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Abstract: Mucous membrane pemphigoid (MMP) is a rare nosological entity. MMP consists of a clinical
phenotype in which several autoimmune subepidermal bullous diseases are classified. It occurs pre-
dominantly in the mucous membranes and usually results in scarring. Esophageal involvement in MMP
is rare and is generally seen in patients in whom lesions are widespread. The most common alterations
are multiple esophageal membranes or strictures. In the present case, the authors report on a patient
with MMP without any skin lesions and with severe esophageal strictures who went into remission fol-
lowing use of intravenous immunoglobulin.
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Resumo: O penfigoide de membranas mucosas ¢ entidade nosoldgica encarada como um fenétipo, que
engloba varias dermatoses autoimunes com lesoes bolhosas subepidérmicas, ocorrendo predominante-
mente nas membranas mucosas, com €xito cicatricial. O acometimento esofigico no penfigoide de
membranas mucosas é raro e observado em pacientes com lesio disseminada. As alteragOes mais
comuns sao multiplas membranas ou constrices esofagianas. No presente relato, os autores apresen-
tam paciente com PMM sem lesoes cutdneas e estenose esofigica grave, que entrou em remissao apos
uso de imunoglobulina venosa.
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INTRODUCTION

Mucous membrane pemphigoid (MMP) is a
nosological entity considered to represent a pheno-
type that encompasses various autoimmune der-
matoses with subepidermal bullous lesions that
include bullous pemphigoid, acquired epidermolysis
bullosa and dermatitis herpetiformis. Nevertheless,
MMP predominantly affects the mucous membranes,
resulting in scarring. The lesions are most commonly
situated in the oral, ocular, nasopharyngeal,
esophageal, laryngeal or genital mucosae. The vari-
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ability of the disease and its morbidity depend on the
degree to which the patient is affected and the loca-
tion of the mucosa affected. Some authors believe
that there is a correlation with an increased incidence
of solid cancer, principally in patients in whom the
disease was triggered by anti-epiligrin antibodies. 7

CASE REPORT
A 75-year old black housewife from Rio de
Janeiro sought medical care in February 2007 com-
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plaining of ulcerative lesions of the oral mucosa that
had appeared around two years previously and were
hampering mastication. She reported having had no
health problems prior to the development of these
symptoms. She also reported dysphagia for solids,
hoarseness and the sensation of a foreign body in her
eyes, which had developed in recent months and was
becoming progressively worse. She denied having any
other lesions on the skin or genital mucosa, any other
systemic symptoms or having used any medication in
recent years. At physical examination, the patient was
found to be in good general health. Examination of
the oropharynx revealed eroded lesions with a whitish
halo on her palate, tongue and lower lip as well as a
few eroded lesions in the cheek mucosa (Figure 1).
There were also small, friable, easily ruptured bullous
lesions, particularly on her tongue. There were no
lesions on the tonsillar pillars, uvula or gums.
Examination of the ocular mucosa showed the pres-
ence of bilateral, nasal and temporal symblepharon
(Figure 2). No further abnormalities were found at
dermatological examination and investigation of the
cardiovascular and respiratory systems revealed no
alterations. Additional tests were requested to clarify
the condition, including biopsy of the perilesional
mucosa. Hematoxylin-eosin (HE) staining revealed
nonspecific inflammatory infiltrate, while direct
immunofluorescence showed a linear deposit of IgG
in the basement membrane of the epidermis (Figure
3). Barium esophagography showed significant steno-
sis in the mid-third of the esophagus, and this test was
then complemented with upper digestive tract
endoscopy, which confirmed the presence of stenosis
that prevented the passage of the endoscope.
Numerous lesions were observed in the esophageal

FIGURE 2: Temporal
symblepharon of the
right eye

and laryngeal mucosa and in the supraglottic region,
extending beyond the passage of the endoscope
(Figure 4). Indirect laryngoscopy confirmed the pres-
ence of edema and ulcerated lesions in the supraglot-
tic region; however, the vocal cords were unaffected.
Chest x-ray, colonoscopy, gynecological examination,
mammography and ultrasonography of the abdomen
and pelvis were also performed and no abnormalities
were found. Based on the data obtained at clinical
examination and on the supplementary tests, a diag-
nosis of mucous membrane pemphigoid was made
and immunosuppressive therapy with glucocorticoids
was implemented cautiously in view of the patient’s
advanced age. Treatment was carried out with methyl-
prednisolone pulse therapy at a dose of 1 gram/day

FIGURE 1: Erosions of the mucous membranes of the lip and
tongue
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FIGURE 3: Direct immunofluorescence: linear deposits of IgG in
the basement membrane of the epidermis



Mucous membrane pemphigoid with severe esophageal stricture

FIGURE 4: Barium
esophagography
showing stenosis in
the upper third of the
esophagus

for three consecutive days, with an interval of one
week between each of the three cycles administered.
There was a significant improvement in the patient’s
symptoms and in the lesions; therefore, treatment was
continued with prednisone at a dose of 1 mg/kg/day
on an outpatient basis. Sessions of esophageal dila-
tion were also provided by the department of gas-
troenterology and the patient reported a significant
improvement in the dysphagia. Treatment was initiat-
ed with artificial tears and later followed up by the
department of ophthalmology in this same hospital.
After two months of follow-up, the patient returned to
the clinic complaining that the lesions in the mucosa
had deteriorated. At this time, the patient was hospi-
talized again and the first cycle of intravenous
immunoglobulin was initiated at a dose of 1.5 mg/kg,
divided over three days. Following treatment, an
improvement occurred in her symptoms of dysphagia
in the days immediately following pulse therapy.
Some of the mucous lesions regressed and no new
lesions appeared. The patient was followed up on an
outpatient basis for a year during which time she was
in use of prednisone 10 mg/day associated with ses-
sions of esophageal dilatation at the gastroenterology
department. Eighteen months after diagnosis, the
patient died of an undetermined cause that was, how-
ever, unrelated to the symptoms of mucous mem-
brane pemphigoid or to corticosteroid therapy.

DISCUSSION

MMP is a rare vesicular bullous disease that pre-
dominantly affects middle-aged women. According to
the European literature, the disease affects 1 in
1,000,000 individuals. Clinically, it consists of lesions
in (in decreasing order): the oral mucosa, conjunctival
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mucosa, scalp, genitalia, pharyngeal, laryngeal and
esophageal mucosa. It is currently defined as a het-
erogenous group of chronic subepidermal bullous
diseases that predominantly affect the mucous mem-
branes. ' The condition is also known as cicatricial
pemphigoid, benign mucous membrane pemphigoid,
oral pemphigoid and ocular cicatricial pemphigoid. "

Involvement of the esophagus in mucous mem-
brane pemphigoid is rare and is usually found in
patients with a disseminated form of the disease. The
most common alterations are the involvement of mul-
tiple mucous membranes or esophageal strictures.
The esophagus is affected in only 2-13% of cases of
mucous membrane pemphigoid. It may develop
years after onset of the disease; however, esophageal
involvement alone is very rare. ’

The physiopathology of MMP is related to the
production of antibodies against subepithelial anti-
gens. Histopathology is unable to distinguish
between cases of bullous pemphigoid and cases of
acquired epidermolysis bullosa; therefore, diagnosis
should always be based on clinical criteria. * Various
studies suggest that there is an association with alleles
of the HLA system such as HLADQB1*0301. T-cells
may also participate in the process of basement mem-
brane antigen recognition and posterior production
of antibodies by B cells. > These autoantibodies are
varied and are specific to various antigens such as bul-
lous pemphigoid antigen 2, epilegrin and type VII col-
lagen, among others. "’

As a function of the way in which each patient
reacts to the autoantibodies involved, cicatricial pem-
phigoid may be classified into four different sub-
groups: the first group, in which patients present
autoantibodies against laminin 5, cannot be distin-
guished clinically from the other groups; in the sec-
ond group, the ocular mucosa is predominantly
affected; in the third group, lesions are present in
both the skin and the mucous membranes; while the
fourth group encompasses patients in whom various
mucous membranes may be affected but there is no
skin involvement. °

Direct immunofluorescence in histology sam-
ples shows the presence of immune deposits (IgG, IgA
and/or C3) in a linear pattern in the basement mem-
brane zone. > In the present case, positivity was for
IgG and the pattern was linear, which does not distin-
guish it from acquired epidermolysis bullosa or bul-
lous pemphigoid.

Prior to making a decision on the therapeutic
management of these patients, they should be subdi-
vided into a low-risk group, which consists of patients
in whom lesions are restricted to the oral mucosa, and
a high-risk group in which patients have ocular, geni-
tal, pharyngeal, esophageal or laryngeal lesions. In
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the first group, treatment is generally conservative;
however, in the second group it has to be aggressive
in order to avoid sequelae. In the second group,
immunosuppressive therapy may include pulse
methylprednisolone, cyclophosphamide, rituximab
and even intravenous immunoglobulin in refractory

cases. > The patient in question, who was classified

as high-risk because of her ocular and esophageal
lesions, was submitted to pulse therapy with methyl-
prednisolone and intravenous immunoglobulin.
Complete remission was achieved following the sec-
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