF) [6,7,18,19], 
metaplastic bone formation, areas of necrosis and few 
authors prefer including the tumour size greater than 
3cm diameter, can be considered for predicting the 
recurrence and metastasis. It requires more clarity, to 
claim it as a criterion, since much times, lesion also 
develop metastasis and recurrences from an indolent 
lesion with bland histopathology. Multicentiricity of 
EHE is a well appreciated, frequent event in extremities 
and found have better prognosis than the unifocal ones, 
whereas, it is exceptionally rare in oral cavity.

Wide excision is a preferred treatment of choice, 
reflecting the intermediate malignant potential of the 
tumour but recurrence is commonly associated with 
inadequate excision. On other hand adjuvant therapies 
such as radiotherapy and chemotherapy are frequently 
suggested, for recurrent cases, merely found effective. 
Mortality rate in relation to oral EHE is not recorded till 
date that assents us to consider oral lesions are relatively 
less aggressive compared to those occurring in other 
areas of body.

Thus oral EHEs are rare intermediate vascular 
neoplasms, with increased tendency for recurrence and 
metastasis appears frequently as a sessile benign lesion. 
Considering the raise in recurrence rate especially with 
those occurring in gingiva, all lesion with high vascularity 
should be considered as a common differential diagnosis. 
Those diagnosed with EHE, should be evaluated for, 
recurrence and metastasis with long term follow up. 
In both the cases did not present any atypical features 
microscopically, chest radiograph were also evaluated, 
in order to exclude the possibility of metastasis and also 
insisted on frequent followup to rule out recurrence.
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