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ABSTRACT: Pemphigus vulgaris (PV) and mucous membrane pemphigoid (MMP) are bullous autoimmune diseases
that reach the oral mucosa and have common clinical features. The objective of the study was to present and compare the
clinical manifestations of PV and MMP and the results of applied treatments. A case series of a stomatology service from
1985 to 2018. Data collection included epidemiological data, comorbidities, medications in use, duration of symptoms before
the first visit, previous treatment, symptomatology, clinical description of lesions, presumptive diagnosis, histopathological
description, extraoral manifestations, final diagnosis, treatment and follow-up. The medical records of 25 patients were
analysed, 19 of whom were diagnosed with MMP and 6 with PV. The female gender was prevalent in MMP (84 %) and the
male gender in PV (67 %). More than 60 % of patients complained of pain at their first visit. Patients with MMP took on
average 6 months to seek professional help and patients with PV, about 2 months. Desquamative gingivitis was the most
common lesion (63 %) in MMP and non-gingival ulcers (67 %) in PV. Minimal therapy was effective in all cases of MMP, and
in PV one individual required minimal adjuvant therapy due to worsening of the case. Patients with PV have more intense
signs and oral symptoms and may need more intensive treatment than patients with MMP. The use of topical and/or systemic
corticosteroids was sufficient for most cases in both diseases.

KEY WORDS: pemphigus vulgaris, mucous membrane pemphigoid, oral manifestations, treatment outcome.

INTRODUCTION

The terms Pemphigus vulgaris (PV) and mucous
membrane pemphigoid (MMP) refer to autoimmune
bullous dermatoses that affect the buccal mucosa and
have distinct pathophysiological mechanisms. Their
primary cutaneous manifestation consists of the
formation of vesicles and blisters (Hammers & Stanley,
2017). They are differentiated microscopically
according to the location of the blister on
histopathological examination: in MMP separation
between the surface epithelium and the underlying
connective tissue of the basement membrane is
observed, whereas in PV separation of the epithelium
above the basal layer, which remains attached to the
connective tissue, is seen (Schmidt & Zillikens, 2010).

PV often affects the mouth at an early stage,
presenting isolated blisters, erosions or a combination
of the two, leading rapidly to erosions and chronic

ulcers, seen mainly in the labial and jugal mucosa,
palate and belly of the tongue (Ramos et al., 2012;
Sankar & Noujeim, 2017). Approximately 50 % of ca-
ses present exclusively oral clinical manifestation
(Laskaris et al., 1982; Mignogna et al., 2001; Santoro
et al., 2003; Sultan et al., 2017). Gingival lesions in
Pemphigus vulgaris are less common (Scully &
Mignogna, 2008; Said & Golitz, 2011). The aim of
treatment is to minimize the burden of the disease and
improve the patients' quality of life, which consists of
eliminating lesions and, consequently, pain (Sultan et
al., 2017). Treatment includes topical or systemic
corticosteroids, immunosuppressants and other
biological therapies (McMillan, Taylor et al., 2015).

MMP presents mainly with lesions of gingival
affectation in the form of desquamative gingivitis,
presenting irregular, diffuse erythema and erosion of the
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inserted gingiva (Scully & Lo Muzio, 2008; Mustafa et
al., 2015). When it starts by affecting the oral cavity
exclusively, it presents a more benign evolution and may
not manifest extra-oral lesions (Mobini et al., 1998).
However, most MMP patients have more than one site
of manifestation(Chan et al., 2002; Feller, Ballyram et
al., 2017), and the therapy consists mainly of topical and
systemic corticosteroids, alone or in combination (Di
Zenzo et al., 2014; Taylor et al., 2015; Feller et al., 2017).

The clinical characteristics of PV and MMP have
been described extensively, with several studies
evaluating each disease separately (Feller et al., 2017).
However, the literature is scarce in studies comparing
the clinical characteristics presented by patients affected
by these 2 diseases in the same population (Sultan et
al., 2017), especially since they present very similar
clinical characteristics. Moreover, there is not enough
evidence in the literature to determine the efficacy of the
available treatments. Therefore, the aim this study is to
describe and compare the clinical manifestations of PV
and MMP, as well as the results of the treatments used.

MATERIAL AND METHOD

This was a case series of individuals with PV
and MMP diagnosed and treated in a graduate and
post-graduate clinic in stomatology between the years
of 1985 and 2018. The study was approved by the
Committee of Ethics in Research (CAAE:
90561118.9.0000.5417).

The study was performed on an electronic
medical record system, using the terms "pemphigus",
"pemphigoid”, "pemphigus vulgaris" and "benign
pemphigoid”, "benign mucosal pemphigoid" and
"mucous membrane pemphigoid". At first, 131 medical
records were found and distributed among 3 raters for
data collection. The individuals included in the study
were those with a confirmed diagnosis of PV or MMP,
with a histopathological report.

Data were collected on age and gender,
comorbidities, medications in use, duration of
symptoms before the first visit, previous treatment or
intervention, symptomatology, clinical description
(desquamative gingivitis, non-gingival ulcers, erythema,
erosion and blisters), oral region affected, diagnostic
hypothesis, histopathological description of the lesions,
presence of extraoral manifestations, previous
treatment, number of consults, final diagnosis,
treatment performed, follow-up and therapeutic
response of the case.

The data collected were tabulated and presented
in a descriptive way using graphs and tables, and
descriptive statistics were used.

RESULTS

A total of 25 individuals were included in this
study, 19 with MMP and 6 with PV. The majority of
individuals with MMP were females (84 %), and the
mean age was 56.94 years, whereas the group of PV
had more males (67 %) and a mean age of 49.5 years.
With respect to the comorbidities present, gastritis was
the most frequent in both groups, present in 5 (26 %)
individuals with MMP and 2 (33 %) with PV, and the
other comorbidities found are described in Table I.

More than one comorbidity could be present in
the same individual. The MMP group used more
medication (21 drugs) than the PV group (18 drugs),
and while the MMP group used more hormone
therapy, individuals with PV wused more
antidepressants. In addition, several other drugs were
used, and the same individual could have used more
than one drug (Table ).

Over 60 % of subjects in both groups had pain
complaints at the first visit (Table I), which presented a
median duration of 6 months (range 1 to 180 months) in
the MMP group and 2 months (range of 15 days to 3
months) in individuals with PV. We found that 47 % of
individuals with MMP and 67 % of individuals with PV
did not receive treatment prior to the first visit. Regarding
the cases who had received previous treatment at the
first consultation (3 cases with MMP and 1 with PV), 1/3
(33 %) of individuals from the MMP group had used a
topic corticosteroid, and the only (33 %) individual with
PV who had received prior treatment at the first visit used
an antibiotic associated with an NSAI (non-steroidal anti-
inflammatory) (Table I). The most common diagnostic
hypotheses in the first evaluation in both groups were
MMP, PV and Lichen planus (Table II).

Among individuals with PV, 3/3 (50 %)
presented more than one type of lesion wile 6/19 (32
%) individuals with PMM presented this characteristic.
The desquamative gingivitis (DG) was the most
common type of lesion found in individuals with MMP,
presentin 12 (67 %) individuals with MMP and only 1
(17 %) case of PV, and in 4/12 (33 %) individuals with
MMP with DG, this was the only lesion present. In all
cases of PV and 11/19 (58 %) with MMP, more than
one region was affected, and individuals with MMP
presented more lesions in the gingiva (79 %), whereas
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Table Il. Prevalence of the type and oral regions with lesions in the

g E5E gz B8
T égé g %g me initial consultation.
2 55 28 é i3 E%.
i st i £ Pk MMP (n=19)
it B I L N (%)
Type of lesion
3 § % % E % Erosion and / or gum ulcer (desquamative gingivitis) 12 (63 %)
£ | w = = ===C] No n-gingival ulcers 7 (37 %)
. Bulla 7 (37 %)
gzg - s : Erythema 4 (21 %)
- ° = Erosion 1(52 %)
§§ i Oral regions affected
S T il ' . : Gum 15 (79 %)
i i % g5 F % : Alveolar mucosa 8 (42 %)
§ J; == %%‘EEE g 2 Mu cosa jugal 6 (32 %)
s 7 B gl i Throat 2 (11 %)
2 = & #8 fEId3 & 3 Floor of the mouth 2 (11 %)
2 = i 1. Tonsillar region 2 (11 %)
il teef  § : H Mu cous labial 2 (11 %)
§i L S T Palate 1(5%
a2 z SEEE H E3d 5% ( )

: = Labial fold 1(5%)
,?E f-_’ég gid Alveolar ridge 1(5 %)
8. 1 . - égé E%%E E Anterior mandible 1 (5%)

Tongue 1(5%)
L . 2 i iz Labial frenum 0 (0 %)
23 £ s s #3
é ng = j B3 Retromolar 0 (0 %)
i E 23 : § a3
H ;% g ;;,;E' ‘g‘ﬁ g 5 52 MMP: Mucous membrane pemphigoid; PV: Pemphigus vulgaris.
3 be mgiE g 8% ¢ I3
LT L H T I L
H 28 & E£§4E £y 29 3 g g )
g | L vl G
SRTRE AT
§ | BRn BEAENGSE ik BT I
. = Table Ill. Treatments introduced in the initial consultation.
. MMP (n=19) PV (n=6)
i A N (%) N (%)
cEg 2 2 =a 2 = Topic 12 (63 %) 4 (67 %)
: = i = . 3 + Systemic topic 1(5%) 0 (0 %)
iz, 3 i g H E i Referred to Dermatologist 3(16% 2(33%
4 e 3 £ g (16 %) (33 %)
a2 2 - ® o a2 Not reported 2 (11 %) 0 (0 %)
854 None 1(5%) 0 (0 %)
ggg 3 Prescribed Medications
"88s 3 8 Topic
i |§og EE %E = g g De xamatomasone elixir 5 (26 %) 1(17 %)
E i §§ | g £ i Clobetasol Propionate 7 (37 %) 1(17 %)
$ |[#5268d8 2 38 < : oz Sodium bicarbonate 3 (16 %) 0 (0%)
3 . Droxaine 2 (11%) 0 (0 %)
3 s EE 5 g% Toothpaste without Sodium Lauryl
S| 85 i 3 s i, Sulfate 2 (11%) 0 (0%)
° : Milk of magnesia 2 (11 %) 1.(17 %)
§§ z 5 g 2 g 2 Chlorhexidine 0.12% 1(5%) 1(17 %)
8 = * - Triamcinolone acetonide 1 (5 %) 1(17 %)
' He xomedine® 1 (5%) 2 (33 %)
i & N 8 8 S Antifungal 1 (5 %) 0 (0 %)
Systemic
§ £, Prednisone 1(5%) 0 (0%)
£ g? 'Aluminum hydroxide, Magnesium hydroxide, Oxetacaine 2Hexamidine
isethionate, tetracaine hydrochloride
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The first follow-up visit occurred on average 1.4
months after the initial assessment in the MMP groups
and 1.1 months later in the PV group. In this
consultation, lesions were controlled in 10/19 (53 %)
individuals with MMP; of these cases, in 4/10 (40 %)
the lesion completely regressed. In 8/10 (80 %) cases
of MMP with controlled lesions, they were treated with
exclusive topical therapy, 1/10 (10 %) was treated with
associated topical and systemic therapy, and 1/10 (10
%) reported intravenous corticosteroid use due to upper
airway infection.

In the individuals with PV, the lesions were
controlled at the first follow-up visit, in 3 (50 %)
individuals, and there was a total regression of the
lesions in 1/3 (33 %) of which there was no description
of the type of medical treatment and the other subjects
(2/3) were treated with exclusive topical corticosteroids.

The lesions were not controlled at the first follow-
up visit in 5/19 (26 %) individuals with MMP, and 3/5
(60 %) of these cases were using topical corticosteroids
associated with other topical therapies, 1/5 (20 %) was
receiving another type of topical therapy without
corticosteroid and 1/5 (20 %) individuals was not
receiving any therapy. The only individual with PV in
whom the lesions were exacerbated was using topical
corticosteroid therapy with an anaesthetic.

Regarding clinical follow-up, the group of
individuals with MMP underwent more consultations
(mean of 4.6 queries in MMP and 3.5 queries in PV)
and were followed up for longer than individuals in the
PV group (mean of 22.9 months and 6.8 months,
respectively).

The therapeutic response of the diseases was
performed in 17 individuals with MMP and in 5
individuals with PV. Thus, most individuals in both
groups had absence of signs and oral symptoms (41
% and 40 %) and partial remission of the oral lesions
(24 % and 40 %), respectively.

DISCUSSION

In the present study, a descriptive analysis
revealed that the majority (84 %) of cases of MMP
occurred in women (Taylor et al., 2015; Broussard et
al., 2016; Bagan et al., 2018), whereas most cases of
PV were in men (67 %), contrary to what we see in the
literature (Laskaris et al., 1982; Svecova, 2015; Bai et
al., 2016; Sultan et al., 2017), a fact that can be
attributed to the small number of patients included in
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this study. On the other hand, a very positive fact was
that a large number of individuals had signs and
symptons regression only with minimal therapy, both
in PV and MMP.

The presence of symptomatology at the initial
consultation was slightly higher in individuals with PV
(67 % in PV and 63 % in MMP) and, although this
difference did not seem relevant, we observed that
patients with a PV diagnosis had sought the dental
surgeon previously (2 months and 6 months prior,
respectively), suggesting that, although both diseases
present symptoms, those of PV are more intense,
leading the individual to seek professional help in a
shorter period of time after the onset of
symptoms(Sultan et al., 2017).

Desquamative gingivitis is a common clinical
manifestation in individuals with MMP and less common
in individuals with PV (Patel et al., 2016; Sultan et al.,
2017; Bagan et al., 2018; Maderal et al., 2018), being
present in 63 % and 17 % of patients diagnosed with
MMP and PV in this study, respectively. The prevalence
of desquamative gingivitis between MMP and PV is
diverse, but it is always more prevalent in individuals
with MMP(Laskaris et al., 1982; Lo Russo et al., 2009;
Sultan et al., 2017).

Other intraoral manifestations include non-gingival
ulcers, blisters, erythema and erosion, which vary in
location and can affect both diseases (Broussard et al.,
2016). In the present study, non-gingival ulcers, erythema
and erosion were more prevalent in individuals with PV,
and blisters affected more individuals with MMP, which
is to be expected because, in this disease, the clefts are
subepithelial (Petruzzi, 2012; Srikumaran & Akpek, 2012;
Arduino et al., 2017) presenting tissue; therefore, they
remain longer in the mouth and can be visualized during
a physical examination.

The extraoral manifestations described were
more prevalentin individuals with PV (33 %) than MMP
(16 %), according to a previous study (Laskaris et al.,
1982; Sultan et al., 2017). In PV, the site most affected
by extraoral manifestations is the skin; less commonly,
there is ocular involvement. In MMP, ocular involvement
is more common, followed by cutaneous involvement,
but it can affect any other mucosa (Broussard et al.,
2016). Although ocular lesions are common in MMP,
they were not present in this study (Sultan et al., 2017),
possibly because it was a retrospective cohort study,
and the presence of extra-oral manifestations may not
have been included in the medical records.
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There is a wide variety of options for the
treatment of PV and MMP, which include the use of
topical and systemic corticosteroids, alone or in
combination, biological therapies and
immunosuppressants (Chan et al., 2002; McMillan
etal., 2015; Taylor et al., 2015; Broussard et al. 2016).
Treatment for MMP is generally effective only with
minimal therapy (Murrel Marinovic et al., 2015; Sultan
et al., 2017); such was the case in this study, and in
those with PV, only one individual required adjuvant
minimal therapy due to worsening of the clinical
condition (Murrel et al., 2008; Sultan et al., 2017).

Also, the cases that most presented good
therapeutic response, presented absence of the signs
and symptoms, and partial remission of oral lesions,
principally on minimal therapy. The minimal therapy,
in turn, when used in patients with MMP, included:
corticosteroids, antibiotics from the tetracycline group,
conchicine, sulazopyrine, sulfapyridine,
sulfamethoxypyridazin and nicotinamide (Murrel et
al., 2008), while in patients with PV, it included only
the use of corticosteroid prednisone or equivalent, in
low doses (Murrel et al., 2008).

Regarding the mean follow-up time, individuals
with MMP in this study were followed up more often
by the dental surgeon than those with PV (22.9
months and 6.8 months, respectively). Knowing that
more PV patients had cutaneous manifestations and
were referred to the dermatologist, the authors of
this study believe that said individuals, when referred
to the dermatologist, remained with this professional
for treatment and did not return for dental
consultations, resulting in a smaller number being
followed up by dental professionals. This fact
reinforces the importance of the close relationship
between the dentist and dermatologist, as
communication between this professionals will re-
duce the non-continuity of dental treatment in these
patients.

In conclusion, the patients with PV have
more intense signs and symptoms and may require
more intensive treatment than patients with MMP,
despite the fact that most patients, both with PV and
MMP, show complete remission of signs and
symptons with only minimal therapy.
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RESUMEN: Pénfigo vulgar (PV) y Penfigoide de la
Membrana Mucosa (PMM) son enfermadades autoinmunes
ampollosas que llegan a la mucosa oral y tienen caracteris-
ticas clinicas comunes. El objetivo de este estudio fue pre-
sentar y comparar las manifestaciones clinicas de PV y PMM
y los resultados de los tratamientos aplicados. En el analisis
se incluy6 una serie de casos de un servicio de estomatolo-
gia de 1985 a 2018. La recoleccion de informacién incluyo
datos epidemioldgicos, comorbilidades, medicamentos en
uso, duracion de los sintomas antes de la primera visita,
tratamientos previos, sintomatologia, descripcién clinica de
las lesiones, diagnéstico presuntivo, descripcion
histopatoldgica, manifestaciones extraorales, diagnéstico fi-
nal, tratamiento y seguimiento. Se analizaron las historias
clinicas de 25 pacientes, 19 de los cuales fueron diagnosti-
cados de PMM y 6 de PV. El sexo feminino fue prevalente
en PMM (84 %) y el sexo masculino en PV (67 %). Mas del
60 % de los pacientes se quejaron de dolor durante la pri-
mera consulta. Los pacientes con PMM tardaron en prome-
dio 6 meses en buscar ayuda profesional y los pacientes
con PV, alrededor de 2 meses. La gingivitis descamativa fue
la lesion mas comun (63 %) en PMM y las ulceras non
gengivales (67 %) en PV. La terapia minima fue efectiva en
todos los casos de PMM, y en PV un individuo requirio tera-
pia adyuvante minima debido al empeoramiento del caso.
Los pacientes con PV tienen signos y sintomas orales mas
intensos y pueden necesitar un tratamiento mas intensivo
que los pacientes con PMM. El uso de corticosteroides topi-
cos y/o sistémicos fue suficiente para la mayoria de los ca-
sos en ambas enfermedades.

PALABRAS CLAVE: pénfigo vulgar, penfigoide de
la membrana mucosa, manifestaciones orales, resulta-
do del tratamiento.
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