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C H A P T E R 25 The Skin
Oral lesions are present in 10% to 15% of affected individuals, usually appearing after the cutaneous lesions. Some
patients may present with urticarial plaques associated
with severe pruritus.
Pathogenesis. Bullous pemphigoid is caused by autoantibodies that bind to proteins that are required for adherence
of basal keratinocytes to the basement membrane. Most
antibody deposition occurs in a continuous linear pattern
at the dermoepidermal junction (Fig. 25-33A), which contains specialized structures called hemidesmosomes that
link basal keratinocytes to the underlying basement membrane (Fig. 25-33B). The so-called bullous pemphigoid antigens (BPAGs) are components of hemidesmosomes (Fig.
25-29). Antibodies against one such component called
BPAG2 are proven to cause blistering. Pathogenic autoantibodies also activate complement, leading to the recruitment of neutrophils and eosinophils, inflammation, and
disruption of epidermal attachments.
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MORPHOLOGY

Figure 25-31 Direct immunofluorescence staining for immunoglobulin of epidermis involved by pemphigus. A, In pemphigus vulgaris there is deposition
of immunoglobulin along the plasma membranes of keratinocytes in a reticular or fishnet-like pattern accompanied by suprabasalar loss of cell-to-cell
adhesion (acantholysis). B, In pemphigus foliaceus the immunoglobulin
deposits and acantholysis are more superficial.

The lesions are tense bullae filled with clear fluid involving erythematous or normal-appearing skin (Fig. 25-32A). The bullae
are usually less than 2 cm in diameter but occasionally may
reach 4 to 8 cm in diameter. They do not rupture easily, unlike
the blisters seen in pemphigus, and heal without scarring unless
they become infected secondarily. The separation of bullous
pemphigoid from pemphigus is based on the identification of
subepidermal, nonacantholytic blisters. Early lesions show
a superficial and sometimes deep perivascular infiltrate of lymphocytes and variable numbers of eosinophils, occasional neutrophils, superficial dermal edema, and associated basal cell
layer vacuolization (Fig. 25-32B). Eosinophils showing degranulation are typically detected directly beneath the epidermal basal
cell layer. The vacuolated basal cell layer eventually lifts away,
allowing space for a fluid-filled blister to form.

unlike pemphigus vulgaris, are found in the superficial epidermis
at the level of the stratum granulosum (Fig. 25-30B). Variable
superficial dermal infiltration by lymphocytes, macrophages, and
eosinophils accompanies each type of pemphigus.

The mainstay of treatment in all forms of pemphigus is
immunosuppressive agents, which decrease the titers of
the pathogenic antibodies.

Bullous Pemphigoid
Generally affecting elderly individuals, bullous pemphigoid shows a wide range of clinical presentations. Sites of
involvement include the inner aspects of the thighs, flexor
surfaces of the forearms, axillae, groin, and lower abdomen.
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Dermatitis Herpetiformis
Dermatitis herpetiformis is a rare disorder characterized
by urticaria and grouped vesicles. The disease affects predominantly males, most often in the third and fourth
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Figure 25-32 Bullous pemphigoid. A, Bullae consist of tense subepidermal blisters that usually fail to rupture, as their roof consists of the full epidermal thickness. Ulcers form when the blisters are rupture. B, An intact sub-basilar blister associated with eosinophils, lymphocytes and occasional neutrophils.
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