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Abstract: BACKGROUND: Immune-mediated skin diseases encompass a variety of pathologies that present in differ-
ent forms in the body.

OBJECTIVE: The objective of this study was to establish the prevalence of the principal immune-mediated skin
diseases affecting the oral cavity.

METHODS: A total of 10,292 histopathology reports stored in the archives of the Anatomical Pathology Laboratory,
Department of Oral Pathology, Federal University of Rio Grande do Norte, covering the period from 1988 to 2009,
were evaluated. For the cases diagnosed with some type of disease relevant to the study;, clinical data such as the
gender, age and ethnicity of the patient, the anatomical site of the disease and its symptomatology were collected.
Resurrs: Of all the cases registered at the above-mentioned service, 82 (0.8%) corresponded to immune-media-
ted skin diseases with symptoms affecting the oral cavity. The diseases found in this study were: oral lichen
planus, pemphigus vulgaris and benign mucous membrane pemphigoid. Oral lichen planus was the most com-
mon lesion, comprising 68.05% of the cases analyzed. Of these cases, 64.3% were women and the cheek mucosa
was the anatomical site most commonly affected (46.8%).

ConcrusioN: Immune-mediated skin diseases affecting the oral cavity continue to be rare, the prevalence found in
this study being similar to that reported for the majority of regions worldwide. Nevertheless, early diagnosis is indis-
pensable in the treatment of these diseases, bearing in mind that systemic involvement is possible in these patients.
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Resumo: FUNDAMENTO: As doencas dermatolégicas imunologicamente mediadas compoem diversas patologias que
apresentam formas variadas de manifestacio no organismo.

OpJeTIvO: Foi proposi¢iao desta pesquisa, estabelecer a prevaléncia das principais doencas dermatolégicas imuno-
logicamente mediadas que apresentam manifestacao oral.

METopos: Foram avaliados laudos histopatolégicos de 10.292 casos arquivados no Servico de Anatomia Patologica
da Disciplina de Patologia Oral da Universidade Federal do Rio Grande do Norte, no periodo de 1988 a 2009. Dos
casos diagnosticados como algum tipo de doenc¢a em estudo, coletaram-se dados clinicos como sexo, idade, raca,
sitio anatOdmico e sintomatologia das doencas.

Resurmabpos: Do total de casos registrados, no servico supracitado, 82 (0,8%) corresponderam a doengas dermato-
logicas imunologicamente mediadas com manifestacio na cavidade oral. As doencas encontradas neste estudo
foram: liquen plano oral, pénfigo vulgar e penfigoide benigno das membranas mucosas, sendo o liquen plano oral
a lesao mais prevalente, representando 68,05% dos casos analisados, dos quais 64,3% apresentavam-se em mu-
lheres, sendo a mucosa jugal o sitio anatdmico mais acometido (46,8%).

CoNcLUSAO: A ocorréncia de doencas dermatolégicas imunologicamente mediadas que apresentam manifestacio
oral ainda € um fato incomum, semelhante ao observado na maioria das regides mundiais. No entanto, a busca pelo
diagnostico precoce € um requisito essencial para a conducio do tratamento dessas doengas, tendo em vista o pos-
sivel comprometimento sistémico do organismo nos pacientes.
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INTRODUCTION

Immune-mediated skin diseases are pathologi-
cal conditions that occur when the immune system
becomes activated against components of the organ-
ism itself. The mucocutaneous lesions are character-
ized by an inadequate production of antibodies
directed against adhesion molecules such as the
desmosomes and the hemidesmosomes, which are
responsible for adhesion between the epithelial cells,
as well as between the epithelium and the underlying
connective tissue, through components of the basal
membrane. These interactions between the autoanti-
bodies and the host tissue result in tissue damage vis-
ible clinically as a pathological process often referred
to as autoimmune vesiculobullous disease. "

The most common immune-mediated skin dis-
eases are: pemphigus vulgaris, benign mucous mem-
brane pemphigoid, lichen planus, erythema multi-
forme, systemic lupus erythematosus and graft-versus-
host disease. **

Pemphigus vulgaris is characterized by the for-
mation of intraepithelial blisters that result from the
disintegration or loss of cellular adhesion, with the
consequent loss of intercellular connections known as
acantholysis. >* After the blisters have burst, diffuse
ulceration follows, leading to debilitating pain, fluid
loss and electrolyte imbalance. Its pathogenesis is
characterized by the abnormal production of autoanti-
bodies against the surface glycoproteins of the epithe-
lial cells known as desmoglein 1 and desmoglein 3,
which are components of the desmosomes. ’

Cicatricial pemphigoid was referred to by Lo
Russo et al. as a group of chronic autoimmune bullous
diseases in which autoantibodies are directed against
one or more components of the basal membrane. ***"

Bascones et al. defined lichen planus as a
chronic mucocutaneous disease of an inflammatory
nature and undefined etiology in which lymphocytes
attack the basal cells of the epithelium in the oral
mucosa. "' Scully and Carrozzo called attention to the
fact that various clinical forms of lichen planus have
been identified: reticular, papular, plaque-like, ero-
sive (ulcerative) and bullous, and that these forms
may occur separately or simultaneously. *

Various studies have been published in the lit-
erature worldwide in which the possible etiologic fac-
tors, means of diagnosis and recognized treatments
for immune-mediated skin diseases affecting the
mouth are discussed. Nevertheless, few studies have
been conducted on the prevalence of these diseases
affecting the oral cavity, particularly in South America
and more specifically in Brazil.

Therefore the objective of the present study was
to establish the prevalence of the principal immune-
mediated skin diseases affecting the oral cavity.
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MATERIALS AND METHODS

The prevalence of the principal immune-medi-
ated skin diseases affecting the oral cavity was
obtained by analyzing the histopathology reports and
clinical charts at the laboratory of anatomical patholo-
gy of the Department of Oral Pathology, Federal
University of Rio Grande do Norte with respect to the
period ranging from 1988 to 2009. Based on the
histopathology reports, the other clinical data such as
the patient’s gender, age and ethnicity, the anatomical
site of the lesions and the symptoms of the diseases
were then investigated.

RESULTS

Of a total of 10,292 cases registered between
1988 and 2009, 82 (0.8%) corresponded to systemic
skin diseases affecting the oral cavity. The diseases
evaluated in the study were: oral lichen planus, pem-
phigus vulgaris and benign mucous membrane pem-
phigoid (Table 1). During the period analyzed in this
study, there were no records of any other skin diseases
in which the oral cavity was affected. The majority of
the patients were women (64.3%) and the most com-
mon anatomical site affected was the cheek mucosa,
with 46.8% of cases (Table 2). With respect to age, the
majority of patients were middle-aged (Table 3).
Regarding ethnicity, the largest ethnic group consisted
of white individuals (44% of cases) (Table 4).

Oral lichen planus (OLP)

The results show that OLP was the most com-
mon disease in this sample, with a total of 54 regis-
tered cases (65.8%). The condition occurred most
commonly in women and in individuals in the 5"to 6"
decades of life. With respect to ethnicity, 26 cases
were registered in white patients, 16 in brown-
skinned patients and only 5 in black patients. Data on
ethnicity was missing in seven cases. The anatomical
site most commonly affected was the cheek mucosa
(46.8%) followed by the tongue, the alveolar border,
lip and soft palate (Table 4). Data on symptoms were
often missing from the charts; nevertheless, the major-
ity of lesions were classified as asymptomatic. The
duration of lesions ranged from 1 month to 4 years.

TABLE 1: Distribution of the immune-mediated skin
diseases affecting the oral cavity

Histological type Frequency

n %
Lichen planus 54 65.8
Pemphigus vulgaris 22 26.8
Pemphigoid 6 7.3
Total 82 100
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TABLE 2: Distribution of the immune-mediated skin
diseases affecting the oral cavity in accordance with
patient gender

Histological type Gender
Female Male Total
n % n % %
Lichen planus 33 611 21 389 100
Pemphigus vulgaris 17 77.3 5 22.7 100
Pemphigoid 4 66.6 2 33.3 100

Pemphbigus vulgaris (PV)

Pemphigus vulgaris was the second most preva-
lent immune-mediated skin disease of the oral cavity.
Prevalence was higher in women and brown-skinned
individuals, with 17 (77.8%) and 9 (44.5%) cases,
respectively. The most common site affected was the
cheek mucosa, corresponding to around 58.3% of
cases. The most common time for this condition to
develop was during the third to the fifth decades of
life. With respect to symptomatology, 11 cases
(78.6%) were registered as symptomatic. Duration of
the lesions ranged from 4 months to 2 years.

Benign mucous membrane pemphigoid
(BMMP)

The individuals most affected by BMMP were in
the third to fifth decades of life. The cheek mucosa
and the gingiva were the anatomical sites found to be
affected by the disease and the disease was more
prevalent in women (80% of cases). All the individu-
als affected by this disease were white. Painful symp-
toms were reported in 90% of cases and the duration
of the lesions ranged from two months to two years.

DISCUSSION

Various mucocutaneous diseases of immuno-
logical origin affect the oral cavity. These diseases are
characterized by epithelial shedding, erythema, the
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formation of vesicles or blisters followed by ulceration
and an intense inflammatory reaction.

Arhmed defines these diseases as morbid
processes, the etiopathogeny of which is related to
activation of the immune system by components of
the organism itself, which then acquire immunogenic
properties. * Therefore, there is antigenic recognition
of this same organism by the immunocompetent cells,
consequently generating an immune response direct-
ed against components of the body itself.

These findings are common in benign diseases
such as benign mucous membrane pemphigoid, oral
lichen planus and pemphigus vulgaris. Each one of
these conditions is characterized by the production of
specific types of autoantibodies, which can generate
macro- and microscopically distinct characteristics. "

Accurate diagnosis of these conditions results
from analysis of the combination of clinical, histopatho-
logical and immunological findings. With respect to the
immunological tests, the literature recommends the use
of direct immunofluorescence as a routine procedure,
particularly when other diseases of an autoimmune
nature form part of the diagnostic hypothesis.

The prevalence of mucocutaneous diseases in
the oral mucosa varies in accordance with the type of
dermatosis. The present results are in agreement with
those reported by Arizawa et al. and Ledao, who report-
ed oral lichen planus as being the most common lesion
found in the oral cavity, followed by pemphigus vul-
garis and benign mucous membrane pemphigoid. *'°

In the present study, the most common site of
these lesions was the cheek mucosa, with the gingiva
being affected in only six of the reported cases. The
low prevalence in the gingiva may be explained by the
fact that many skin diseases in this region remain
unnoticed or are confused with chronic gingivitis, the
etiology of which is dental plaque. '* Moreover, one
limitation of the present study concerns difficulties
that are inherent to a retrospective study in which the

TABLE 3: Distribution of the immune-mediated skin diseases affecting the oral cavity in accordance with
the anatomical site affected

Histological type

Anatomical site

Cheek Gingiva Soft Hard Lip Retromolar Tongue Alveolar

mucosa palate palate region border

n % n % n % n % n % n % n % n %
Lichen planus 28 442 3 5 5 82 2 330 8 938 1 16 2 164 7 115
Pemphigus vulgaris 9 538 3 7.6 1 7.6 1 7.6 2 153 1 7.6 0 0 0 0
Pemphigoid 4 60 2 40 0 0 0 0 0o o0 0O o0 0 0 0o o0
Total 37 468 6 7.6 6 7.6 3 380 8 10.1 2 25 1 12.7 7 8.9
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TABLE 4: Distribution of the immune-mediated skin
diseases affecting the oral cavity in accordance with
the age-group affected

Age-group Histological type

Lichen Pemphigus Pemphigoid

planus vulgaris

n % n % n %
11-20years 4 8.16 2 0 0 0
21-30years 4 8.16 6 315 3 50
31-40years 9 16.6 3 105 0 0
41 -50 years 13 24.1 5 21 0 0
51-60 years 13 24.1 3 158 2 33.3
61-70years 5 10.2 1 53 1 16.6
Data missing 6 122 3 15.9 0 0
TOTAL 54 100 23 100 6 100

data are obtained from charts. Many of the charts
were incomplete, with data missing on the exact loca-
tion of the lesion, its symptomatology and, principal-
ly, on the form of presentation of the lesion within the
oral cavity. This latter variable was excluded from the
present study due to the lack of data on the charts,
which could lead to underestimated results in studies
of this nature.

Oral lichen planus is a relatively common der-
matological disease, the prevalence of which is esti-
mated at 1-2% of the population. Its etiology
remains unknown; however, it is believed that factors
such as stress, the ingestion of acidic food and season-
ings, systemic diseases including hepatitis C infection
’ and excessive alcohol intake and tobacco consump-
tion are associated with periods of exacerbation of the
disease. '""® In the present study, it was impossible to
relate this dermatosis with any of the above-men-
tioned habits because of the absence of the relevant
data on the charts consulted.

According to Bermejo-Fenoll et al., lichen
planus usually affects more women than men. ** In
the present study, 61.1% of the patients were women.
Also in agreement with the literature, the disease was
found to be more common in whites and in individu-
als in the fifth and sixth decades of life, as reported by
Eisen et al. (Tables 3 and 5).° According to Souza et
al., the prevalence of the condition in whites may be
related to genetic factors and cases with a family histo-
ry of the disease have been reported in the literature
in which an increase was found in the expression of
the histocompatibility molecules HLA-3 and HLA-5. *

Pemphigus vulgaris is a chronic vesiculobullous
disease of an autoimmune nature that affects the skin
and mucosae. It is characterized by the presence of
autoantibodies against the desmosomal proteins
(desmoglein 1 and 3) found in the epithelial junctions
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of the lining tissues. ' In general, the disease begins
with the development of oral lesions, which later go
on to affect the skin. In the majority of cases (70-
80%), the first signs of the disease present in the oral
mucosa. * Diagnosis is confirmed by histopathology,
which reveals intraepidermal acantholytic blisters just
above the basal layer. *'**

With respect to frequency, this disease is charac-
terized by being rare. According to Bystryn et al., it
occurs in 0.75 to 5 cases per million individuals per
year; however, these figures also depend on geograph-
ical location.  In the present study, only 18 cases were
found within a 21-year period, making it lower than
the rate found in a similar study conducted by Miziara
et al., who reported 23 cases within 12 years. *'

Regarding the higher prevalence in women and
the age group most affected by the disease (between
the third and fifth decades of life), the results of the
present study are in agreement with the findings of
studies conducted by Arisawa et al., Scully et al. and
Shamin et al. *'7* Concerning the site of the lesions,
there is no consensus among authors, and any area of
the oral mucosa may be affected. Nevertheless, the
most commonly affected regions are those subjected
to frictional trauma such as the cheek mucosa fol-
lowed by the palate, lower lip and tongue. * In the
present case, a greater prevalence was found in the
cheek mucosa, a finding that is in agreement with the
literature reviewed. The majority of patients in the
present sample reported painful symptomatology, a
characteristic that was also seen in the studies con-
ducted by Shamin et al. and Lo Russo et al. in which
pain was present in the majority of the cases analyzed. **

Benign mucous membrane pemphigoid is a rare
disease of unknown etiology that is characterized by
the loss of adhesion between the connective tissue and
the epithelium. The participation of autoimmune phe-
nomena has been demonstrated, among other aspects,
by the presence of antibodies that react against compo-
nents of the hemidesmosomes of the basal membrane,
affecting elderly individuals in the majority of cases.
Clinically, the blisters are taut, with serous and/or
hematic contents and are situated over erythematous,
urticarious or normal skin. **"7**** Schellinck et al. esti-
mate the incidence of BMMP at 1.5 to 9.6 new cases
per 100,000 inhabitants per year. ® In the present
study, only 5 cases were found, with a greater preva-
lence in women and in individuals over 50 years of
age, confirming reports found in the literature. * Lo
Russo et al. analyzed 125 cases of desquamative gin-
givitis and found that BMMP was the second most
prevalent disease with 11 cases (9%). ° In a previous
study, Lo Russo et al. found that BMMP was the disease
most commonly associated with desquamative gingivi-
tis, with women and individuals of 50-70 years of age
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TABLE 5: Distribution of the immune-mediated skin diseases affecting the oral cavity in accordance with ethnicity

Histological type Skin color
White Brown Black Data missing
n % n % n % n %
Lichen planus 26 48.1 16 29.6 5 9.2 7 12.9
Pemphigus vulgaris 8 36.3 9 40.9 5 22.7 0 0
Pemphigoid 5 833 0 0 0 0 1 16.6
being the groups most commonly affected. * Schellinck CONCLUSION

et al. also reported that BMMP appeared to affect more
women than men (a ratio of 2:1), and estimated that
the oral cavity was affected in 83-100% of cases. > With
respect to the site affected, data in the literature vary.
Bagan reported that the gingiva, the hard and soft
palate, the cheek mucosa and the tongue are the areas
most affected by the disease and that lesions on the
lips are the least common. ' Arisawa et al. evaluated
5,770 cases of skin diseases and found only 6 cases of
BMMP the majority of which were located in the alve-
olar mucosa, followed by the lip and soft palate
mucosa.  In the present study, the only sites affected
were the cheek mucosa and the gingiva.
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