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Abstract

Background: Traumatic ulcerative granuloma with stromal eosinophilia (TUGSE) is a rare self-limiting condition of
the oral mucosa. The lesion manifests as an isolated ulcer that can be either asymptomatic or associated with mild
to severe pain, and in most cases, it affects the tongue. TUGSE lesions may mimic malignancy such as squamous
cell carcinoma, CD30 positive lymphoproliferative disorder, or infectious diseases such as primary syphilis,
tuberculosis, or Epstein-Barr virus mucocutaneous ulcer. Histologically dominating cells are lymphocytes, histiocytes,
and eosinophils.

Case presentation: \We describe a TUGSE case of a patient with a solitary ulcer on the lower left retromolar buccal
plane. Upon presentation, the patient reported a swelling on the buccal mucosa of the left lower jaw since 1 year
with rapid growth over the last days and mild pain while chewing. The diameter of the intraoral lesion on the
lower left retromolar buccal plane was approximately 4 x 3 cm; the lesion presented as indurated base with a
central superficial ulceration of 2 x 1 cm, indicative for a malignant process. Histologically, the ulceration showed an
expanding, infiltrative, and vaguely granulomatous morphology, involving the superficial mucosa and the fatty
tissue, and extended between the deep striated muscle fibers. The lesion was rich in lymphocytes, histiocytes, and
eosionophils intermingled with activated T-blasts without phenotypic abnormalities. TUGSE was then diagnosed
based on the phenotype (especially the lacking expression of CD30, the retained T-cell phenotype, and the absence
of Epstein-Barr virus), the clinical presentation, and the morphology. Twenty-six months after diagnosis, no
recurrence of the ulceration was seen.

Conclusions: As TUGSE may mimic malignancy or infectious diseases, biopsy is mandatory and should be
combined with thorough clinical examination. A screening for infectious diseases (mainly syphilis, Epstein-Barr virus,
and HIV infections) must be performed routinely. In most cases, the lesions resolve spontaneously, obviating the
need of further actions other than clinical follow-up. The pathogenesis of TUGSE lesions is still under debate,
although local traumatic events and a locotypic immune response have been suggested to be major contributing
factors.
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Background

Traumatic ulcerative granuloma with stromal eosino-
philia (TUGSE) is a rare, benign, and self-limiting lesion
of the oral mucosa. The pathogenesis remains uncertain.
Although trauma seems to affect the development of
TUGSE, the majority of cases present without evident
trauma [1-3]. The tongue is the most commonly af-
fected location, although other areas may also be in-
volved, including the buccal and vestibular mucosa,
palatal mucosa, retromolar area, gingiva, and the floor of
the mouth [4]. There are two age peaks of incidence in
TUGSE. The incidence of TUGSE peaks during the first
2 years of life, primarily in connection with teething, and
between the fifth and seventh decade [4-6]. Men and
women are nearly equally affected, with a minor female
predominance [1, 2].

Clinically, TUGSE often manifests as an ulcer with ele-
vated and indurated margins as well as a yellowish fi-
brinous base. As it grows fast, it is often assumed to
represent a malignant process, such as a squamous cell
carcinoma (SCC), a CD30 positive lymphoproliferative
disorder (LPD), or an infectious disease, such as primary
syphilis, tuberculosis, or Epstein-Barr virus (EBV)-associ-
ated mucocutaneous ulcer [5]. TUGSE can either
present asymptomatically or are associated with mild to
severe pain [4, 5]. The definitive diagnosis should be
established by combined histological and clinical results.
Histologically, the ulcerative lesion is characterized by a
vaguely granulomatous, sometimes jigsaw-like appear-
ance with a diffuse polymorphic inflammatory infiltrate
of histiocytes, predominantly activated T-lymphocytes,
and eosinophils, and it often extends into the sub-
mucosa, deeper muscle fibers, and salivary glands [2, 3,
5]. The lesion usually regresses spontaneously or after
removal of possible triggers for microtrauma (e.g., artifi-
cial denture), within weeks to months. In a few cases,
the healing process may take up to 1year [3, 4]. Elovic
reported that a delayed healing of oral TUGSE lesions
can be associated with the lack of significant synthesis of
transforming growth factor (TGF)-a and TGF-$ by eo-
sinophils infiltrating the lesions [7].

Here, we aim to report a case of TUGSE located on
the lower left retromolar buccal plane, to review clinical
and histopathological features, and to point out some
differential diagnoses and clinical work-up of this entity.

TUGSE was first clinically described by Riga in 1881
and called the Riga-Disease. In 1890, Fede [8] was the first
to histologically describe the lesion based on samples of
two infants aged 8 and 10 months. In infants, the eosino-
philic ulcer is thus referred to as Riga-Fede disease. The
lesions are usually located sublingually or on the ventral
side of the anterior tongue and are provoked by trauma
from natal or neonatal teeth or newly erupted primary
teeth [8, 9]. The first reports about those ulcerations
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localized on the oral mucosa were published between the
1950s and 1960s. The first case describing an analogous
lesion in adults was published in 1956 by Popoff [10]. A
few years later, Shapiro and Juhlin described this lesion as
a separate independent entity [11]. Different terms have
been used in the literature to describe this phenomenon
ever since. It was called traumatic granuloma of the
tongue [12], traumatic eosinophilic granuloma (TEG) [13],
eosinophilic ulcer of the oral mucosa [5], eosinophilic
ulcer of the tongue [11], and in 1983, Elzay named the dis-
ease traumatic ulcerative granuloma with stromal eosino-
philia (TUGSE) [6]. Finally, Elzay proposed to include
Riga-Fede disease as well as TEG into one entity (since
they share obvious clinical and histological characteris-
tics), and to use the term TUGSE [6].

Case presentation

We detail the case of a 48-year-old man, never-smoker and
non-drinker, who was referred to the Clinic of Oral and
Craniomaxillofacial Surgery at the University Hospital Ba-
sel, Switzerland, by his dentist, for further evaluation of a
solitary ulcer on the lower left retromolar buccal plane. The
patient reported swelling of the left cheek since 5 days, mild
pain while chewing, and a swelling on the buccal mucosa
related to the left lower jaw since about 1 year. Fever, night
sweat, and weight loss were denied. Due to his obsessive-
compulsive disorder, the patient has been under psychiatric
medication treatment in the past (Deroxat®, paroxetine, se-
lective serotonin reuptake inhibitor (SSRI)), but at the point
of consultation, he did not take any medication. The patient
reported on his allergy to penicillin, with erythematous rash
episodes in the past. The data set includes the medical rec-
ord of our TUGSE case including the corresponding photo
material. No risk for third parties existed. Informed consent
was obtained from the patient for case description and
photo material.

Extraoral examination showed a slight swelling of the
cheek on the left side without redness. Palpation of the
cervical lymph nodes revealed a slightly enlarged sub-
mandibular lymph node at level Ib on the left side, with
a 2 x 1.5 cm diameter. Palpation of the immovable lymph
node was painful. The nuchal, the axillary, the cubital,
and the inguinal lymph nodes were not swollen. The
diameter of the intraoral lesion on the lower left retro-
molar buccal plane was approximately 4 x 3 cm; the le-
sion presented as indurated base with a central
superficial ulceration of 2x1cm (Fig. 1). The rapid
growth of the ulcer over the last 5days was potentially
indicative for a malignant process, wherefore we per-
formed an incisional biopsy to obtain histopathological
diagnosis after we had obtained informed consent from
the patient. Tests for EBV, lues, HIV, hepatitis B, and
hepatits C turned out to be negative. Nine days after the
biopsy, the lesion showed a tendency towards regression.



Benitez et al. World Journal of Surgical Oncology (2019) 17:184

Page 3 of 6

Fig. 1 Clinical presentation of an oral TUGSE lesion on the lower left
retromolar buccal mucosa in a 48-year-old patient

Histologically, the ulceration showed an expanding, in-
filtrative, and vaguely granulomatous morphology, in-
volving the superficial mucosa and the fatty tissue, and
extended between the deep striated muscle fibers. The
lesion was rich in lymphocytes, histiocytes, and eosiono-
phils intermingled with activated T-blasts without
phenotypic abnormalities (co-expressing CD2, CD3,
CD5, and CD7, and lacking CD30) (Fig. 2). Although
TUGSE was already presumed at that point, further mo-
lecular analyses were performed due to the large size of
the lesion, its destructive and deep-penetrating nature,
and the presence of large lymphoid forms with eosino-
philic nucleoli. Deoxyribonucleic acid (DNA) was ex-
tracted from the mucosal biopsy. Using multiplex
polymerase chain reaction and high-resolution fragment
length analysis of the DNA, B-, and T-cell clonality as
well as chromosomal translocations t(11;14) and t(14;18)
were assessed [14]. A biclonal T-cell receptor rearrange-
ment of type V-I and V-III was detected, but there was
neither evidence of clonal B-cells nor of the transloca-
tions t(11;14) and t(14;18). TUGSE was then diagnosed
on the basis of the phenotype (especially the lacking ex-
pression of CD30, the retained T-cell phenotype and the
absence of EBV), the clinical presentation, and the
morphology.

Nine days after biopsy, the patient was pain-free and
the ulceration showed significant regression (Fig. 3). We
performed a standard orthopanthomography (Fig. 4),
which revealed no other pathological finding than the
clinical evident buccal angulation of tooth 38 which
might have caused the microtrauma of the ulceration.
We therefore recommended the prophylactic extraction
of the respective tooth. However, the patient decided
against it. We saw the patient in a regular follow-up pro-
gram, quarterly within the first half year, every 6 months
within the first year, and annually for 2 years. Twenty-six
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Fig. 2 Jigsaw-like destructive infiltration of the submucosa by a
mixture of pale appearing histiocytes, some cytologically atypical
lymphocytes, and eosinophils; overview (H&E staining, x 100).
Bottom left: detail magnification with centroblastoid and
immunoblastoid large cells (H&E staining, x 360). Bottom right:
positivity for CD5 of the smaller and larger lymphocytes in the lesion
(immunoperoxidase staining, x 240)

Fig. 3 Remission of the ulcer 9 days after biopsy
.
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Fig. 4 The orthopantomography (OPG) of our patient revealed no
significant radiological findings

months after diagnosis, no recurrence of the ulceration
was seen, even though the mucosa still showed signs of
microtrauma with punctate hemorrhage (Fig. 5).

Discussion

TUGSE is a rare but benign entity that can easily be
mistaken for SCC, CD30 positive LPD, or infectious
diseases, such as primary syphilis or EBV-associated
mucocutaneous ulcer (Table 1) [4, 13, 15, 16]. With
clinical inspection alone, a malignant process cannot
be excluded, wherefore a biopsy is always mandatory.
Screening for the aforementioned infectious diseases is
recommended. The typical histological findings are
vaguely granulomatous tissue changes, sometimes
jigsaw-like appearance. The lesion presents a diffuse
polymorphic inflammatory infiltrate, predominately
consisting of histiocytes, activated and predominantly
T-lymphocytes, and of eosinophils and histiocytes.
The ulceration is often extending into the submucosa,
deeper muscle fibers, and salivary glands. The patho-
genesis of this lesion is still under debate, although a

Fig. 5 Twenty-six months after diagnosis the mucosa still shows
signs of microtrauma with punctate hemorrhage, but the ulceration
did not recur
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local traumatic event has been suggested to be a major
contributing factor, as it also became apparent in our
case. The traumatic origin in humans was first pro-
posed after a series of cases analyzed by Fede in 1890
[8]. Yet, trauma can only be identified in less than 50%
of cases [5, 6]. By means of experimental rat studies,
Bhaskar and Lilly [12] observed TUGSE-like lesions
on the animals’ tongues after repeated injury of the re-
spective areas. They concluded that the term trau-
matic granuloma is appropriate because the lesion is
“essentially reactive and a result of trauma” [12].

In the majority of the cases, the lesions heal spontan-
eously [9]. Except for the incisional biopsy for definitive
diagnosis, only regular observation is required because
the resolution of the lesions may take weeks up to sev-
eral months, and in few cases up to 1 year [3, 4]. Appli-
cation of topical corticosteroids, like triamcinolone
acetonide ointment, had no additional benefit. Recur-
rence has been reported in some cases [6]. Because the
integrative diagnosis of TUSGE is mostly based on ex-
clusion of other, particularly malignant disorders, clinical
follow-up should be performed in all cases, even after
the lesions are completely removed.

In our case, the histologically dominant cells in the
infiltrate were smaller lymphocytes, histiocytes, and
eosionophils continuously streaked by T-lblasts. De-
granulating eosinophils and toxic products or cyto-
toxic T-cells cause the typical mucosal degeneration
of TUGSE lesions [3]. Interestingly, Elovic et al. [7]
found that the expression of TGF-a or TGF-B1 in the
eosinophils of TUGSE lesions was significantly de-
creased compared to the eosinophils in normal
wounds. They suggested that the typical delayed heal-
ing in TUGSE lesions is associated with the lack of
synthesis of TGF by eosinophils.

The immunohistochemical characteristic of TUGSE has
been a matter of debate due to the unidentified origin of
the large, atypical mononuclear cells. Authors have sug-
gested their origin in macrophages (CD68 positive cells) [3,
13], dendritic cells (factor XIIIa positive cells) [3], and myo-
fibroblasts (vimentin positive cells) [3]. Yet these large,
atypical mononuclear cells (often CD30 positive) most
likely originate from T-lymphocytes, as they often express
T-cell markers or/and cytotoxic markers, and often display
clonal T-cell receptor gene rearrangements, as in our case.
They might play a role in the reparative phase of the lesion.
In 1997, Ficarra et al. [13] for the first time described a case
of TEG, in which CD30-positive cells in an ulcerated lesion
could be evidenced. Subsequently, other reports revealed
CD30-positive eosinophilic ulcers. CD30-positive large
atypical cells can be observed in TUGSE lesions in a scat-
tered or clustered manner [3, 5]. Therefore, these lesions
were considered the oral counterpart of the spectrum of
primary cutaneous CD30-positive LPDs by some authors.



Page 5 of 6

(2019) 17:184

Benitez et al. World Journal of Surgical Oncology

oyadsuoN

D-4NL JO 5213] e30] YbIy
yum ‘s|jod-1 App1eurwopaud
s||9 Alojewuwelul

20N didadsuoN

1apioq snoyeway}
-K19 paulap Aldieys e yum
duelgquiawopnasd uuqgly
2UYM-UsiAelb e Ag pa1an0d
0N |njuted eAO JO
punoJ Moj[eys d1y123dsuop|

3jI| Ul J31e| SIseaDU
Aduanbayy ay1 Ing abe Auy

(sasuu

YInow pue s315edyioo)
'SYULIP ‘SPOOJ UIRLIID)
uoneas d1bi3)[e ‘suolienionyy
[eUOULIOY ‘BUINEI} ‘SSD1S

pa10ajje 3q os|e
UBD BSOdNUI PaZIuleldy Y3
'SIIWOIS Snoyiyde 21aAd5
yum syusied ul {(anbuoy
2U1 JO apIs Jamo| ‘a1ejed
1JOS ‘eSOdNW [BIONQ pue
[EIGE]) YINOW dY3 Ul S9DBUNS
|eljyuda buiziunessy-uon|

+0£AD '(YNY Jesjonu
|lews pspodus Ag3) +4393

(sa1sdolq [euoIsIdX

uo AJUO 3|qIssasse) sainy
-on13s Jadasp spremol paied
-lewlap Adieys ‘Abojoydiow
MII-{192 (SYH) Braquiais
-pa9y/UNBPOH Yum uyo
s1se|q s||92-g =bue| [edidAre
pue s||92 Alo1ewiwepul

yum a1edyjijul snoydiowA|od

UoNeIaDIN JUSjOpUl
paqUISWINID A|dieys

abe
Aue ‘(K g/ <) Apispa Ajuewiid

uolssaiddnsounuwiwll
YHM pa1eIDossy

esodnwi |eabukieydoiQ

(353 uondios

-ge Apognue [eusuodan
JUDs3I0NY) 1531 SGVY-V.1
‘(1591 Aesse uoneupn|bbe
3p1ded wnpyjjed
ewisuodal]) 1591 ddl $1591
Buimoljoy ayy Aq wnpiyod
pwauodai] Jo Uod31R(Q

(Ansiuaypoisiyounuwi
‘A11BIS-UIyLeAN) S219yd0UIds
3|ge1da19p ‘sewlojnuelb
anbeA ‘spigajyd |[edewseld
‘sisorfoewse|d Juediubis

PWIYIURUS snoyiyde
‘leD0yI3NW (310UBYD

Arewind pajjed ose) suibiew
pajeInpul Yum sisdn
[eryIadns pue jusjopul e
01Ul SU2AUOD A1lu? Jo |enod
3y3 1e s|nded ay3 ‘syoom €—¢
Jo pouad uonegnoul ue 1aye
(siiydAs Arewnd) | abeig

(USWIOM Uelj) pajdaye
Apuanbaly asouw usw) 31| Jo
9PEI9p Uiy 9L} pUk PIg 9L}

U99M13Q AJUOWLIOD ISON

UoIdRJul [eHUSHBUOD

1O 95INODJAUI [ENXDS

(les0) pard=r0idun ybnoay
peaids Aluowwod 1SON

xufieyd ‘anbuol ‘sdi

SiayJew ||@o
-1 4o sso| diusbnue
YUM S||90-L +0€AD

AN+ LW

sanssi}
1Jos doap ay1 pue
wniayuds |eso ayy
Buijoaul sjiydouisos
Yim pexiuipe

S[192 ploydwiA|
|edidAre Jo arenyu

d|qissod
uoneisajiuew
snoaueINd

Arewind “Joineysq
[e21UlD JUSjOpUl
‘uoI1eIRDN IO SIINPON

(s1eah 5/ <) Apap|3

WISNSAS aunuiwil
pailedw| ue yum
syuaned ur AjjedidA L

SUoIs3)
BulIndas UsYo ‘AlAed
|e40 3y} Ul Ajouey

+0vd +€9d +613D +9/5MD

s|122 ewseid Ul Yo I yd21ym
‘91eJ3|Jul JejN||9> paxiw

e JO pasoduwiod uonoeal
Aiojewwepur [eJjouwnyuad
pue (sa1fo0ulielay
J1101eISAP 3|diNw pue
spesq uloy ‘sisoiessneled
‘sisoresayIadAy)
UOIIBDIUIOD UM S2INIDNIIS
pa1enuasagip felayudy

SAIIDNIISIP pue
QAL Ul Buimolb sndoy
PaXIW O ysiuym ‘ysippaJ

9|gedduis-uou e AQ paIan0d

U)o ‘suibiewl paiens|d
YHM 130N mOjjeys pue
950pou ‘yimoib dnAydopuy

(Uswiom ueyy

pa123ye Appuanbaly slow
usw) 34| JO SPedsp g
3y Jaye AJUOWWIOD ISON

SuaIbAY

[eqo Jood pue uondwnsuod
|0Yod[e pue O22eCO) JIUOIYD
UM UOND3UUOD [eSneD)

eaje
Jejowonal ‘dij Jlamo| ‘anbuoy
941 Jo diy pue opIs [eiale|
‘AlIAeD |RJO 9Y) JO Wonog

+0€dD Ajleuols
8220 ‘s91400ydWA|-] Jenbal
AjjeaidAiousyd jo ainmxipy

spue|b AleAljes pue siaqly
3)psnw Jadasp ‘esodnuigns
2y} 01Ul BulpuaIxa UIYO
'sa14001151Y pue sjiydouisos
Jo ApPreutwopaid

S1e4)|jul Alojewiwejul
21ydiowAjod ‘asnyip ‘asuap
e UM 3NSSI} SNojeulojnueln

95eQ SNOUMQ YSIMO||9K
pue suiblew paleinpul
pUB P31BAS|S LLIM JoD|N

opedap
Y1/ PUB YIS 341 U9amMIaq
JSYI0UR pue 3| JO Sieak
OM] 351l dY1 Bulnp auo
:92USpUL 31| JO syead om|.

euwnen Uwumwam\_ Yim
UOD3UUOD [BSNED ‘UMOUNUN

yinow ay3 4o ooy ‘ealbulb
'B2JE 1R|OWO13] BSOdNUI
|eejed ‘esodnwi Je|ngnsan
pue [exdng ‘anbuo|

\A\:ﬂrcwﬁuOumF_OCDC\_C‘__

AbojoyiedoisiH

S2IN1edy [B2IUID

obe 3ead

sisauaboyredony

Ained
[RJO 3Y1 Ul UONLIOT

Siewols snoyydy

192|n SNoaUBIND0ONW
(Ag3) SnJIA Jieg-uie1sdy

dAS "UAs) san

(@d) Jepiosip
annessydijoidoyduA|
aAmsod 0£dd

02S)
eUIOUIDIED ||2D snowenbg

(3sonL) eljydouisos
[PWOAIS Yum ewojnuelb
9AeJID|N Dilewnel |

J319Weled

3SONL Jo sisoubelq [enuaiayiq L sjqeL



Benitez et al. World Journal of Surgical Oncology (2019) 17:184

CD30 is commonly expressed on activated B- and T-cells
and is a useful histological marker for a spectrum of LPDs,
including Hodgkin lymphoma. Yet many non-neoplastic
cutaneous disorders, such as atopic dermatitis, drug reac-
tions, molluscum contagiosum, and scabies, can contain
CD30 positive cells [1, 3]. The CD30 positivity of some
TUGSE lesions is most probably a sign of an unspecific T-
and/or B-cell activation, as suggested by Segura and Pujol
[1], who considered eosinophilic ulcer of the oral mucosa
to be a nonspecific locotypic reaction rather than a distinct
entity.

The majority of the TUGSE cases available in the litera-
ture are published in oral and maxillofacial pathology
journals [6, 7, 9, 12, 13]. In the dermatological literature,
similar cases are only rarely described [5]. To recommend
adequate treatment strategies, more cases and systematic
analyses are needed, in order to draw attention to this en-
tity, to understand the process of formation of TUGSE,
and to uncover targetable pathogenetic pathways.

Conclusions

As TUGSE may mimic malignancy or infectious dis-
eases, biopsy is mandatory and should be combined
with thorough clinical examination. A screening for
infectious diseases (mainly syphilis, EBV, and HIV in-
fections) must be performed routinely. In the majority
of cases, the lesions resolve spontaneously, obviating
the need of further actions other than clinical follow-
up, which is advisable even in complete remission.
The pathogenesis of TUGSE lesions is still under de-
bate, although local traumatic events and a locotypic
immune response have been suggested to be major
contributing factors.
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