
BULLOUS DISEASES 



• Basement membrane is located between 

different cell types, lies between epidermis 

and dermis, contain and electron-dense 

that is referred as lamina densa. Major 

components of the lamina densa is type IV 

collagen. Lamina lucida is near the basal 

cells. The lamina lucida contains laminin 1, 

laminin 5, adhesive molecules and 

entactin.  

 











• Anchoring filaments (laminin 5) cross LL and 
connect LD to the plasma membrane of the 
basal cells.  

• Anchoring fibrils (type VII collagen) extend from 
the papillary dermis to the deep part of the 
lamina densa.  

• The plasma membrane of the basal cells have 
hemidesmosomes (containing bullous 
pemphigoid antigens, collagen XVII and 
integrin). 

 



• Laminins are large non collagen glycoproteins produced 
by keratinocytes and promote adhesion between the 
basal cells and type IV collagen. 

 

• Bullous diseases are caused with antibodies binding to 
normal tissue antigens. In the pemphigus family 
cadherins holding keratinocytes of the epidermis 
together. In the pemphigoid antigens are synthesized by 
basic cells and are in close asociation with the 
hemidesmosomes and laminin. In dermatitis 
herpetiformis antigen is transglutaminase. 





The pemphigus family 

Pemphigus is severe and potentially life 
treatening. 

Subtypes: 

• pemphigus vulgaris 

• pemphigus vegetans 

• p. foliaceus 

• p. erythematosus  

• p. paraneoplasticus 
 



• The pemphigus is autoimmune disease in which 

pathogenic immunoglobulin G antibodies bind to 

antigens within the epidermis. 

• The main antigens are desmoglein 3 (PV) andnd 

desmoglein 1 (PF) 

• These are cell-adhesion molecules of the 

cadherin family found in desmosomes. The 

antigen-antibody reaction leads to acantholysis. 

 





Clinical features 

• Flaccid blisters of the skin and mouth. The 

blisters rupture easily to leave painful 

erosions. 

• Positive Nikolsky sign-shearing stresses 

on normal skin can cause new erosions. 

• The blisters in PF are superficial than in 

clinical picture are only erosions. In PE the 

facial lesions are pink and scaly. 

 

















Differential diagnosis 

• Pyoderma  

• Impetigo 

• Epidermolysis bullosa 

• Aphthae 

• Behcet’s disease 

• Herpes simplex infection 



Investigations 

1. Biopsy: the vesicles are intra-epidermal with 

keratinocytes floating within the blister cavity 

(acantholysis) 

2. Direct immunofluorescence: intercellular 

epidermal deposits of IgG and C3 

3. Indirect immunofluorescence: serum from a 

patient contains antibodies that bind to the 

desmogleins in the desmosomes. 

4. ELISA 





 





Treatment 

• Very high doses of systemic steroides 
(prednisolone) 

• Immunosuppressive agents (azathioprine, 
cyclophosphamide, mycophenylate 
mofetil) 

• IVIG 

• Plasmapheresis  

• Rituximab 

• Dapsone 





• The course of pemphigus is prolonged, the 

mortality rate is at least 15 % 

• Many have side effects from systemic 

steroids therapy  



Other causes of subcorneal and 

intraepidermal blistering 

1. bullous impetigo 

2. scalded skin sindrome (S.aureus) 

3. miliaria 

4. subcorneal pustular dermatosis 

5. acute contact dermatitis 

6. pompholyx 

7. viral infections 

8. Grover’s disease 

 



Subepidermal immunobullous disorders 

PEMPHIGOID BULLOSUS 

• Is an autoimmune disease 

• The IgG antibodies bind to two main 
antigens: BP230 and BP180, components 
of junctional adhesion complexes called 
hemidesmosomes that promote dermo-
epidermal cohesion 

• Complement is activated and started an 
inflammatory cascade. 

 





Clinical features 

• Pemphigoid is a chronic, itchy, blistering 

disease in elderly patients. 

• Tense vesicles and bullae are on itchy red 

plaques.  

• The mucous membranes are usually not 

effected. The Nikolsky test is negative. 

• The disease is usually self-limiting  







Investigations 

• Biopsy: subepidermal blister is often filled with 

eosinophils  

• Direct immunofluorescence: linear bend of IgG 

and C3 are long the basal membrane 

• Indirect immunofluorescence identifies IgG  

antibodies that react with the basal membrane  

• The association of malignant diseases (digestive 

tract, urinary, lung carcinoma, 

lymphoproliferative disorders) 







Treatment 

• Potent topical steroids alone  

• Systemic steroids at a dosage of 40 – 60 

mg/day 

• Immunosuppressive 





Pemphigoid gestationis (herpes 

gestationis) 

• In pregnancy or in the presence of a 

choriocarcinoma 

• Most patients have linear deposits of C3 

along the basal membrane, less often IgG 

• Remic after the birth  

• Treatment with systemic steroids 



Cicatricial pemphigoid 

• The blisters and ulcers occure mainly on 

mucous membranes (conjuctivae, mouth, 

genital tract)  

• Lesions heal with scarring and may cause 

blindness 







Linear IgA bullous disease 

• Clinicaly similar to pemphigoid but affects 

children and adults. 

• Blisters arise on urticarial plaques and are 

grouped 

• Linear deposits of IgA and C3 at the basal 

membrane  

• Treatment with oral dapsone 



Acquired epidermolysis bullosa 

• Many blisters arise 

in response to trauma 

on normal skin 

• The target  of the 

 autoantibodies is type 

 VII collagen 

 in anchoring fibrils 



Dermatitis herpetiformis 

• DH is a cutaneous manifestation of gluten 
sensitivity. Over 90 % of patients have a 
gluten-sensitive enteropathy 

• There is a strong genetic association with 
HLA class DQw2, DR3 

• The autoantigen in DH is epidermal 
transglutaminase leading to granular 
deposits of IgA and C3 in the superficial 
dermis and under the basal membrane. 



• These induce a neutrophil inflammation 
which separate the epidermis from the 
dermis. 

• Clinical features: the itchy grouped 
vesicles and urticarted papules over the 
elbows, knees, buttocks 

• Autoimmune disorders associated with 
DH: Hashimoto thyroiditis, lymphoma, 
alopecia areata, SLE, scleroderma, vitiligo. 













Investigations:  

• biopsy: subepidermal blisters with 
neutrophils 

• direct immunofluorescence: granular 
deposits of IgA and C3 in the dermal 
papillae 

• serum antibody tests: antiendomisial 
antibodies (gluten sensitive enteropaty) 

• small bowel biopsy is not routine   



Treatment:  

• gluten-free diet 

• dapsone or sulfapyridine (regular blood 

checks) 

 





Other causes of subepidermal blisters 

• Diabetes and renal disease 

• LE  

• Bullous erythema multiforme 

• Toxic epidermal necrolysis (Lyell’s 

disease) 



Toxic epidermal necrolysis (Lyell’s 

disease) 

 
• Is usually a drug reaction (sulfonamides, 

barbiturates, allopurinol) 

• The skin becomes red, intensenly painful 

then come off in sheets  

• Nikolsky sign is positive. 

• The mucous membranes may be affected. 

• The disease can be fatal (loss of fluids, 

electrolytes, infection) 



Treatment 

• the drug must be stopped 

• intensive nursing care 

• intravenous IgG 

• ciclosporin  

• plasmapheresis 

 



Epidermolysis bullosa 

Inherited tendency to develop blisters after minimal 

trauma 

1. simple epidermolysis bullosa: usually 

autosomal dominant, the level of split is 

intraepidermal. Mutations is in keratin 5 and 14 

which are in basal keratinocytes. The genetic 

defects lies on chromosomes 17 and 12.  

The subtypes are: Weber-Cockayne,Dowling-

Meara 







Blisters form within or just above the basal 

cell layers on the epidermis and tend to 

heal without scarring  

 









2. Junctional EB 

The separation occurs in the lamina lucida 

of the basal membrane. Mutations are in 

the genes responsible for laminin 

formation. The rare lethal condition is 

evident at birth.  







3. Dystrophic EB 

Result from abnormalities of collagen VII- major 
structural component of anchoring fibrils 

- autosomal dominant DEB 

- autosomal recessive DEB 

 

Healing with scarring and milia. The nails are 
deformed or lost. The hands and feet become 
like balls. The teeth, mouth and oesohageal 
strictures. 

 



• Autosomal dominant dystrophic EB : 

Blisters appear in late infancy, on friction 

sites healing with scarring  and milia. The 

nails are deformed or lost, the mouth  is 

not affected.  

• Autosomal recessive dystrophic EB : 

Blisters appear in infancy, nhands and  

feet became balls.  







Treatment is unsatisfactory. Phenytoin 

prevention of infection and trauma, 

regulation of anaemia. 


