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Case Report

Traumatic ulcerative granuloma with stromal
eosinophilia, an unusual clinical manifestation
in the oral mucosa. Case report.

Granuloma ulcerativo traumatico con eosinofilia estromal, una
manifestacion clinica inusual en la mucosa oral.
Reporte de un caso.

Abstract: Introduction: Traumatic ulcerative granuloma with stromal
eosinophilia is an uncommon condition of the oral mucosa with a chronic
course, usually affecting the tongue. Case Report: Clinically it presents as
a chronic ulcer, with raised and indurated borders, rarely presented as a
tumor. Histologically it shows a diffuse mixed inflammatory infiltrate, rich
in eosinophils. The etiology of this lesion is still unclear; however, chronic
irritation from traumatic agents is considered a major initiating factor. In
some cases, the presence of CD30" mononuclear cells within the lesions
suggest the possibility of a CD30" lymphoproliferative disorder. This article
presents a case of atraumatic ulcerative granuloma with stromal eosinophilia
manifested in a 56-year-old female with a solitary ulcerated tumor inside
the right cheek. Conclusion: It was diagnosed based on clinical data and
histopathological features. In a brief literature review, the entity has been
characterized, analyzing its etiology and nature.

Keywords: ki-1 antigen; ulcer; mouth mucosa; eosinophils; eosinophilic granuloma;
eosinophilia.

Resumen: Introduccién: El granuloma ulcerativo traumético con eosinofilia
estromal es una afeccion infrecuente de la mucosa oral de curso cronico, que
suele afectar a la lengua. Reporte del Caso: Clinicamente se presenta como una
Ulcera cronica, con bordes elevados e indurados, rara vez se presenta como un
tumor. Histoldgicamente muestra un infiltrado inflamatorio mixto difuso, rico en
eosindfilos. La etiologia de esta lesién alin no esta clara; sin embargo, lairritacién
cronica por agentes traumaticos se considera un factor de iniciacion importante.
En algunos casos, la presencia de células mononucleares CD30" dentro de las
lesiones sugiere la posibilidad de un trastorno linfoproliferativo CD30". En este
articulo se presenta el caso de un granuloma ulcerativo traumético con eosinofilia
estromal que se manifiesta en una mujer de 56 anos con un tumor ulcerado
solitario en el interior de la mejilla derecha. Conclusién: Se diagnosticd con base
en datos clinicos y caracteristicas histopatolodgicas. En una breve revision de la
literatura se ha caracterizado la entidad, analizando su etiologia y naturaleza.

Palabra Clave: antigeno ki-1; tlcera; mucosa bucal; eosinéfilos; granuloma eosinéfilo;
eosinofilia.
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INTRODUCTION.
Traumatic granuloma with  stromal
eosinophilia (TUGSE) is an uncommon, chronic and

benign lesion of the oral mucosa.! This lesion has

ulcerative

been known by different names, Riga-Fede disease in
infants and neonates, sublingual granuloma, traumatic
granuloma, eosinophilic granuloma, eosinophilic ulcer,
and ulcerative eosinophilic granuloma.?2 The term TUGSE
was coined by Elzay in 1983.2 TUGSE is most commonly
foundin the 5" decade of life* and exhibits a slight female
predominance.® The tongue is the most common location
involved! and clinically it presents as a chronic ulcer, with
raised and indurated borders, being rarely presented as
atumor.®

Histologically, it is characterized as a lesion with
superficial ulceration and underlying granulation tis-
sue showing a chronic inflammatory infiltrate, rich in
eosinophils. Atypical large mononuclear cells scattered
within the inflammatory infiltrate have been described
in some cases.” The Etiology of TUGSE is controversial.
However, trauma is considered to have a major role
in its pathogenesis. CD30" cells have been reported
in some cases, suggesting that it could be a CD30+
lymphoproliferative disease.*
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CASE REPORT.

A 56-year-old woman was referred to the oral medicine
service, with a 4-month history of oral lesion, located
inside her right cheek. She reported having had this
lesion before, which was removed (without anesthesia)
and reappearing later with the same features. Intra oral
exam revealed a 1.9cm in diameter ovoid pedunculated
tumor, with smooth surface areas of heterogeneous
coloration, painless with a tendency to bleed. It was firm
in consistency and tender to palpation. The lesion was
adjacent to an edentulous alveolar bone area and the
patient was a non-prosthesis wearer. (Figure 1)

Her past medical history was noncontributory. A
provisional diagnosis of irritative fibroma was made and an
excisional biopsy was performed under local anesthesia.
Microscopic examination showed parakeratinized pluris-
tratified squamous epithelium that becomes atrophic
and it is interrupted by fibrin and polymorphonuclear
neutrophils.

Beneath it, there was a proliferation of fibroblastic
tissue with abundant dilated vessels and neoformation
with foci of hemorrhage and mixed inflammatory infil-
trate with histiocytes, lymphocytes, plasmocytes and
abundant eosinophils throughout the sample. (Figure 2)

Figure 1.Intraoral clinical photograph of the pedunculated lesion.
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Figure 2. Histological findings.

A: Proliferation of fibroblastic tissue with abundant dilated vessels (total original magnification 100x, hematoxylin and eosin stain).
B: Mixed inflammatory infiltrate with abundant eosinophils (total original magnification 400x, hematoxylin and eosin stain).

Based on the clinicopathological features, a diagnosis
of Traumatic Ulcerative Granuloma with Stromal Eosi-
nophilia (TUGSE) was established. No other treatment
was needed in addition to clinical follow-up after surgery.
Complete healing was noted after one year.

DISCUSSION.

Although the etiology for TUGSE lesions
is controversial, traumatic irritation of mucosa s
considered to be the most likely cause. However obvious
trauma could be demonstrated only in 50% of cases.
Suggestions have been made that some patients could
have a predisposition to develop an eosinophilic ulcer
related to immune dysfunction condition.®

In 1964 Bhaskar and Lilly’s experimental studies
with rats, demonstrated similar lesions to TUGSE, after
repeated injury to the tongue. They concluded that the
appropriate term was “traumatic granuloma”, as the
injury is essentially reactive and the result of trauma.?

The presence of eosinophils is not completely un-
derstood because most traumatic oral ulcers are devoid
of eosinophils. Nevertheless, Sharma et al.,2 proposed a
flowchart depicting the pathogenesis of TUGSE, where
recurrent trauma leads to alteration of tissue antigens
or introduces toxins, micro-organisms, endogenous
degradation products or foreign proteins into the tissues;
either events could trigger a local immune reaction,

oral

mediated by T-cells. This reaction activates T lymphocytes
and the production of some cytokines (IL-1, IL-5 y TNFa).
Some authors have even reported a possible interaction
among mast cells, release of eosinophil chemotactic
factors and tissue eosinophilia. A previous study showed
a lack of TGF-a and TGF-B production by eosinophils
infiltrating oral TUGSE lesions, and this may be why oral
TUGSE lesions have a prolonged healing process and are
often suspected as malignant lesions.*°

Also the eosinophilic cells release aryl sulfates and
histamines which inhibit slow-reacting substance of
anaphylaxis and consequently prevent the basophils
and mast cells degranulation. This ultimately leads to
inhibition in the release of other mediators of inflam-
mation by the mast cells. In addition, major basic protein
which causes tissue destruction is also released by the
eosinophils.®

In this case report, the traumatic agent identified
is produced due to the fact the patient is edentulous
in the molars zone, therefore as she is not a denture
wearer, during mastication, a constant trauma inside the
cheek is caused.

It has been suggested that TUGSE may be a CD30+
lymphoproliferative disorder.t* CD30is atransmembrane
protein of the tumor necrosis factor (TNF) family. CD30
positivity is found in various lesions ranging from
reactive conditions to T- or B-cell lymphomas.?
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CD30" cells are observed in 42%-70% of TUGSE
cases, while the number of cells has been variable.
However, strong and homogeneous CD30 expression
in most neoplastic cells is restricted to classic Hodgkin
lymphoma, anaplastic large cell lymphomas, and primary
cutaneous CD30 T-cell lymphoproliferative disorders.?

Ficarra et al.,'> were the first to report a case in
which CD30" cells were found in an ulcerated lesion
histologically resembling TUGSE. They suggested that
TUGSE of the oral mucosa may represent the oral
counterpart of cutaneous CD30+ lymphoproliferative
disorder. However in 2003 Cepeda et al suggested that
CD30" cells are a component of a reactive rather than
a neoplastic process.®® Also in 2004 Alobeid et al*#
described 3 cases, demonstrating by PCR the clonal
expansion of CD30" cells. They believed that the lesions
they reported represented a subset of cases of TUGSE
that share common features with primary cutaneous
CD30+ lymphoproliferative disorders.

Hirshberg et al.,” reported that most cases of TUGSE
are reactive; some, however, may harbor a dominant
clonal T-cell population. Atypical histologic findings in
addition to the presence of monoclonality can serve as
a warning sign for a malignant lymphoid proliferation.
The question of whether monoclonality indicates a true
T-cell lymphoma of low-grade malignancy or a variant of
a reactive lymphoproliferative process to some unknown
stimulus has not been resolved. It has to be considered
that CD30" cells are also found in many non-neoplastic
cutaneous disorders such as atopic dermatitis, adverse
drug reaction, scabies and insect bites.

Different therapeutic approaches have been tried for
TUGSE and the most common is simple surgical excision
with very low recurrence.® The use of antibiotics, topical,
intralesional and/or systemic corticosteroids, curettage
and cryosurgery have also been reported.* In the case
presented above,asimple surgical excisionwas performed,
no recurrence was observed after one year, suggesting
that it is a reactive process instead of a neoplastic one.
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