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Abstract

Pemphigus vulgaris (PV) is a chronic autoimmune mucocutaneous disease. In most cases, the
initial manifestation occurs in the mouth as multiple ulcerations preceded by blisters that rup-
ture and later spread to other mucous membranes and the skin. Esophageal impairment is
rare. We report a case of PV with esophageal involvement in a 53-year-old woman who sought
medical care, complaining of diffuse painful lesions in the oral cavity for approximately 1
month, with no improvement with nystatin. Upper digestive endoscopy (UDE) was performed
with findings of vesiculobullous lesions in the proximal and middle esophagus, which were
biopsied and for which histopathology confirmed PV in the esophageal mucosa. We draw at-
tention to UDE as important for the diagnosis, and it should be indicated in patients with ve-
siculobullous lesions of the mouth, especially if there are esophageal complaints.
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Introduction

Pemphigus is defined as a set of pathological entities of autoimmune etiology, of rare in-
cidence, characterized by the formation of intraepithelial blisters on the skin and mucous
membranes. There are four main types of pemphigus: foliaceus, erythematosus, vulgaris, and
vegetative [1]. Pemphigus vulgaris (PV) is the most common of these, despite its rare occur-
rence, with an estimated incidence in the general population of 1-5 cases per million people
diagnosed each year [2]. It rarely occurs before the third decade of life, the mean age at diag-
nosis being 50 years, although rare cases can be seen in childhood.

The etiopathogenesis of PV is not yet fully understood; however, the authors are unani-
mous in affirming its autoimmune nature, evidenced by the presence of autoantibodies spe-
cific for the stratified squamous epithelium [3]. The primary site of the disease is the intercel-
lular cement of the Malpighi spinous layer, although it is not known why this cement becomes
antigenic and induces the production of autoantibodies, mainly of the IgG type. IgG autoanti-
bodies, more specifically IgG1 and IgG4, act against the glycoproteins desmoglein 1 and
desmoglein 3, which belong to the family of cadherins and are located in the desmosomes of
the epithelium of the skin and mucosa or are present in the sera of affected patients. Such
antibodies promote the rupture of the intercellular bridges, and, as a consequence, the cells
lose their adhesion with the formation of intraepithelial clefts, which characterizes the phe-
nomenon of acantholysis. The antigen-antibody binding induces the activation of proteinases,
particularly activated plasminogen, which transforms into plasmin after being released by
keratinocytes, promoting the lysis of the intercellular substance [4]. The participation of ge-
netic factors in the predisposition to PV was observed from studies in which it was evidenced
that the expression of histocompatibility antigen HLA-A26 seems to predispose the individual
to disease development. However, the presence of endogenous factors such as immunological
molecules and exogenous defects such as viruses, drugs, and physical agents is necessary for
PV development [5]. The study by Frusic-Zlotkin et al. [5] demonstrated that apoptotic mech-
anisms may be present in the acantholysis process.

There are very few publications on PV involving the esophagus. In a Medline search with
the descriptors Pemphigus [ti] esophagus and dysphagia, only 12 publications were found.

Our objective is to report the case of a female patient with oral lesions and esophageal
impairment diagnosed by endoscopy and histopathology such as PV.

Case Report

A 53-year-old female patient sought medical care due to diffuse lesions on the oral mu-
cosa (lips, tongue, and especially the palate and cheek region). These lesions had been devel-
oping for approximately 30 days without improvement with the use of nystatin. They were
hyperemic and diffuse, with areas covered by “whitish membranes,” in addition to intense fri-
ability, with spontaneous bleeding and pain. She reported unquantified weight loss and an
oral mucosa swab was performed during the investigation for fungus research, with a positive
result. Laboratory exams revealed no alterations (including HIV negativity), except for eosin-
ophilia, with a total leukometry of 7,500 and 14% eosinophils. Itraconazole 200 mg/day was
initiated. As there was no clinical improvement, the medication was replaced with fluconazole
150 mg/day, with no satisfactory result. Upper digestive endoscopy (UDE) was then per-
formed, and esophageal lesions were observed that were similar to those observed in the oral
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mucosa, especially in the proximal third, decreasing in the middle third, and absent in the dis-
tal third (Fig. 1, 2). Biopsies were collected, and a histopathological diagnosis of PV was estab-
lished. Prednisone was initiated, with clinical and endoscopic improvements (Fig. 3). At the
moment, she is in outpatient follow-up.

Discussion

In PV, the initial lesions are formed by the rupture of asymptomatic blisters with thin
walls thatleave an area of erosion or painful ulceration [6]. In approximately 70-90% of cases,
signs of the disease appear initially in the buccal mucosa and are most commonly found in the
areas subject to frictional trauma [7].

Involvement of the esophagus is rare, but some studies have reported more frequent in-
volvement than previously thought [8]. By endoscopically examining the esophagi of PV pa-
tients, Calka et al. [9] found up to 46.15% of esophageal involvement. Mignogna et al. [10]
found esophageal involvement in 5 out of 8 patients examined. In cases where there is esoph-
ageal involvement, the main symptoms are dysphagia and odynophagia, present in 57.1 and
21.4% of cases [10, 11]. Bleeding is even rarer, in 3.5% of cases [12].

We presented an unusual case of vesiculobullous lesions in the buccal region and proxi-
mal esophagus, the diagnosis of which was made possible by UDE, which was determinant for
adequate therapy and clinical improvement of the patient. Our patient did not present rele-
vant esophageal symptoms other than anorexia and weight loss. The symptoms were predom-
inantly oral and did not improve with the usual treatment for diagnoses of oral candidiasis,
which was administered initially.

The lesions, as in our case, usually concomitantly reach the mouth and the esophagus;
however, some authors have shown involvement of the esophagus only [13].

Esophageal involvement is more frequently diagnosed when there are symptoms such as
dysphagia and odynophagia, with a previous history of PV, especially if the patient is not re-
sponsive to the usual treatment [14]. The majority of patients with lesions in the esophagus
are middle-aged women, as in our case [14].

In our case, the patient had an initial diagnosis of moniliasis performed by oral swab and
was treated as such, but she did not respond adequately. Once the endoscopy was performed
and PV was diagnosed, it effectively responded to oral corticosteroid therapy.

We conclude that in patients with vesiculobullous oral lesions, PV should be considered
as one of the diagnostic hypotheses. Although esophageal involvement seems to be rare, it has
been identified in many patients, even without oral involvement. The accomplishment of UDE
with the performance of biopsies and histopathology is fundamental for diagnostic clarifica-
tion.

Statement of Ethics

Approval from the ethics committee was obtained from the Faculty of Medical Science
and Health of Juiz de Fora MG - Brazil, No. 2.570.661, for this case report. Besides that, written
informed consent was obtained from the patient for publication of this case report and any
accompanying images.
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Fig. 2. Esophageal lesion identified during endoscopy, before treatment with prednisone.
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Fig. 3. Image of the esophagus, after treatment with prednisone.
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