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RESUMEN

Introduccidon: pemphigus vulgaris is an autoimmune mucocutaneous disease, which
presents at clinical examination as blisters, erosions and ulcerations of the skin and mucous
membranes. Objective: the aim of this study was to review 12 cases of pemphigus vulgaris
diagnosed at the Stomatology Department of Sdo Lucas Hospital, Pontifical Catholic
University of Rio Grande do Sul. Methods: the medical charts were analyzed considering
patients age and sex; anatomic site and clinical aspect of the lesions; as well as symptoms,
duration and clinical course of the disease. Results: the mean age of the patients was 46.7
years; most of cases occurred in females (75.0 %); buccal mucosa was the site most
frequently affected (83.3 %), and 25 % of cases showed extraoral manifestations.
Erosion/ulceration was the most prevalent clinical appearance (83.3 %), and pain occurred
in 100% of cases. The mean time of development of the lesions reported by the time of the
diagnosis was 12.3 months, and the mean time of follow-up was 2 years. All patients
received systemic therapy with prednisone, meanwhile in 58.3 % of cases it was associated
with topic therapy and in 25 %, with systemic immunosuppressive therapy. One case (8.3
%) remained in remission regardless of the treatment withdrawal. Conclusion: Pemphigus
vulgaris is a disease with important morbidity, which requires the attention of the dentist as
a way to achieve early diagnosis.
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ABSTRACT

Introduction: el pénfigo vulgar es una enfermedad autoinmune mucocutanea, que
presenta al examen clinico ampollas, erosiones y ulceraciones de la piel y de las membranas
mucosas. Objetivo: presentar una revision de 12 casos de pénfigo vulgar diagnosticados en
el Departamento de Estomatologia del Hospital S3o Lucas - Pontifical Catholic University of
Rio Grande do Sul. Métodos: los registros médicos fueron evaluados por edad y sexo de los
pacientes; el sitio anatomico y el aspecto clinico de las lesiones; asi como los sintomas,
duracién y el curso clinico de la enfermedad. Resutados: la edad media fue 46,7 anos vy la
mayoria de los casos fueron mujeres (75,0 %). La mucosa bucal fue el sitio mas
frecuentemente afectado (83,3 %) y el 25 % de los pacientes presentaron manifestaciones
extraorales de la enfermedad. La presentacion clinica ulcerada fue la mas frecuente (83,3
%) y el dolor estaba presente en el 100 % de los casos. La duracidon media de las lesiones
en el diagnostico fue de 12,3 meses y el tiempo medio del seguimiento fue de 2 afios. Todos
los pacientes recibieron la terapia sistémica con prednisona. En el 58,3 % de los casos hubo
una asociacién con terapia tépica y en el 25 % con terapia inmunosupresora. Uno de los
casos (8,3 %) permanecid en remision después de la interrupcion de la terapia.
Conclusidn: el pénfigo vulgar es una enfermedad con una morbilidad importante, que
requiere la atencién del dentista como una manera de lograr el diagnéstico temprano.
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Table 1. Pemphigus vulgaris according to sex and age of the patients
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INTRODUCTION

The word pemphigus comes from the
Greek (pemphix= blister) and calls a rare
group of autoimmune mucocutaneous
diseases, which presents at clinical
examination as blisters, erosions and
ulcerations of the skin and mucous
membranes! as a result of loss of cellular
adhesion.!"> The group comprises different
forms of pemphigus: vulgaris, foliaceous,
vegetans, erythematosus and
paraneoplastic.5 Pemphigus vulgaris is the
most prevalent, even though its incidence
is low, which ranges from 0.1 to 0.5 cases
per 100,000 individuals.5® The condition
can be observed more frequently in people
from the Mediterranean area and among
those of Jewish ancestry, which suggests
a genetic predisposition.?3>7 The disease
affects wide age range, with higher
prevalence in the fifth and sixth decades
of life.6,8,9 Some studies have reported
preference for female,® ! whereas others
show no difference of prevalence between
sexes.512

Pemphigus develops as a result of the
interaction between genetic and
environmental factors. Among the latter,
vaccines, herpes simplex virus, varicella

zoster, Epstein Barr virus,
cytomegalovirus and human
immunodeficiency virus have been

associated as triggers or agonists. It is
believed that such agents are able to
stimulate an immune response in
genetically susceptible people.3,4
Autoantibodies IgG, particularly IgG1l and
IgG4, are directed against cell adhesion
glycoproteins, the desmogleins.?>:6
Desmoglein 3 is preferentially expressed

Sex

Age (years) Female Male

M %o M %a
10-20 1 8.3 - 0
21-320 - 0.0 1 8.3
31-40 2 16.7 1 8.3
41-50 2 16.7 - aQ
51-60 1 8.2 1 8.3
61-70 2 16.7 - aQ
Over 70 1 8.3 - 0
Total 9 75.0 3 25.0

=
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in oral epithelium, while desmoglein 1 can
be observed in the superficial layer of
epidermis.”

In approximately 70 % to 90 % of cases,
the oral mucosa is the first site of disease
manifestation, and it can be the only site
affected in more than 50 % of patients.10
Pemphigus vulgaris is characterized
clinically by the presence of blisters
affecting skin and/or mucosa, especially in
the buccal mucosa, palate, ventral surface
of the tongue and lips. The blisters rupture
quickly leading to the appearance of
painful erosions and ulcerations 23,
Positive Nikolsky's sign highlights the
fragility of the mechanism of cellular
adhesion.!31% The ulcers can also affect
other mucous membranes including nasal,
genital, conjunctiva, pharynx, larynx and
esophagus.®10.15  Erythema multiforme,
erosive lichen planus, candidiasis,
pemphigoid, herpes simplex and recurrent
aphthous ulceration should be included in
the differential diagnosis.®:13:15,16

The diagnosis is based on clinical and
histological examination. The latter shows
an intraepithelial gap above the basal
layer of the epithelium, whereas this layer
remains firmly attached to the connective

tissue, with cells in a tombstone-like
arrangement. Within the intraepithelial
cleft, there are the typical rounded
acantholytic Tzanck cells, which stand out
from the spinous layer of the
epithelium,’.8:13.15 and can be observed
also in exfoliative cytology. An

inflammatory infiltrate, ranging from mild
to moderate, is observed in the connective
tissue.*?-14  Diagnostic confirmation is
provided by direct immunofluorescence of
fresh  perilesional tissue presenting
intercellular antibodies IgG, IgM and
complement components
(C3).15 Indirect
immunofluorescence

shows circulating (serum)
antibodies.”® This test is

Total . T
typically positive in about
o 90 % of cases, and may
s} . .
be useful in patients who
8.3 have contraindication for
8.3 biopsy.7:12:13 Upper
endoscopy should be
25 .
recommended in cases of
16.7 pemphigus  vulgaris in
16.7 which there is complaint of
dysphagia, to detect
16.7 possible esophageal
8.3 involvement.10
100

Corticosteroid is the drug
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Table 2. Pemphigus vulgaris according to the anatomical sites affected

Intraoral
Case Buccal Tongue Palate Floor
N (%) N (%) N (%) N (%)
1 X X
2 X X X X
3 X X X
4 X X X
5 X
[+ X X X
7 X
8 X X
9 X
10 X
11 X X
12 X X

Total | 10 (83.3)

of choice for the treatment of pemphigus
vulgaris. Its  introduction in  the
pharmaceutical market in the early 50's,
reduced the mortality of the disease in a
range of 10 %-90 %.%681217,18 The
association with topical therapy and with
immunosuppressive agents is indicated
because it allows the use of lower doses of
corticosteroid and thus reduce its side
effects.19 The present study reviewed 12
cases of pemphigus vulgaris, considering
clinical features and therapeutic approach
to the disease.

METHODS

The medical charts of 12 patients with
pemphigus vulgaris attended at the
Stomatology Department of Sao Lucas
Hospital - Pontifical Catholic University of
Rio Grande do Sul (PUCRS) were
evaluated. All cases had diagnosis
confirmed by histological examination
performed using hematoxylin and eosin
stain (H & E). The charts were reviewed
considering the following variables:
patients age and sex, anatomical site and
clinical aspect of lesions, symptoms,
duration and clinical course of the disease.
The results were analyzed using
descriptive statistics.

RESULTS

The mean age was 46.7 years, whereas
the youngest patient was 19 years old and
the oldest was 74. Women were the most
affected, representing 75 % of cases
(table 1). Buccal mucosa was the most

8 (66.7) | 8 (66.7) | 5(41.7)

Site
Extraoral
Lips Gingiva Skin Eyes Genital
N (%) N (%) N (%) N (%) N (%)
X X
X X X
X X
X
X
X
X X X

5(41.7) | 3(25) |3(25) | 1(8.3) | 1(8.3)

frequent site (83.3 %), and 25 % of the
cases had extraoral manifestations (table
2). Table 3 displays the distribution of
lesions according to clinical presentation,
symptoms and time elapsed until
diagnosis. The ulcerated/erosive clinical
presentation was the most prevalent (91.7
%), and pain was present in 100 % of
cases. The time course of lesions
development reported at the patients’ first
visit ranged from 7 days to 36 months,
with a mean of 12.3 months. Table 4
shows the distribution of cases according
to the clinical course. All patients received
systemic therapy with prednisone. In 58.3
% of cases there was association with
topical therapy and in 25 %, with
immunosuppressive therapy. One case
(8.3 %) remained in remission after
therapy withdrawal.

DISCUSSION

In the present study, the age most
affected by pemphigus vulgaris ranged
from 31 to 40 years, with a mean age of
46.7 years, which confirms reports in the
literature.10,11,13 We also observed that
occurred mainly in women. Although some
studies claim there is no predilection for
sex,6,12 preference for females has been
observed by some other authors.-11.17

Buccal mucosa was the most frequently
affected site, erosive/ulcerated clinical
presentation was the most prevalent, and
pain was present in all of cases. These
findings are similar to those observed by
Sirois et al.!3 in a retrospective study of
42 cases of pemphigus vulgaris. Skin was
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the main affected extraoral site, which is
in accordance to Ishii et al.l! and
Robinson et al.®

Similarly to the study of Robinson et al.,®
all cases in this study started treatment
with prednisone in doses ranging from 40
mg to 80 mg. Other therapies such as
azathioprine, cyclophosphamide,
cyclosporine, methotrexate, and dapsone
are usually given to the patients
unresponsive to conventional therapy or
who have complications from
corticotherapy.17:20-23 Plasmapheresis,
cholinergic agonists and immunoglobulin
administered intravenously are recent
therapies for autoimmune
diseases.9/10,17,24-28 Dexamethasone,
triamcinolone acetonide and fluticasone
propionate have also been used
successfully as topical therapy in oral
lesions.6,20 In this study, patients
received immunosuppressive  therapy
associated with systemic steroids,
systemic steroids were associated with
topical therapy. Robinson et al.? found
that 12 patients (100 %) received
immunosuppressants, as well as systemic
and topical steroids. This represents the
different pathways in monitoring
immunosuppressive therapy, which varies
according to clinical response of each
patient. Approximately 75 % of the
pemphigus vulgaris patients show
remission of the symptoms after 10 years
of treatment.® In this study, we observed
one case with complete remission after 4
months of therapy withdrawal. In neither
case follow-up treatment it lasted more
than 10 years, due to death or treatment
abandonment. Robinson et al.? found that
in 75 % of cases there was at some point,
complete remission without the use of any
medication. These authors also noted that
the time between recurrences was
significantly increased in patients treated
for over 6 years indicating that the
severity of the disease tends to diminish
with continued treatment. Pemphigus
vulgaris is a serious disease with
important morbidity, whose first signs
often occur in oral mucosa. The knowledge
and attention of the dentist to its clinical
manifestations can favor the early
diagnosis of the disease.
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