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ABSTRACT

Pemphigus vulgaris (PV), a rare autoimmune muco-
cutaneous blistering disorder, has been reported with an in-
cidence of 0.1-0.5 cases per 100,000 individuals worldwide
per year. It is slightly more common in women and occurs
primarily in adults during the 5th or 6th decade of life. The
etiology of PV is uncertain but is supposed to be mediated
by circulating immunoglobulin G autoantibodies against
the desmosomal cadherins, desmoglein 1 and 3. Biopsy,
light microscopic examination, and additional adjuvant
tests, such as immunofluorescence studies can be used to
establish the diagnosis. In most cases (70-90%), the first
signs of disease appear on the oral mucosa, but most pa-
tients with oral lesions are initially misdiagnosed and
treated improperly for months or years. If these patients are
misdiagnosed or left untreated, PV may be fatal with a mor-
tality rate ranging from 60% to 90%. Therefore, here we
discuss the basics of diagnosing and treating patients with
PV and oral lesions.
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INTRODUCTION

Pemphigus refers to a group of potentially life-
threatening autoimmune mucocutaneous diseases, charac-
terized by the formation of intraepithelial oral and skin blis-
ters. Pemphigus can involve other mucosae besides the oral
mucosa, including conjunctive, nasal, pharyngeal, laryn-
geal, esophageal, genital, and anal mucosae.

The word “pemphigus” comes from the greek
pemphix, which means blister or bubble. It is a rare disease,
which affects 0.1 — 0.5 people/100 000 inhabitants per year.
The peak of incidence occurs between the fourth and six
decades of life, with the male to female ratio of 1:2.

Pemphigus is classified into 6 major groups:
Pemphigis Vulgaris (PV), Pemphigus Foliaceus, Pemphigus
Vegetans, Permphigus Erythematosus, paraneoplastic pem-
phigus and IgA pemphigus [1].

The exact cause for this disease is still not clear, but
it is widely accepted, that it is a result of an autoimmune
process, in which serum IgG antibodies are produced
against normal desmosomal adhesion molecules
(desmogleins) of the cell membranes of keratinocytes.
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Desmoglein-1 is expressed in all layers of the epidermis,
with higher concentration in the more superficial layers,
whereas Desmoglein-3 is expressed in the basal and
parabasal layers. The binding of antibodies to desmoglein
at mucosal or cutaneous level leads to loss of cellular ad-
hesion, acantholysis in stratum spinosum and the conse-
quent formation of blisters [2].

Although PV is considered an idiopathic
autoimmune disease, some environmental factors are dis-
cussed as possible to initiate the autoimmune reaction.
Such factors could be medicines with thiol grouplike an-
giotensin-converting inhibitors, penicillamine, rifampicin
and others [3]; viruses, even nutritional like garlic [4].
There is a strong genetic background to pemphigus with
linkage to HLA class II alleles and ethnic groups such as
Ashkenazi Jews and those of Mediterranean origin, are es-
pecially liable [5].

PV is the main variant and the one that most affects
the mouth. Oral lesions are the first manifestation of the
disease in 50-90% of cases. They can be the only clinical
symptom for a period of 2-6 months until the appearance
of skin lesions, which means that recognizing oral mani-
festations should be extremely important for both dentists
and dermatologists. Clinically, the oral blisters have a very
thin wall and rapidly rupture due to oral traumas, result-
ing in painful and hemorrhagic erosions. The ulcers and
erosions bleed easily, do not heal for a long period of time
which leads to worse life quality. The patients complain
from constant pain, burning sensations and general discom-
fort. While any area in the oral cavity can be involved, the
soft palate, buccal mucosa, and lips are predominantly
affected.Among these locations, blisters are most common
found in areas, subjected to frictional trauma [6].

The diagnosis is based on a set of 3 criteria:

1. Clinical signs — persistent desquamative gingivi-
tis with multiple painful erosions; positive Nikolsky sign
(although not sensitive, this seem s to be highly specific
technique for oral blisters [7]);

2. Histological assessment of biopsy samples — acan-
tholysis, Tzanckacantolythic cells;

3. Immunological tests—immunofluorescent tech-
niques. Direct immunofluorescence shows positive inter-
cellular signals for IgG deposits in keratinocytes. Indirect
immunofluorescence proves pemphigus antibodies in the

Jof IMAB. 2019 Apr-Jun;25(2)



serum. ELISA test — with recombinant desmoglein 1 and 3
to measure anti-desmoglein antibodies in serum. When all
of the above is still uncertain — immunoprecipitation and
immunoblotting techniques [8].

The treatment should be organized by the dermatolo-
gist, in close cooperation with a periodontologist for oral
treatment. Standart therapy consists of a combined use ad-
ministration of systemic corticosteroids and
immunosuppressants [9]. After achieving a remission, the
dose is minimized to levels, able to control the active course
of the disease but to avoid the side effects of these drugs.
Additional therapeutic arsenal includes pulse therapy (in-
travenous infusion of very high doses of
immunosuppressants for a short time period); high doses of
intravenous immunoglobulin; plasmapheresis; extracorpor-
eal photopheresis with exposure of serum to psoralens and
UVA; antagonists of tumor necrosis factor 4 (infliximab,
etanercept); antiCD20 monoclonal antibodies (rituximab)
[10]. The morbidity and mortality of PV are related to the
extent of the disease, the drug dose required to eradicate le-
sions, the age of the patient, the antibody titer, and the pres-
ence of comorbidities [11]. Before the introduction of
corticosteroids, around 75% of patients died within the first
year. Currently, less than 10% of patients die, usually due
to the secondary effects of the treatment [12].

CASE REPORT

A 68-years female was referred to the department of
periodontology and oral diseases, Faculty of Dental Medi-
cine — Plovdiv from an ear-nose-throat specialist with chief
complain of multiple “aphthae” in the oral cavity and
throat, causing severe pain. The history revealed that le-
sions appeared almost 3 months before the visit. The pa-
tient actively sought help from her dentist since the be-
ginning, but the diagnosis was “recurrent aphthous stoma-
titis” and it was treated with antiseptic dyes (Granofurin,
Vagothyl) and herbal rinses. 2 months after the appearance
of first oral blisters, skin blisters appeared on the hands and
legs. Anyway, the patient neglected the blisters, consider-
ing them as a food allergy or trauma. The main reason she
continued looking for help was the inability to swallow
because of the constant pain in the mouth and throat.

Intraoral examination revealed clinical signs, char-
acteristic for desquamative gingivitis and advanced peri-
odontal disease (fig.1). There were multiple and persistent
areas of erosions on the soft palate (fig.2), buccal mucosa
(fig. 3) and ventral surface of the tongue (fig.4). Some of
the erosions located on the distal attached maxillar gingiva
were covered by thin superficial membrane (fig. 5a, b). The
gingival mucosa exhibited a positive Nikolsky sign. The
patient reported a spontaneous bleeding from the gums; se-
vere bleeding was observed under slight provocation with
a periodontal probe. Halitosis and formation of dark crusts
at the vermillion were noticed, result of healed blisters.
Extraoral examination revealed few blisters on the palmar
surfaces of both arms; the decollete and very big crusts
from blisters on the legs (fig.6 a, b). The patient used to
punch the blisters for the liquid to flow out and then put
an antibiotic dressing on top.
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Fig. 1. Clinical signs of desquamative gingivitis.
Bleeding on slight provocation. A raptured blister in the
attached gingiva in maxillar right premolars. Ulcerated
gingival margins and papillae in the lower canines and
premolars.

B

Fig. 2. Painful palatal lesions

&

Fig. 3. Buccal erosion, next to tooth #37.
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Fig. 4. Erosion on the verntral surface of the tongue Fig. 6 a, b. Skin blister. Hemorrhagic crusts on the
ankle after a big bullae rupture.

Fig. 5 a,b. Erosions in the attached gingiva of the
maxilla; covered by a thin membrane (wall of the blister)

There was no history of any systemic diseases ex-
cept high blood pressure for 6-7 years, which was treated
successfully with calcium channel blockers.

Based on the history and clinical examination, a pro-
visional diagnosis of PV was made. The patient was imme-
diately referred to the dermatologic clinic in the Medical
University — Plovdiv for histologic and immunologic tests
and relevant systemic treatment.

DISCUSSION

This clinical case is a typical example of a patient
with misdiagnosed and incorrectly treated disease, which
cost a delay of a few months of adequate treatment to
achieve remission. Setting the provisional diagnosis of gen-
eral practitioners and dentists is not difficult if there is a
knowledge of the basic clinical symptoms of the disease
and the differential diagnosis of oral lesions.

Guidelines for differential diagnosis of oral lesions
The most frequent differential diagnosis in patients

2518 https://www.journal-imab-bg.org J of IMAB. 2019 Apr-Jun;25(2)



with oral lesions are:

1. Recurrent aphtous stomatitis. In this case, small
ulcers with white-yellowish membrane are seen, surrounded
by an erythematous halo. They disappear without treatment
for 10-14 days. Acute course;

2. Behcet disease. Big painful aphtae in the oral mu-
cosa, together with genital and ocular ulcers.

3. Acute herpetic gingivostomatitis. Occurs most of-
ten in infants under 6 years. In this case there is a prodro-
mal period, then small grayish vesicles which may occur
on the gingiva, labial and buccal mucosa, soft palate, phar-
ynx and tongue. After 24 hours vesicles rupture and reveal
painful ulcers with red halo-like margins and a depressed
white central portion. Heal without scarring for 7-10 days.

4. Bullous lichen planus. Characteristic reticular le-
sions are always found connected with bullae;

5. Mucosal or cicatricial pemphigoid. Oral lesions
do not appear before skin lesions; blisters are smaller with
a shorter duration than these in PV. Heal fast without scar-
ring;

6. Erythema multiforme. Target-shaped skin lesions,
multiple large shallow, painful oral ulcers with an ery-
thematous border; hemorrhagic crusting of the vermillion
border of the lips [6, 13].

Guidelines for treatment of oral lesions

The systemic treatment, prescribed by the derma-
tologist affects the course of oral ulceration in patients with
PV, but still, their response to treatment is much slower in
comparison to the cutaneous lesions. That is why a close
collaboration between dermatologist and dentist is required
for complete healing of oral signs.

1. Application of topical corticosteroid creams (0.1%
triamcinolone acetonide in Orabase, 0.05% fluocinolone
acetonide, 0.05% clobetasol propionate);

2. In refractory lesions - intralesional injection of tri-
amcinolone acetonide 20 pg/ml every 7-15 days, but the
injections must be stopped if there is no improvement af-
ter the 39 one;

3. Optimal oral hygiene, including soft mouth rinses
with diluted chlorhexidine; no mouth rinses with alcohol;

4. Proper atraumatic periodontal treatment and sup-
portive periodontal care; a prophylactic administration of
20 mg prednisone/day is recommended for 5-7 days before
any dental procedure, which is connected with trauma to
the gums [14, 15, 16,17].

Minimizing oral irritations is very important in pa-
tients with PV. There is a study suggested co-enzyme Q10
as adjuvant therapy for periodontal involvement [18].

CONCLUSIONS

Most patients with oral lesions could be initially
misdiagnosed, usually as aphthous stomatitis, and may be
improperly treated for months. This can have crucial con-
sequences. When diagnosed on time and treated correctly,
the long-term prognosis depends on the age of the patient
and the initial severity, the extent of the lesions, the drug
dose, required for remission of the disease, and possible side
effects of the medications. There is no consensus on the
optimal treatment approaches and a lack of evidence-based
treatment guidelines. For a better overall prognosis of pa-
tients with PV, a close cooperation between dermatologist
and dentist and a personalized approach is necessary in or-
der to improve their life quality.
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