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Abstract

Epithelioid hemangioendothelioma (EHE) is a rare neoplasm derived from the vascular endothelium. Although it
can occur anywhere in the body, few cases have been described in the oral cavity. We report a 47-year-old woman
presenting with a painful ulcerated lesion on the mandibular gingiva, suggestive of a traumatic decubitus ulcer.
Histology and immunohistochemistry confirmed the diagnosis of epithelioid hemangioendothelioma. A literature
review of EHE of mandibular gingiva was done. Pubmed were searched from 1975 through June 2024 using the
following search terms: epithelioid hemangioentothelioma, vascular tumor, oral cavity and mandibular gingiva.
Relevant manuscripts were selected and the results were used to update a narrative overview of the diagnosis and
management of this entity. We found 38 cases of EHE in the oral cavity, of which 16 were located on the gingiva.
Most of them were located on the mandibular gingiva as painless swelling, unlike our case. 70 % of the cases
presenting in the mandibular gingiva had bone resorption on imaging. However, only half of those located in the
maxillary gingiva had this bone resorption. Only 2 cases located in the mandibular gingiva presented recurrence
and 1 of them debuted with nodal metastases after a 7-year follow-up. The clinical and histological diagnosis of
EHE is complex and must be confirmed by immunohistochemistry. Upon diagnosing this entity, we should perform
an excision with clear margins and conduct long-term follow-up due to the risk of local and distant recurrence.
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Introduction

Epithelioid hemangioendothelioma (EHE) is a rare vas-
cular neoplasm characterized by endothelial cells with
epithelioid or histiocytoid features. Histologically, it is
an angiocentric neoplasm characterized by the prolifera-
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tion of endothelial cells with epithelioid or histiocytoid
morphology, featuring vacuolated cytoplasm, and occa-
sionally presenting spindle-shaped cells (1). It is defined
by recurrent WWTR1-CAMTA1 or YAPI-TFE3 gene
fusion (2,3). Classically, the term “hemangioendothelio-
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ma” is used to define those endothelial neoplasms with
intermediate malignancy, which today remains a contro-
versial topic. According to the latest WHO classification
of soft tissue tumors from 2020, five types of heman-
gioendothelioma are defined with different clinicopatho-
logical characteristics (4). Unlike epithelial neoplasms,
which typically dichotomize as either “benign” and “ma-
lignant,” this type of mesenchymal neoplasm includes
two additional categories: “intermediate (locally aggres-
sive)” and “intermediate (rarely metastasizing)” (5). The
EHE variant can appear anywhere in the body, giving
lymphatic metastases and in distant organs (mainly pul-
monary) in up to 20-30% of patients. It accounts for the
cause of death through disease in 10-20% of cases. (6).
For this reason, it has been suggested that EHE should
be classified as a purely malignant neoplasm along with
angiosarcoma (4-7).

Soft tissue EHE is rarely found in the oral cavity. It pre-
dominantly affects the extremities, being less frequent
its appearance in the head and neck territory (7,8). There
are only 38 cases affecting the oral cavity described in
the English literature between 1975-2024.

This article focuses its interest on this neoplasm which,
in addition to having a malignant behavior, can pose a
diagnostic challenge when the primary lesion appears
in the attached gingiva. Through the report of a case of
HSE of appearance in the mandibular gingiva, we re-
view the literature and discuss the clinical-pathological
particularities to consider for the diagnosis, treatment
and follow-up of this rare entity.

Case Report

A 47-year-old caucasian female patient was referred by
her dentist to oral and maxillofacial surgeon to evaluate a
painful, pink-colored, ulcerated lesion, 0.6 cm in diame-
ter, with raised borders on the gingival mucosa of the left
mandibular third molar region, with a 1-month evolution
(Fig. 1). The dentist performed the extraction of tooth 28
in case it could be a pressure ulcer, without resolution or
morphological changes of the lesion, with a follow-up of
one month. The patient had no personal history of sys-
temic diseases or drug use. Clinically, he complained of
pain with meals in the area of the injury. A panoramic ra-
diograph showed no radiological signs of involvement of
the bone cortical adjacent to the lesion (Fig. 2).

We took an excisional biopsy under local anesthesia and
primary closure of the biopsy. Intraoperatively, the spe-
cimen we sent for analysis was a spindle of the lesion
with a soft rubbery consistency, non-friable.
Microscopic examination showed a squamous mucosa
infiltrated by a tumor composed of nests of polygonal
cells with abundant eosinophilic cytoplasm and intra-
cytoplasmic lumina. Around some nests, hyalinized co-
llagen was observed. There was no significant cellular
atypia, spindle cells, or necrosis (Fig 3). No mitosis figu-
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Fig. 1: Clinical image of the lesion: pink-colored, ulcerated, 0.6 cm
in size in the left retromolar trigone, with raised borders, painful, and
non-erythematous mucosa.
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Fig. 2: Panoramic radiography (performed after the extraction of
tooth 28). No radiolucent images or increase in radiological density
are observed in the posterior sector of the third mandibular quadrant.

res were identified. With ki67, the rate of cell prolifera-
tion was approximately 5%. Tumor cells showed positi-
ve immunoreactivity to CD31, ERG, FLII and negative
to CK AE1/AE3, CK7, p63, p40, CD34, S100, HMB45,
MelanA, DOG1, mamoglobin, CD68. Epitheliod an-
giosarcoma was ruled out due to the lack of aggresive
histomorphological features. Negativity for S100 and
melanic markers excluded a melanoma diagnosis, and
the lack of citokeratin expression discarded a carcinoma
diagnosis. As an annotation from the anatomical patho-
logy laboratory, they indicated that the orientation of the
cut did not allow for an adequate assessment of the sur-
gical margin. However, the lesion seemed to contact it.

The patient was scheduled for surgical margin enlar-
gement. Under locoregional anesthesia, the mucosa of
the retromolar trigone was removed along with the ad-
jacent mandibular alveolar bony ridge, hemostasis with
oxidized cellulose (SURGICEL®), and primary closure
(Fig. 4). Microscopic examination of the specimen was
reported as residual epithelioid hemangioendothelioma,
1.5 mm larger in diameter. Surgical edges were negati-

ell52



J Clin Exp Dent. 2024;16(9):e1151-6.

=

AiF v
DAL NS |

.,
e amty
Ay ot N

a Y

£

Y o

Mandibular Gingiva Epithelioid Hemangioendothelioma

On higher magnification (HE 60x), intracytoplasmic vacuoles were observed. b) Nuclear expression
with FLII immunostaining (20x). ¢) Nuclear expression with ERG immunostaining (20x). d) Membra-

nous expression with CD31 immunostaining (20x).

Fig. 4: a) Surgical site of margin enlargement with excision of the crestal mucosa of the left

retromolar trigone and adjacent mandibular alveolar bone ridge. b) Surgical specimen of en-
largement of lesion margins histologically reported as EHE.

ve, with no signs of bone infiltration. The 18-month fo-
llow-up with clinical examinations every 3 months and
serial panoramic radiographs every 6 months revealed
no evidence of tumor recurrence.

Discussion

EHE can appear in patients of any age, but they are quite
rare in children, with a special predilection for the fema-
le sex (1,5). However, among the cases with onset in the
gingiva collected in our review, half of them occurred in

patients under 18 years old, and the majority in females
(Table 1).

Clinically, diagnosis poses a real challenge for medical
or dental professionals. EHE that debuts in the gingiva
as a primary lesion can be clinically diagnosed as a be-
nign entity. Pyogenic granuloma, giant cell granuloma,
fibroma, inflammatory fibrous hyperplasia, or necroti-
zing ulcerative gingivitis are some of the initial diag-
noses that have been considered in lesions that were
confirmed as EHE (8,17). This results in a delay in the
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Table 1: Clinical and radiographic features for cases of gingival EHE reported in English litererature.

Author (year) Age Sex Location Clinical features Bone Recurrence Follow up
resorption
Wesley et al. (1975) 18 F Mandibular Reddish erosive Yes No 2 years
9) lesion, (34 to 36)
Ellis, Kratochvil 13 F Maxillary Swelling, pink, tooth No No 6 years
(1986) (10) mobility
Ellis, Kratochvil 4 F Mandibular Tooth mobility Yes NOR NOR
(1986) (10)
de Araujo et al. 4 M Mandibular Swelling, ulceration, No NOR NOR
(1987) (11) tooth mobility
Marrogi et al. 36 M Maxillary Erythematous lesion, No Yes 6 months (until
(1991) (12) 1.5cm recurrence)
Flaitz et al. (1995) 7 F Mandibular Reddish swelling, 1.5 Yes No 52 months
(13) cm, tooth mobility
Chi et al. (2005) 28 F Maxillary Purple swelling, 0.6 No No 8 months
(14) cm
Sun et al. (2007) 12 M Maxillary Ulcerated swelling, Yes No 6 months
(15) 3.0 cm, tooth mobility
Sun et al. (2007) 11 M Mandibular Painful swelling, 2.0 Yes No 8 years
(15) cm, tooth mobility
Mohtasham ef al. 9 M Maxillary Ulcerated reddish No Yes 1 year (until
(2008) (16) swelling recurrence)
Gordon-Nuiiez et 17 F Mandibular Pink, exophytic, No No 14 months
al. (2008) (8) swelling, 2.0 cm
Salgarelli et al. 32 M Mandibular Soft mucosal forma- Yes Yes 4 years (until
(2014) (17) tion, gingival reces- (NM) recurrence)
sion, 1.5 cm
Ali et al. (2015) (18) 23 F Mandibular Erythematous Yes Yes 7 years (until
swelling, tooth mo- recurrence), 21
bility years later free
of lesion
Rajendrakumar et 41 F Maxillary and Reddish, painless, Yes, both NOR NOR
al. (2019) (19) mandibular ulcerated, friable
Maxillary: 3 x 4 cm
Mandibular: 1 x 2 cm
Januzis et al. (2020) 18 F Maxillary Gingival recession, Yes No 31 months
(20) ulcerated, painless.
1.3cm
Present article 47 F Mandibular Painful, pink, ulcer- No No 18 months
(2024) ated, swelling, 0.6 cm

M: Male; F: Female; NI: No information; NM: Nodal Metastases; NOR: No reference.

diagnosis of an entity recognized as a malignant lesion
(4,5,8). In the present case, as it began as an ulcerated
lesion located in the mandibular gingiva at the occlusal
contact of tooth 28, the dentist reasonably thought that
it could be a pressure ulcer. Our recommendation is to
biopsy those intraoral lesions that have not resolved wi-
thin a follow-up period of two weeks or longer.

The table shows the epidemiological, clinical, radiolo-
gical and follow-up characteristics of 16 cases of HSE
reported in the English literature of presentation in the
maxillary or mandibular gingiva (Table 1). The most
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common form of intraoral EHE is as a painless pink or
reddish swelling. This case has the particularity that the
patient reported pain in the location of the lesion, related
to meals, probably due to the trauma caused by the upper
wisdom tooth in occlusion. Only one case of localization
in the mandibular gingiva, published by Sun et al. (15),
was reported as a painful lesion before. Marrogi et al.
(12), also published a case of an EHE with painful pre-
sentation on the tongue.

More than half of the cases of gingiva localization affec-
ted the mandible. Dental mobility was present in 43.75%
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of the cases of EHE located in the gingiva. 56.25 % of
cases showed bone resorption signs on OPG, CBCT or
facial CT images. Among the 16 cases presenting in the
gums, only 4 recurrences were reported: 3 were local re-
currences and 1 lymph node metastasis (Table 1). Howe-
ver, we consider that the follow-up time is insufficient
in most of the reported cases, because recurrences have
been reported after a disease-free period of 7 years, as is
the case of Ali et al. (18).

The confirmatory diagnosis of the lesion is pathologi-
cal. The differential diagnosis must be established with
vascular neoplasms such as angiosarcoma, or even with
squamous cell carcinoma. According to the review, the
immunohistochemical analysis of the lesion is especially
important for establishing a definitive diagnosis (1,5,8).
Immunohistochemical positivity for CD34, CD31, fac-
tor VIII-R Ag and vimentin suggest that the lesion has
its origin in the endothelial epithelium (8). Our case pre-
sented negativity for cytokeratin markers, which allows
us to rule out the diagnosis of squamous cell carcinoma.
Once EHE has been histologically confirmed with an in-
cisional biopsy, the treatment of choice is complete ex-
cision with margins (8,10,14,17,19). In the present case,
we excised the lesion with wide margins, along with part
of the adjacent alveolar bony ridge. Oxidized cellulose
was applied to the surgical site and a direct closure was
made. We dismiss the application of platelet-rich plasma
due to its relationship with the induction of cell prolife-
ration (21,22).

Our patient is disease-free after a 2-year follow-up.
In the present review, after 2 years of follow-up, only
12.5% of cases reported recurrence. However, there are
cases of recurrences of EHE after follow-up of up to 8
years (18,23).

Conclusions

EHE has a malignant behavior with a risk of metastasis.
Its location in the gingiva can mimic multiple benign
entities that delay diagnosis. Histological study of EHE
can give an erroneous diagnosis, therefore immunohis-
tochemical analysis is mandatory to confirm the diagno-
sis. Wide resection of the lesion with margins and long-
term follow-up of the patient is recommended.
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