NAVAL POSTGRADUATE DENTAL SCHOOL
                    MUCOUS MEMBRANE PEMPHIGOID

 Background:  It is approximately 45 years since pemphigoid was recognized as a clinical phenotype distinct from the previously recognized bullous diseases pemphigus and dermatitis herpetiformis.  The condition was then seen to be actual a family of diseases that includes conditions such as bullous pemphigoid (BP) and pemphigoid (herpes) gestationis, which generally affect the skin and have only minor oral involvement, and mucous membrane pemphigoid (MMP), which mainly involves the mucous membranes, most frequently the 

oral and ocular mucosae.  A number of other subepithelial vesiculobullous disorders were subsequently recognized, and the term immune-mediated subepithelial blistering diseases (IMSEBD) was introduced.

Pathophysiology:  The pathogenesis of MMP probably includes an autoantibody-induced, complement-mediated sequestration of leukocytes with resultant cytokine and leukocyte enzyme release and detachment of the basal cells from the basement membrane zone (BMZ), but there may also be complement-mediated cell lysis.  MMP is characterized by junctional separation at the level of the basement membrane, which gives rise to a sub-basilar split.  A histopathologic feature distinguishing MMP from BP is that the inflammatory infiltrate in MMP contains fewer eosinophiles than BP.  In MMP, immunostaining at the epithelial BMZ reveal an abundance of IgG and C3.  Patients with MMP rarely have circulating autoantibodies to BMZ components.  

Five subsets of MMP that have been described: 

1. Oral Pemphigoid: patients have oral lesions only, with a low frequency of positive indirect immunofluorescence findings and without serologic reactivity to BP antigens or other recognized MMP antigens.

2. Anti-epiligrin Pemphigoid: rare and is characterized by serologic reactivity only to the dermal side of skin and a low titer of circulating IgG antibodies to BMZ on indirect immunofluorescence.

3. Anti-BP Antigen Mucosal Pemphigoid:  has oral mucosal and skin lesions with indirect immunofluorescence findings similar to those seen in BP

4. Ocular Pemphigoid: includes patients who have ocular lesions (with or without oral lesions) with low frequency of IgG and C3 and greater deposits of fibrin

5. Multiple antigens: a MMP group that consists of patients with antibodies directed against more than one antigen.

Epidemiology: MMP is an autoimmune disorder usually of unknown cause but occasionally triggered by drugs and occasionally associated with other autoimmune diseases.  The epidemiologic nature of MMP is unclear.  One of every 15,000 to 40,000 patients treated in an eye clinic may have ocular pemphigoid.  Dermatologic data suggest that MMP is approximately 7 times less common than BP, but retrospective immunofluorescent studies suggest that MMP is up to 3 times more frequent than pemphigus, which has an incidence rate of 0,5 to 3.2 per 100,000 people.

  MMP is predominantly a disease of women, with a mean age onset of 51 – 62 years.

Clinical Manifestations: Patients with MMP commonly have gingival lesions and commonly present with  “desquamative gingivitis” (DG).  Chronic oral soreness is common and can be worse when acidic foods are eaten.  The clinical appearance is of gingival erythema and loss of stippling, extending apically from the gingival margins to the alveolar mucosa.  The desquamation may vary from mild, insignificant patches to widespread erythema with a glazed appearance.  DG is recognized to be mainly a manifestation of a number of disorders ranging from vesiculobullous diseases to adverse reactions to a variety of chemicals or allergens.

   Vesicles or bullae may also occur elsewhere on the oral mucosa in MMP and there can be a positive Nikolsky sign.  The blisters rupture quickly, leading to pseudomembrane-covered, irregularly shaped erosions.  These erosions have a yellowish slough and are surrounded by an inflammatory halo.  Oral scarring is rare.

    Eye involvement usually begins as chronic conjunctivitis with symptoms of burning, irritation, and excess tearing.  Vesicles are rarely seen and ulceration is only seen in advanced aggressive disease.  Scarring after repeated fibrosis can lead to the fusion of the sclera and palpebral conjunctivae (symblepharon) or of the superior and inferior palpebrae (ankyoblepharon).  The conjunctiva may contract and invert the eyelid margins (entropion), leading to inversion of eyelashes into the corneal surface (trichiasis).  This can lead to blindness.

Differential Diagnosis: is based on the history, examination, and biopsy of the lesions.  When performing a biopsy, it is best to include a vesicle or perilesional tissue, and it is best to avoid biopsying an erosion or the gingiva.  

If the disease is predominately cutaneous, a diagnosis of BP is made, if it is predominately mucosal, especially when associated with scarring????, a diagnosis of MMP is more appropriate.  Epidermolysis bullosa acquisita (EBA) is distinguished if immune deposits are limited to the dermal floor after immunofluorescence is performed.

Treatment:  Principal treatment modalities reported in MMP

Topical corticosteroids 



Sulfonamides
  Beclomethasone dipropionate                                     Sulphapyridine

  Betamethasone valerate                                               Sulphamethoxpyridazine

  Budesonide                                                             

  Clobetasol propionate 



Tetracyclines 

  Fluocinonide 




 Tetracycline

  Doxycycline
Systemic corticosteroids                                             Minocycline

   Prednisone

Other immunosuppressives
  

   Azathioprine                                                            

   Cyclophosphamide 

   Cyclosporine

   Dapsone

Surgery

   It is evident that MMP is actually a heterogeneous entity that includes several disease characterized by the presence of different anti-BMZ antibodies.  Most of these diseases are characterized by oral involvement.  Immunologic difference may account for the significant differences in their clinical presentation and responses to therapy.

