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ABSTRACT

Bullous pemphigoid /BP/ is a chronic blistering disorder that can affect oral mucosa
very rarely. This autoimmune disease typically has a gradual onset and a chronic
progressive course with exacerbations and remissions. Against components located in
the epithelial basement membrane are formed autoantibodies. It is important to perform
an incisional biopsy to establish a definitive diagnosis. Direct immunofluorescent
findings are identical in BMMP and BP. Indirect immunofluorescence shows
circulating IgG antibodies against the components of basement membrane in the
majority of cases with BP but very rarely in patients with BMMP. There is no
correlation between antibody titer and disease severity in BP. The aim is to present a
very rare case of bullous pemphygoid of oral mucosa histologically proved with
immunostaining. We present a patient with clinically identified oral lesion - bullae with
clear fluid content in buccal mucosa of maxilla. After the rupture of bullae it left painful,
superficial, ulcerated areas of oral mucosa. Hystopathological examination revealed
subepithelial blister formation with clean separation of the full thickness of the
epithelium from the underlying connective tissue layer. Direct immunofluorescence
revealed a continuous linear band of immunoreactants at the basement membrane area.
This immune deposit consist mainly IgG and C3, localized in the basement membrane.
Conclusion: The treatment depends on the severity of the disease, tendency of
progression and the affected areas. Therefore the clinicians should thoroughly examine
all mucosal sites in order to make a proper diagnosis. The chronically characteristic of
this autoimmune disease can lead to significant morbidity to patients. The adverse
effects from long-term use of corticosteroids and immunosuppressives agents can also
contribute to morbidity.

Autoimmune diseases typically have a gradual onset and a chronic progressive course with exacerbations and

remissions. Mucous membrane pemphigoid (cicatrial pemphigoid) and bullous pemphigoid represents a group of

chronic, blistering, mucocutaneous autoimmune diseases in which tissue-bound autoantibodies are directed against

components of the basement membrane of the epithelium. This condition has a heterogeneous origin, with

autoantibodies being produced against any one of a variety of basement membrane components, all of which are

with similar clinical manifestations. It is interesting that these oral lesions seldom exhibit tendency for scar

formation [1-47. Bullous pemphigoid (BP) and cicatrial pemphigoid(CP)

have similar causes and microscopic

features but a different distribution of lesions. The skin in all patients with BP demonstrates large thick-walled

bullae, but oral mucosal lesions are less common [5, 67.
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Bullous pemphigoid is the most common of the auto - immune blistering conditions, occurring at an estimated
rate of 10 cases per million population annually. In plasma of these patient could be found auto - antibodies directed
against components of the epithelilium basement membrane. Bullous pemphigoid resembles in many aspects to
mucous membrane pemphigoid, but most scientists note that there are enough differences between them to consider
that these diseases as distinct but related entities. One of the significant differences is that the clinical course in
most of the patients with bullous pemphigoid is usually limited, whereas the course in patients with cicatricial
pemphigoid is usually protracted and progressive [77].

Direct immunofluorescent findings are identical in CP and BP. Indirect immunofluorescence reveals circulating
IgG antibodies in plasma against the components of basement membrane in the majority of cases with BP but very
rarely in patients with CP. There is no correlation between antibody titer and severity of disease in BP cases [57].

Oral mucosal lesions are almost always present, and they are the initial lesions in the majority of cases in
patient with BP.

Bullous pemphigoid typically develops in patients between 60 and 80 years of age. No sex or racial predilection
is generally reported. Pruritus could be an early symptom of the disease. This is followed by the development of
single in the beginning and after that multiple bullae on either normal or erythematous skin. These lesions
eventually rupture after several days and can cause a superficial crust. Healing takes place without scarring in most
of cases.

Oral mucosal involvement is common, although the reported prevalence in several series of cases has ranged
from 8% to 39%. The oral lesions, the same as the skin lesions, begin as bullae, but they have tend to rupture
sooner, probably as a result of the constant low-grade trauma in oral cavity to which the oral mucosa is subjected.
Large, shallow ulcerations with smooth, distinct margins are present after the bullae rupture [4, 7, 87.

Early lesions during the urticarial phase may be non-specific and show mild dermal oedema in the upper layers
with perivascular infiltrate. Often conspicuous eosinophils could be found. Immunofluorescence is very helpful for
diagnosis in this early phase of the disease. The blister that is formed is subepidermal and contains fibrin and also
large numbers of inflammatory cells including eosinophils.

Aim The aim of our study is to present a rare case of BP with initial lesions in oral cavity.

2. CASE REPORT

During the scheduled visit to dental office a 54-year-old male was diagnosed with bullae in vestibular aspect of
right maxilla. He was reported to the outpatient Department of Oral and Maxillofacial surgery, FDM, MU - Sofia,
with a chief complaint of bullae. He has no history of difficulty in swallowing food or any eyesight problems. On
general physical examination there were not any complaints and findings. On intraoral examination, a solitary
intact bullae measuring about 5 mm in diameter was present on the upper labial mucosa.(Fig.1.) No other bullae and
vesicles were founded. Based on patient's history and clinical presentation, a provisional diagnosis of mucous
membrane pemphigoid was considered. After the rupture of bullae it left large, superficial, ulcerated, and denuded

areas of mucosa.
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Figure-1.The initial detected lesion
Source: Photo is taken by us- clinical case, that we describe

a

Figure-2. Bullous lesions of oral mucosa- a,b
Source: Photo is taken by us- clinical case, that we describe
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Figure-3. Ruptured bullae
Source: Photo is taken by us- clinical case, that we describe

An incisional biopsy was performed from the affected area for histopathologic evaluation and for direct
immunofluorescence test. Findings showed hyperplastic parakeratinized stratified squamous epithelium of irregular
thickness with subepithelial split. Also biopsy of perilesional mucosa showed a split between the surface epithelium
and the underlying connective tissue in the region under the basement membrane. Direct immunofluorescence
showed linear deposition of IgG and C3 along the basement membrane.

After some days others lesions were presented in oral mucosa-Fig.2-a,b, fig.3

Direct immunofluorescence showed intercellular positivity for IgG and C3 and IgM, IG A, in the lining
epithelium and acantholytic cells. Based on the history, clinical examination and the laboratory findings a definitive
diagnosis of mucous membrane pemphigoid was confirmed.

Consultation with a dermatologist was performed for further treatment and follow up.

3. DISCUSSION

The etiology and pathogenesis of this disease is considered to be an autoimmune, with participation of
epithelium basement membrane directed antibodies, that causes subepithelial separation.

Microscopic examination of tissue obtained from the perilesional margin of a bulla shows separation of the
epithelium from the connective tissue at the basement membrane area, resulting in subepithelial blisters. Both acute
and chronic inflammatory cells are typically seen in the lesional area, and also the presence of eosinophils within the
bulla itself is most common feature [77].

Direct immunofluorescence studies reveal a continuous linear band of immunoreactants: IgG and C3, that are
located in the basement membrane area in 90% to 100% of affected patients. These antibodies may bind to proteins
associated with hemidesmosomes, structures that bind the basal cell layer of the epithelium to the basement
membrane and the underlying connective tissue. It is interesting that these proteins in hemidesmosomes have been
known as bullous pemphigoid antigens (BP180 and BP230). Immunoelectron microscopy has revealed the
localization of BP180 to the upper portion of the lamina lucida of the basement membrane of the epithelium [77.

According some authors 50% to 90% of the patients also have circulating autoantibodies in the serum,
producing an indirect immune fluorescent pattern that is identical to that of the direct immunofluorescence

examination. The antibody titers seen in bullous pemphigoid do not appear to correlate with disease severity. The
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antibodies do not appear to be capable alone of inducing the lesions in this disease. Instead, binding of the antibodies
to the basement membrane initiates the complement cascade, which in turn results in degranulation of mast cells,
with recruitment of inflammatory cells like neutrophils and eosinophils to the affected area. The damage to the
basement membrane is due to released by the inflammatory cells elastases and matrix metalloproteinases [6, 7, 9.

It is very difficult to distinguish mucous membrane pemphigoid from bullous pemphigoid, linear IgA bullous
dermatosis or epidermolysis bullosa aquista. The distinctions could be made mainly on the basis of clinical findings.
In the serum of patients with mucous membrane pemphigoid have been identified several possible target antigens.
These include: bullous pemphigoid antigens 1 and 2; laminins 5 and 6; type VII collagen and B4 integrin subunit [4,
10-127. BMMP can also involve conjunctiva; nasal, esophageal, pharyngeal and vaginal mucosa; and skin as well.
Adhesion and scarring between the bulbar and palpebral conjunctivae (symblepharon) can cause visual impairment
(5). Bullous pemphigoid (BP) and BMMP have similar causes and microscopic features but a different distribution of
lesions. The skin in all patients with BP demonstrates large thick-walled bullae, but oral mucosal lesions are less
common. Direct immunofluorescent findings are identical in CP and BP. Indirect immunofluorescence shows
circulating IgG antibodies in plasma against the basement membrane in the majority of cases with BP but only
rarely in patients with CP. There appears to be no correlation between antibody titer and disease severity in BP
[5]. Benign mucous membrane pemphigoid and bullous pemphigoid are clinically, histologically, and
immunologically similar but differ in sites of involvement. Benign mucous membrane pemphigoid involves mainly
the mucous membranes, most commonly affects oral cavity and next the conjunctiva. Skin lesions are infrequently
observed. In bullous pemphigoid, the usual site of involvement is the skin. In approximately 30% of cases the oral
mucosa is involved. The immunofluorescence pathologic findings in both diseases are identical, showing immune
deposits along the basement membrane. However, the two diseases differ in the incidence and titer of basement
membrane zone antibodies in sera. In bullous pemphigoid, basement membrane zone antibodies, generally of high
titer (greater than 1:80), occur in approximately 97% of patients. In benign mucous membrane pemphigoid, antibody
titers (usually less than I1:40) occur in only approximately 20% to 25% of patients [13-187.

The BP related complications can be decreased by its early detection and subsequent treatment. If only one
mucosal site is affected, then a thorough review of symptoms highlighting involvement of other regions should be
considered. The treatment of choice for patients with BP mainly depends on the affected site, progression and
severity of the disease. A multidisciplinary approach has been put forth by the consensus group for its treatment.
The multidisciplinary approach should include the dentists and dermatologist [19-227.

Other conditions can mimic pemphigoid histopathologically and differential diagnosis include: linear IgA
bullous dermatosis, epidermolysis bullosa acquisita and angina bullosa hemorrhagica [3, 77.

In cases when epidermolysis bullosa aquisita is suspected the split skin indirect immunofluorescence
examination could be very useful.

Treatment of the patient with bullous pemphigoid consists of systemic immunosuppressive medication.
Management of the disease include moderate daily doses of systemic prednisone that usually control well the
condition, following with alternate-day therapy to reduce the risk of corticosteroid complications. If the lesions do
not respond to prednisone alone, then another immunosuppressive agent, such as azathioprine, may be added to the
regimen. Tetracycline and niacinamide therapy is reported to be effective for some of the patients with BP. A sulfa
derivative, Dapsone, may be used as an alternative therapeutic agent. The more severe, resistant cases require
prednisone combined with cyclophosphamide; however, this regime has the potential for significant side effects [77].

The prognosis is generally good, with many patients experiencing spontaneous remission after 2 to 5 years.
Problems may develop with immunosuppressive therapy in this older adult population, however, and mortality

rates of up to 27% have been reported in some series [7].
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4. CONCLUSION

The chronicity of the diseases can bring significant morbidity to patients. Adverse eftects from systemic long-
term use of corticosteroids and immunosuppressives also can contribute to morbidity for patients with BP. Because
of heterogeneous pathogenetic mechanisms there is no single good therapy for every patient; treatment must be
individualized, depending on lesional distribution, disease severity and progression, and therapeutic response to the

disease.
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