Bullous diseases                                                                                                                   

Classifications:
There are many classifications for bullous diseases. E.g. Depending on the etiology, bullous diseases can be classified into the following groups:
1. Autoimmune: when immunological factors play a role in the production of the blister e.g. pemphigus, bullous pemphigoid. dermatitis herpitiformis, Herpes gestationis, chronic benign bullous disease of childhood.

2. Mechanobullous diseases: Hereditary or acquired epidermolysis bullosa.

3. Infections: Impetigo, staphylococcal scalded skin syndrome (4 S), herpes zoster, and herpes simplex.

4. Physical factors: burn, ultraviolet light, friction, cold exposure (periniosis).

5. Metabolic factors: porphyria, amyloidosis, Diabetes mellitus.

6. Miscellaneous; insect bite. erythema multiforme, dermatitis, fixed drug eruption, toxic epidermal necrolysis, bullous systemic lupus erythematosus.
     Bullous diseases can be classified also according to the site of separation into intraepidermal or subepidermal. 
Intraepidermal bullae can be subdivided into 
· subcorneal i.e. when the cleavage found below the stratum corneum like bullous impetigo, SSSS, miliaria crystallina, candidiasis..,
·  Intraepidermal i.e. within the stratum malpighi layer like viral infections or dermatitis, or
·  Suprabasal i.e. just above the stratum basale like in pemphigus.
Subepidermal bullae occurs when the separation found under the epidermis like in bullous pemphigoid ,dermatitis herpitiformis, herpes gestationis, acquired EB, bullous LE.
Pemphigus
A serious chronic bullous autoimmune disease of skin & mucous membrane. It occurs in young & middle age group (40-60 yr).

Aetiology: It is an autoimmune disease characterized by the presence of circulatory IgG antibodies against the intercellular cement substances leading to loss of cohesion between the epidermal cells (acantholysis). the titer of these antibodies correlate with the activity of the disease.

Types
1. Superficial types: like pemphigus foliaceus and its variant P. erythematosus when the site of the cleavage found in the upper part of the epidermis either subcorneal or through the stratum granulosum.

2. Deep types: like Pemphigus vulgaris and its variant P vegetans, drug induced pemphigus when the site of the cleavage is suprabasal.

3. Paraneoplastic P: (ass. with malignancy).

4. IgA pemphigus

Clinical features:               
 pemphigus vulgaris: oral lesions are the presenting feature in about 60% of the patients and may precede the cutaneous lesions by several months. Oral cavity is involved in 100% of the patients during the course of the disease. They appear as slowly healed painful erosions .Other mucous membrane may be affected also like the nose, conjunctiva, pharynx, larynx, vagina and esophagus.

 The cutaneous lesions appear as generalized bullous lesions predominantly on the trunk and on apparently normal skin. The bullae are large, flaccid and rupture rapidly leaving oozy and crusted erosions that heal slowly with hyperpigmentation without scarring -the patient usually looks ill. The most common sites affected are scalp, chest, axilla, groin, and umbilicus.
Nikolsky sign: separation of the normally looking epidermis adjacent to the bullae by sliding pressure with the finger or pinching of the area. It is characteristic but not diagnostic of pemphigus because it rarely may occur in other diseases like toxic epidermal necrolysis, 4S syndrome, dystrophic epidermolysis bullousa or burn.
 P. vegetans, there are multiple vegetative lesions in the flexural areas with or without generalized bullous eruption.
P. foliaceus : Scaly crusted erosion on an erythematous base, occurs mainly on the face .scalp, chest and back. The bullae are more superficial and rupture rapidly. Oral lesions are uncommon and less severe than P. vulgaris .
DDx: BP, DH, EM, Bollous impetigo, bullous drug eruption, EB ecquisita, bullous LE.

Investigation
1- Biopsy for H/P exam

2- Immuno fluorescence study direct IgG & C3 deposit in the intercellular substance of the epidermis.

3- Serum: Auto antibody of IgG detected by indirect IF in 90 %.

Treatment
1- High dose oral predenisolon (2-3mg/kg).

2- Immunosuppression drugs like azathioprine, cyclophosphamide & methotrexate.

3- Other drugs like gold therapy, mycophenolate mofetil, IV immunoglobulin & plasmaphresis.

4- Topical & systemic AB, correction of fluid & electrolyte imbalance & wet dressing.

Prognosis: It is chronic serious disease unless treated. Causes of death are usually due to side effect of steroid, secondary infection, loss of fluid & electrolyte.  
Bullous pemphigoid (PB)
Autoimmune bullous disease, usually in elderly (60-80 yr) with equal sex affection.
Ax: Caused by circulating AB directed against bullous pemphigoid Ag (Bp Ag1, Bp Ag2) in the lamina lucida which located in dermoepidermal junction. The titer of AB don’t correlate with the activity of disease.
Clinical Features: the disease commonly started on the limbs as urticarial or occasionally eczematous lesions followed by the appearance of large, dome shaped, tense blister that rupture more slowly than pemphigus but they heal more rapidly with hyperpigmentation . It commonly involve the axillae, groin, thighs & abdomen .The oral cavity affected in one third of the patients only and it is rarely the presenting feature of the disease . The general condition of the patient usually remains good. There is moderate- sever pruritis with negative  

N sign.
The course of the disease is remissions and exacerbations for months or years that may be followed by spontaneous remission.
Ix:
1. H/P

2. Direct IF show linear IgG & C3 along the basement membrane zone.

3. Indirect IF (serum antibasement membrane IgG in 70%)
4. Hematology :Eosinopholia

Rx: Topical & systemic steroid by lower dose than pemphigus. Other immunosuppression drugs can be used Azathioprine, IV immunoglobin, plasmaphresis &dapson.
Herpes gestationis (Bullous pemphigoid of pregnancy).

It is a rare intensely pruritic bullous eruption that may develop in association with pregnancy,  hydatidiform mole , choriocarcinoma or contraceptive pills. It sometimes occurs in the puerperium .The disease recurs with each pregnancy .

Clinical features
The average onset of the disease is about the 20 weeks of pregnancy & the onset become earlier with subsequent pregnancy. It started as urticarial papules and annular wheals with marked pruritus mainly around the umbilicus which then progress to tense bullae similar to bullous pemphigoid . Involvement of the oral cavity is relatively rare. The disease may transferred rarely to the fetus through the placenta,

Treatment
 in mild cases potent topical steroids .when the bullae appear, systemic steroids 40 mg prednisolone are used and reduced gradually on control of the disease .
Dermatitis Herpitiformis (DH)
Intensely pruritic, chronic relapsing papulovesicular disease . It can occur at any age even in childhood but it occurs mostly in young adults between 20-40 year of age. Male to female ratio is 2:1.

Aetiology:   The   disease   usually   associated   with   gluten hypersensitivity similar to celiac disease. The patients usually had subtotal villous atrophy on jejunal biopsy but usually without clinical symptoms of celiac disease .

Clinical Features: Pruritus  is very prominent and usually the presenting  complaint of the patient . On examination there are polymorphic excoriated papulovesicular lesions characterized by grouping. The vesicles or bullae are rarely seen because they rapidly ruptured by scratching . The lesions are distributed bilaterally and symmetrically mainly on the extensor aspects of the extremities especially the elbows and knees, buttocks and natal cleft. The axillary folds , shoulders , trunk, face and scalp are frequently affected . Oral lesions are rare.

Dx:
1- Immunogenetic ass with HLA B8

2- H/P

3- Immuno fluorescence; granular deposit of IgA at the tip of dermal papillae.

4- Circulating antireticulin AB, antiendomysial AB

Treatment:

Dapsone is the main step of treatment given in a dose of 50-300 mg per a day according to the need of the patient. It stop itching within 24-48 hours and this can be used as a diagnostic test. Sulfapyridine, systemic steroids may be needed to induce remission . Gluten-free diet may improve the condition and reduce the dose of dapsone.The treatment is life long.

Chronic Benign Bullous Disease Of Childhood
   This disease is relatively common in Iraq. It is a disease of childhood that usually start in preschool age around 4-5 y. It is a benign non-hereditary condition that usually started suddenly as large blisters developed mainly around the genitalia, buttocks, inner thighs and perineal area. New small blisters may arise around the old large one leading to what is called ((cluster of jewels)) appearance. pruritus is mild or absent . The lesions heal in a short period leaving hyperpigmentation but without scars.

Prognosis; Spontaneous remission usually occurs in nearly all patients within 2-3 years of onset.

Treatment: Dapsone, small doses of systemic steroids may be needed to induce remission .
Epidermolysis bullousa (E.B)
This group of bullous diseases are called mechanobullous diseases which means appearance of bullae at the site of mechanical injury. They can be hereditary or acquired .
Hereditary Epidermolysis bullousa (E.B):

 It is the most common type and can be classified according to the clinical features and site of cleavage into the following major forms:

1- Epidermolysis bullousa simplex:

  Autosomal dominant Condition. The cleavage occurs within the basal cell layer of the epidermis. It started shortly after birth as multiple bullous lesions at the site of trauma. The lesions heal without scar but may leave hypopigmentation. The hair, nail and mucous membrane are usually spared.

2- Junctional Epidermolysis bullousa:
   A usually fatal autosomal recessive condition. The cleavage occurs at the dermoepidermal junction. The disease characterized by widespread mucous membrane involvement in addition to bullous lesions at the site of trauma.

3- Epidermolysis bullousa dystrophica:
  It can be autosomal recessive or autosomal dominant condition, the recessive form being more severe. The cleavage occurs in the subepidermal region due to abnormal anchoring fibrils. The lesions also associated with appearance of multiple bullous lesions even on simple trivial trauma. The lesions heal with atrophic scars that lead to adhesions and the patient may end with useless claw hands. Hair, nail and mucous membrane are commonly affected.

Prenatal  diagnosis can be made before labour. There is no effective treatment apart from genetic councelling.  

Epidermolysis bullousa Acquisita  
Chronic subepidermal bullous disease, This acquired form that is occurs rarely.   It start in adult & may be associated with internal malignancy as paraneoplastic condition, or with other metabolic diseases. The lesions are tense blisters at side of trunk & external surface of extremities. It heal with scar & hyperpigmentation.

Rx: Steroids or dapson 
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