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H&E, original magnification 310.

Electron microscopy, original magnification 34400.

The best diagnosis is:
a. bullous pemphigoid
b. junctional epidermolysis bullosa (JEB)
c. pemphigus vulgaris
d. staphylococcal scalded skin syndrome
e. toxic epidermal necrolysis 
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Junctional epidermolysis bullosa (JEB) is an 
autosomal-recessive mechanobullous skin disorder 
that clinically presents as tense blisters on the  

extremities and trunk with variable involvement of 
the mucosa and nails. Junctional epidermolysis bul-
losa can be divided into 3 major subtypes: Herlitz 
JEB, non-Herlitz JEB, and JEB with pyloric atresia. 
The subtypes are characterized by the formation of 
bullae within the lamina lucida. The Herlitz type 
is characterized by reduced or absent laminin-332, 
formerly laminin-5, while the non-Herlitz type is 
caused by a missense mutation, which leads to a 
reduction of functional laminin-332. Some cases of 
non-Herlitz JEB are due to complete absence of type 
XVII collagen. The third subtype, JEB with pyloric 
atresia, is caused by the genetic mutation that code  
a6b4 integrin subunits, the main receptor for the 
ligand laminin-332 beneath the hemidesmosomes. 
Histology of JEB is remarkable for subepidermal 
separation with bullae, which usually are without 
substantial inflammatory infiltration (Figure 1). Elec-
tron microscopy reveals disruption in the basement 
membrane zone with separation through the lamina 
lucida (Figure 2).1-3 
 Bullous pemphigoid (BP) also has subepidermal 
separation with bullae. However, it is differentiated 
from JEB with the predominance of eosinophils in the 
dermis and blister cavity (Figure 3).2,4,5 Additionally, 
BP is an immunobullous skin disorder that can be 
differentiated from JEB by immunofluorescence. 
Although negative in JEB, linear IgG to BP antigen 
180 (BP180, BP antigen 2, or type XVII collagen)  

Figure 2. Electron microscopy of junctional epidermoly-
sis bullosa shows a blister (asterisk) within the lamina 
lucida between the lamina densa (black arrowheads) 
and the basal keratinocyte (white arrowheads)(original 
magnification 34400).

Junctional Epidermolysis Bullosa

Figure 1. Subepidermal separation with bullae of junc-
tional epidermolysis bullosa (H&E, original magnifica-
tion 310).  

Figure 3. Subepidermal separation with eosinophils in 
the dermis and blister cavity of bullous pemphigoid (H&E, 
original magnification 310). 
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and/or BP antigen 230 (BP230 or BP antigen 1) are 
seen in BP.6 In toxic epidermal necrolysis there is a 
subepidermal bulla with necrosis of the epidermis and 
a sparse lymphocytic infiltrate (Figure 4).3 Staphy-
lococcal scalded skin syndrome is characterized by a 
subcorneal split of the epidermis with sparse acantho-
lytic cells and neutrophils (Figure 5). Additionally, 
a mixed inflammatory infiltrate may be observed in 
the dermis.3 Pemphigus vulgaris displays suprabasilar 
bullae with acantholysis that extends down the ad-
nexa. The characteristic tombstone appearance of the 
basal cells is caused by the loss of intercellular bridges 
(Figure 6).3,4 Similar to BP, pemphigus vulgaris also 

is an immunobullous disorder that can be differen-
tiated from JEB by the intercellular netlike IgG on 
immunofluorescence to desmogleins (desmoglein-3  
and/or desmoglein-1).7

REFERENCES
  1.	 	Shinkuma S, McMillan JR, Shimizu H. Ultrastructure 

and molecular pathogenesis of epidermolysis bullosa. Clin 
Dermatol. 2011;29:412-419.

  2.	 	Fine J-D, Burge SM. Genetic blistering diseases. In: Burns 
T, Breathnach S, Cox N, et al, eds. Rook’s Textbook of 
Dermatology. 8th ed. Vol 2. Oxford, England: Wiley-
Blackwell; 2010:39.9. 

  3.	 	Fine JD, Eady RA, Bauer EA, et al. The classification 
of inherited epidermolysis bullosa (EB): report of the 
Third International Consensus Meeting on Diagnosis and  
Classification of EB [published online ahead of print  
April 18, 2008]. J Am Acad Dermatol. 2008;58:931-950.

  4.	 	Weedon D. The vesiculobullous reaction pattern. In: 
Weedon D, ed. Weedon’s Skin Pathology. 3rd ed. London, 
England: Churchill Livingstone Elsevier; 2010:93-147.

  5.	 	Wojnarowska F, Venning VA, Burge SM. Immunobullous 
diseases. In: Burns T, Breathnach S, Cox N, et al, eds. 
Rook’s Textbook of Dermatology. 8th ed. Vol 2. Oxford, 
England: Wiley-Blackwell; 2010:40.26.

  6.	 	Wong HK, Bechtel MA. Blistering insights into the patho-
genesis of bullous pemphigoid [published online ahead of 
print December 13, 2011]. Clin Immunol. 2012;142:101-104.

  7.	 	Pan M, Liu X, Zheng J. The pathogenic role of autoan-
tibodies in pemphigus vulgaris [published online ahead 
of print September 9, 2011]. Clin Exp Dermatol. 2011;36:
703-707.

Figure 5. Subcorneal split of the epidermis of staphylo-
coccal scalded skin syndrome (H&E, original magnifica-
tion 310). 

Figure 6. Suprabasilar bullae with acantholysis in pem-
phigus vulgaris and tombstone appearance of the basal 
cells with adnexal extension of the acantholysis (H&E, 
original magnification 310). 

Figure 4. Necrotic epidermis with a subepidermal bulla 
in toxic epidermal necrolysis (H&E, original magnifica-
tion 310). 
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