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Case Report

Traumatic Ulcerative Granuloma with Stromal Eosinophilia
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Abstract

Chronic ulcers of the oral mucosa are the lesions which a physician comes across frequently. “Eosinophilic Ulcer” is a rare variety
of that. Eosinophilic ulcer or traumatic ulcerative granuloma with stromal eosinophilia (TUGSE) is a chronic benign lesion of the oral
mucosa and is a relatively recent delineated entity. Its etiopathogenesis is still uncertain but trauma seems to play a fundamental
role. Clinically the lesion manifests as an isolated ulcer, showing a raised and indurated border in addition to a white or yellowish bed.
Microscopically, it is characterized by diffuse polymorphic inflammatory infiltrate, rich in eosinophils, involving the superficial mucosa
and the deeper muscle layer with epitheliod cells. Hereby, reporting a case of a 60-year-old female patient who presented with a chief

complaint of non-healing painful ulcer on the tongue.
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Introduction

osinophilic ulcer (EU) or traumatic ulcerative granulo-

ma with stromal eosinophilia (TUGSE) is a rare chronic

benign lesion of the oral mucosa, which is self limit-
ing.} It’s etiopathogenesis is not obvious but trauma plays an
important role in its development. Viral or toxic agent hypoth-
esis is also been included in its development.*" It is most fre-
quently diagnosed in patients aged between 30 — 50 years. It
can also occur in infants as well as in elderly people. Male to
Female ratio is 1:1 or slightly more elevated in females. Most
frequent location for EU is on the tongue but can occur in other
locations as well (lips, buccal mucosa, palate, gingival and floor
of the mouth).2° Clinically, the lesion presents as an ulceration
with mild indurated borders and yellow fibrinous base.” Micro-
scopically, there is a polymorphic inflammatory infiltrate pre-
dominately of eosinophils and histiocytes, extending deep into
the submucosal (muscle and even salivary glands). Mitosis is
frequent, and in some instances shows a pseudolymphomatous
aspect.”® Many different therapeutic approaches for TUGSE
have been reported in the literature but most frequently per-
formed therapy is simple surgical excision and its recurrence is
rare. *® Topical steroids or mouthwashes can be also prescribed.
Other therapeutic modalities include intralesional or oral corti-
costeroids, topical antibiotics, curettage and cryotherapy.>”

Case Report

A 60-year-old female patient presented with a chief complaint
of ulcer on the left side of the postero-lateral aspect of tongue
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since 30 days. She had mild pain due to which she had dif-
ficulty in eating. Also she injured her tongue by her left lower
posterior tooth. No lymphadenopathy was appreciated and the
patient was in good health. The patient gave history of tobacco
consumption in crude form, 4 to 5 times daily, since she was
22 years old. Her past medical history was noncontributory.
Intra-oral examination revealed an ulcerated lesion on the left
postero-lateral surface of the tongue, measuring about 1.5 cm in
diameter, with pale surrounding area. Its margins were indurat-
ed with yellow fibrinous base (Figure 1). It was firm in consis-
tency and tender on palpation. Intra-oral hygiene was fair with
generalized stains, calculus and attrition. 26 and 36 showed
marked attrition with sharp edges. Diagnosis of traumatic ulcer
was made and coronoplasty of sharp offending tooth was done.

Symptomatic treatment was planned and topical local anes-
thetic gel was prescribed to the patient for its application on the
lesional area, twice daily with multivitamin supplements once
daily. The patient was recalled after 2 weeks. No response to the
treatment was observed even after 2 weeks. It was suspicious
for malignancy and an excisional biopsy was performed. His-
topathological analysis revealed epithelium ulceration with fi-
brinopurulent exudates overlying inflamed stroma chiefly com-
posed of mixed infiltrate predominately eosinophils and epi-
theliod cells extending into submucosa. These cells exhibited
pleomorphism, voluminous cytoplasm and nucleus with promi-
nent nucleolus (Figures 2 and 3). Based on the histopathologi-
cal features a definite diagnosis of an TUGSE or EUOM was
established. Symptomatic treatment was again prescribed and
the patient was again recalled after 2 weeks. Complete healing
was observed after 2 weeks (Figure 4).

Discussion

Eosinophilic ulcer of oral mucosa (EUOM) is a unique and
relatively recently delineated entity of the oral mucosa which is
a lesion with uncertain nature, etiology, pathogenesis and treat-
ment.3# Other terms have been used to describe it such as trau-
matic granuloma of the tongue or traumatic ulcerative granulo-
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Table 1. Difference Between Eosinophilic, Traumatic and Malignant Ulcer

Eosinophilic ulcer

Malignant ulcer

Traumatic Ulcer

Etiology

Obscure, reactive, inflammatory

Genetics

Traumatic

Clinical features

Usually solitary ulcer

Induration, elevated and indurated
borders

Benign, self-limiting growth
Often asymptomatic

Fast healing after treatment

Frequently on tongue
Non-involvement of lymph nodes

Ulcer

Deep ulcer with indurated raised borders ,exophytic

or verrucous growth
Malignant, no self-limitation of growth
Asymptomatic in early stages

Ulceroproliferative growth and non-spontaneous
healing

Tongue /oral mucosa
Non-involvement of lymph nodes in early stages

Ulcer

No elevated borders

Benign

Symptomatic

Fast healing after removal of traumatic
agent

Oral mucosa

Frequent involvement of lymph nodes

Histopathological
findings

Intact, well differentiated
epithelium through slightly
hyperplasic, intense inflammatory
cell infiltrate and pronounced
eosinoiphilia

Loss of basement membrane and disturbed
architecture of the basal layers of epithelium,
replacement of basal cells by large irregular
cell with cytoplasmic processes extending into
connective tissue

Stratified squamous epithelium,
hyperplastic or not, hyperkeratosis,
consisting of granumolatous tissue
and intense mixed inflammatory cell
infiltrate

Treatment

Incisional biopsy, corticosteroids

Surgery, radiotherapy, quimiotherapy

Removal of traumatic agent
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Figure 1. Clinical photograph of an ulcer located on the left postero-lateral surface of the tongue

i !

T

e

: BT g A
Figure 2. Photomicrograph showing diffuse polymorphic inflammatory
infiltrate, rich in eosinophils, involving the superficial mucosa and the
deeper muscle layer with epitheliod cells (H & E x10)

‘
&

92 Archives of Iranian Medicine, Volume 17, Number 1, January 2014

Figure 3. Photomicrograph showing presence of abundant eosinophils
in lesional area (H & E x100)
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ma with stromal eosinophilia, eosinophilic granuloma of tissue
and atypical histiocytic granuloma. In infants it is called Riga-
Fed disease.*”® The condition was first described in adults by
Popoff in 1956. In 1970, this lesion was proposed as a distinct
entity by Shapiro and Juhlin.* Since then, different names have
been used to define it.”®

According to Segura and Pujo the etiology of EUOM remains
obscure, although most authors suggest that the lesions are
of traumatic origin, caused by accidental bites or by repeated
thrusting against sharp, misplaced or fractured teeth.® Vélez,
et al. have suggested that trauma is only a contributing factor
in the development of EUOM and could lead to viral or toxic
agents entering the underlying tissue and cause an inflamma-
tory response.l® The increased incidence of this lesion on the
tongue, which is easily exposed to trauma through mastication,
and the definitive history of traumatic injury in one-third to
one-half of reported cases agree with this hypothesis.?410

Most of traumatic oral ulcers are devoid of eosinophils and
contain polymorphous infiltrate. Several hypotheses have been
proposed to explain the prominent eosinophilic infiltrates ob-
served in EUOM. Role of cytokine and chemotactic factors re-
leased by eosinophils has been hypothesized in its development.
A possible interaction among mast cells, release of eosinophil
chemotactic factors and tissue eosinophilia has also been pos-
tulated. ® Cell-mediated immunity may play an important role
in its pathogenesis as it also contains T lymphocytic infiltrate.?
However, its etiopathogenesis is still uncertain and its histo-
genesis remains controversial. Large atypical cells in TUGSE
infiltrate showed immunophenotypic towards myofibroblastic
or histiocytic origin.## Elovic, et al. showed lack of significant
synthesis of transforming growth factor by eosinophils, which
can explain the delayed healing characteristic of TUGSE.*

It is reported that EUOM exhibits a slight female predomi-
nance in most of the cases with a peak incidence between the
sixth and seventh decades of life.>® This lesion also shows a
bimodal age distribution, with the first peak occurring at ear-
ly childhood and the second during the fiftieth decade of life.
Lymphadeonapathy can be observed in extremely rare cases.®In

Figure 4. Clinical photograph howing healed ulcer (2 week follow-up)
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our case EUOM occurred in almost same decade of life but in a
male patient, without lymphadeonapathy.

Clinically tongue is the most commonly affected site, which
seems reasonable since movement makes it more vulnerable to
trauma.*°1? However, an absolute linkage between trauma and
the development of such lesions wasn’t found in all studies.®*°
Other oral sites such as buccal mucosa, lip, floor of the mouth
or the palate have been previously reported to be involved in
this condition.*** Clinically, it manifests as a rapidly developing
solitary ulcer with elevated or indurated borders. It can range
from few millimeters to several centimeters in its diameter.18°
In infants, it is usually observed on the ventral surface of the an-
terior tongue secondary to trauma from newly erupted primary
teeth, and is referred as Riga-Fede disease.*”° According to Vé-
lez, et al.’® and Alobeid, et al.** it is symptomatic (17 % — 100
%). It is characterized by the presence of mildly indurated bor-
ders which may resemble malignancies, traumatic ulcerations
and some infections such as deep fungal infections, tuberculo-
sis and primary syphilis and because of its rapid growth and in-
durated borders it can mimic squamous cell carcinoma®*** and
that is where this condition became important.

In our case, a solitary ulcerated lesion was present on the left
postero-lateral surface of the tongue, measuring about 1.5 cm
in diameter, with pale surrounding area. Its margins were indu-
rated with yellow fibrinous base. It was firm in consistency and
tender on palpation.

The differential diagnosis of ulcerative lesions of the tongue
should also include traumatic ulcers, specific infections such as
primary syphilis, lymphoma, metastasis, and reactionary pro-
liferative processes such as atypical histiocytic granuloma and
proliferative myositis, squamous cell carcinoma. The mainstay
feature to distinguish eosinophilic, traumatic and malignant ul-
cer is highlighted by Goncales et al.*s, Table 1.

Microscopically, under an ulcerated mucosa, a poorly formed
granulation tissue showing an increased number of capillaries
with prominent endothelial cells is usually observed. A dense
diffuse submucosal polymorphous inflammatory infiltrate in-
volving occasionally the overlying epithelium is usually noted.
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This infiltrate tends to extend to the deeper underlying soft
tissue, muscle fibers and salivary gland. The inflammatory
infiltrate is composed of small round lymphocytes, abundant
polymorphonuclear eosinophils and other inflammatory cells
[neutrophils, plasma cells and histiocytes]. Large mononuclear
cells with round to avoid pale nuclei, showing occasional nu-
clear atypia, intermingled in the inflammatory infiltrate are also
frequently observed.>®® Same histopathological features were
observed in the present case. These epithelioid cells were anti-
CD68 positive.3*13

Many different therapeutic approaches for EUOM have been
reported in literature. Several therapeutic options for EU of
oral mucosa in adults has been described e.g. wait-and-see ap-
proach, antibiotics, topical, intralesional and/or systemic cor-
ticosteroids, curettage, cryosurgery and surgical excision. The
most frequently performed therapy is simple surgical incision/
excision. This approach seems to be especially recommended
in cases with persistent lesions. No further local recurrences
are usually noted after excision. ' In our case simple excision
was preformed and a rapid improvement of the ulcer was seen
similarly to what was described by other authors.®”° Elovic et
al.™ observed a lack of significant synthesis of transforming
growth factor beta by eosinophils, which explains the delayed
healing observed in EUOM.

In conclusion, diagnosis of EUOM is made by the combina-
tion of clinical and histopathological features. The pathogenesis
of this condition remains uncertain and its histogenesis still re-
mains controversial. Eosinophilic ulcer of the oral mucosa is
characterized by rapidly growing ulcers with indurated borders
that outline a wide clinical differential diagnosis. This condi-
tion is characteristically self-healing with a benign course.
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