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ABSTRACT

We report a case of glomangioma of the esophagus in a 28-year-old woman who
presented with a three years long history of vague discomfort, pain and heat in the neck.
At initial gross examination, the tumor mimicked an esophageal papilloma. The
resected esophageal specimen contained polypoid, whitishgray mass, which measured 3
cm in maximum diameter. Microscopically tumor was consisted of loosely,
fibrovascular stroma heavily infiltrated with mononuclear inflammatory cells and
covered with focally hyperkeratotic, parakeratotic and acanthotic squamous epithelium
without atypia. In the deeper area immediately above true muscular layer of esophageal
wall, microscopical examination revealed the neoplasm consisting of numerous, small-
to-medium branched vessels covered by regular endothelium and filled with
erythrocytes. The loosely stroma around vessels contained poorly circumscribed nests
of small, round to oval cells with a uniform appearance. Immunohistochemically, the
tumor cells were immunoreactive for smooth muscle actin and vimentin and non-
immunoreactive for CD34, CD117, desmin, pan-cytokeratin, synaptophisin, neuron-
specific enolase and S-100 protein. Despite its bland histology, infiltrative growth
pattern was suggestive of aggressive behavior; thus, an appropriate clinical follow-up
was recommended. An accurate diagnosis and an understanding of the behavior of these
rare tumors, especially in an unusual location are crucial to its management and clinical

outcome.

KEY WORDS: esophagus, glomangioma, immunohistochemistry



CASE REPORT

A 28-year-old woman presented with a three years long history of vague
discomfort, pain and heat in the neck. The patient denied dysphagia, regurgitation,
emesis, melanotic or bloody stool and weight loss. Upper endoscopy accompanied with
biopsy was performed and demonstrated polypoid protrusion situated in esophagus two
centimeters from gastroesophageal junction, which measured 0.5 cm. Multiple biopsies
were non-diagnostic and revealed only hyperkeratotic, parakeratotic, acanthotic,
squamous epithelium without atypia. The patient was treated conservatively with some
improvement in symptoms. Two weeks before surgery dysphagia for solids with
retrosternal heat and pain appeared and symptoms were rapidly worsening. Computed
tomography and repeated endoscopy revealed polypoid tumor, which measured up to 3
cm and the patient underwent partial esophagectomy with gastroesophageal
anastomosis.

The four centimeter long resected esophageal specimen contained polypoid,
whitishgray mass that measured 3 cm in maximum diameter (Fig. 1). Microscopically,
tumor was consisted of loosely, fibrovascular stroma heavily infiltrated with
mononuclear inflammatory cells and covered with focally hyperkeratotic, parakeratotic
and acanthotic squamous epithelium without atypia. Beneath the epithelium small focus
of multinucleated giant cells was found. In the deeper area immediately above true
muscular layer of esophageal wall microscopical examination showed a neoplasm
consisting of numerous, small-to-medium branched vessels covered by regular
endothelium and filled with erythrocytes. The loosely stroma between the vessels
contained poorly circumscribed nests of small, round to oval uniform cells (Fig. 2). The

nuclei were uniformly round and had no to minimal atypia with a vesicular chromatin



pattern and occasionally single nucleoli. The cytoplasm was moderate and densely
eosinophilic. Spindle cells, tumor necrosis, perineural or intravascular invasion were not
observed. The mitotic rate varied from 1 to 2 per 50 high-powered fields (HPF). The
tumor had irregular borders and in few areas infiltrated muscular layer but did not
penetrate into subserosa (Fig. 2). During surgical procedure one lymph node from
gastroesophageal junction was received on frozen section analysis. Lymph node
measured 0.6 cm in diameter and was without tumor. No additional lymph nodes
were found in surgical specimen. Surgical margins were free of tumor.

Immunohistochemically, the tumor cells were immunoreactive for smooth
muscle actin and vimentin (Fig. 3A, B). CD34 immunostains only highlighted the
vascular network of the neoplasm. The tumor cells were negative for pan-cytokeratin,
desmin, S-100 protein, CD117, synaptophisin and neuron-specific enolase. In addition,
Ki-67 immunostain showed up to 5% labeling index in the neoplastic cells. These
results established the diagnosis of a primary esophageal glomangioma.

The patient had an uneventful postoperative course and was discharged twelve
days after surgery. Two weeks after discharge gastroesophageal reflux with nausea and
vomiting appeared and the patient was again hospitalized. Control endoscopy revealed
intact gastroesophageal anastomosis without signs of tumor, but also delayed gastric
emptying with slow propulsion of gastric content through pylorus. The patient was
conservatively treated with improvement in symptoms and discharged with
recommendation of appropriate follow-up. Six months after surgery the patient is

well and shows no signs of tumor recurrence or spread.



DISSCUSION

Glomangioma, a subset of glomus tumor originally described by Masson in
1924, is a distinct perivascular neoplasm that is believed to originate from modified
smooth muscle cells that are present in the walls of specialized arteriovenous shunts
included in thermoregulation.! Glomus tumor is composed of varying proportions of
glomocytes, blood vessels and smooth muscle. On the basis of proportions of the
components, glomus tumors are divided in three subgroups: glomus tumor proper,
glomangioma and glomangiomyoma.? Glomus tumor occurs mostly in young adults
(aged 20-40 years), typically as a solitary, exquisitely painful nodule, but can also occur
in children. Women and man are equally affected. A majority of glomus tumors have
been reported to occur in the skin of the hand, particularly in the subungual region.**
However, they have also been reported in the deep soft tissue, bone, lung and
gastrointestinal tract, especially the stomach.?®

Most glomus tumors are benign but rare cases of atypical and malignant glomus
tumor with recurrences, metastases and death are on record.?”® There have been
attempts to separate malignant glomus tumor from those of uncertain malignant
potential >” Gould et al. classified the potentially malignant glomus tumors into locally
infiltrative glomus tumors, glomangiosarcomas arising in a benign glomus, and de novo
glomangiosarcomas.” Folpe et al. retrospectively analyzed 52 cases of atypical glomus
tumors of the peripheral soft tissue in an attempt to establish criteria of malignancy and
proposed that atypical tumors be classified by use of the following four types: 1)
malignant, 2) symplastic, 3) glomus tumors of uncertain malignant potential, and 4)
glomangiomatosis.? Those authors also proposed that deep location, size larger than 2

cm, atypical mitotic figures, moderate-to high-grade nuclear atypia, and 5 or more



mitoses per 50 HPF should be considered as criteria for malignancy.> However, criteria
for malignancy and behavior of glomus tumors arising in internal organs are not well
known due to rarity of such cases and limited follow-up. To our knowledge, the current
study is the third to document a glomus tumor within the esophagus in English
literature.>'°

Because of the rarity of glomus tumor in this location, several other tumors were
included in the differential diagnosis. The main diagnostic considerations for
esophageal glomus tumor include hemangiopericytoma, hemangioendothelioma,
epitheloid leiomyoma (leiomyoblastoma), gastrointestinal stromal tumor (GIST),

115 Glomus tumor can have a

carcinoid tumor and paraganglioma.
hemangiopericytomatous (staghorn) vascular pattern, but hemangiopericytomas are
negative for actin and positive for CD34 and lack the uniform round cells that are seen
in glomus tumor.’* Features typical of hemangioendothelioma, such intravascular
tufting or intracytoplasmic lumina were also lacking in our case. The tumor was
negative for desmine, excluding an epithelioid leiomyoma (leiomyoblastoma)."® The
lack of CD117 positivity has also been described as a feature of glomus tumor of
gastrointestinal origin, and this help distinguish glomus tumors from GIST.> Our case
was negative for CD117. The presence of uniform cells with central nuclei, clear to
eosinophilic cytoplasm, and occasional organoid growth pattern also suggests the
diagnosis of carcinoid tumor or paraganglioma. The immunohistochemical staining
pattern usually assist in differentiating these entities: glomus tumor show positivity for
actin, whereas tumors with neuroendocrine features show positivity for neuron-specific

14,15

enolase and synaptophisin. Glomus tumors are usually negative for all

neuroendocrine markers.®> In the case reported herein, both aforementioned



neuroendocrine stains and S-100 protein were negative ruling out carcinoid tumor and
paraganglioma.

The overall histology and immunohistochemical features in our case were
similar to only two other reported cases of primary glomangioma of the esophagus in
the English literature.®*° Papla and Zielinski reported one case of glomus tumor of
the esophagus in a 79-year-old women who underwent only palliative surgery and
died 24 months after diagnosis. The exact reason of death was not established
because the autopsy was not performed.9 Second case of a 41-year old female
patient with incidentally diagnosed multiple glomus tumors of the esophagus and
lung was reported by Altorjay et al.'’ Thirty-six month after surgery the patient
was well and symptom free."

In the present case, the benign cytohistologic features, including uniform
appearance with minimal atypia, low mitotic rate and low Ki67 labeling index, as well
as complete surgical removal should be expected to be associated with an excellent
clinical outcome but appropriate clinical follow-up was suggested because of infiltrative
growth pattern was observed with penetration of tumor cells in muscular layer of

esophageal wall.
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FIGURES

Fig. 1 The resected esophageal specimen contained polypoid, whitishgray tumor

(arrows), which measured 3 cm in largest diameter covered by thickened mucosa.




Fig. 2 The tumor consisted of numerous, small-to-medium branched vessels and, the
loosely stroma with poorly circumscribed nests of small, round to oval uniform cells.

The tumor cells infiltrate muscular layer but do not penetrate into subserosa

(hematoxylin-eosin, original magnification X100).




Fig. 3 Diffuse intense staining for smooth muscle actin (A) and vimentin (B) in tumor

cells (smooth muscle actin and vimentin, original magnification X400).







