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been suggested that thiol-containing and non-thiol-containing drugs
induce pemphigus via biochemical and immunologic mechanisms,
respectively—hence, the better prognosis upon drug withdrawal in
cases of pemphigus induced by thiol-containing medications. Some
cases of drug-induced pemphigus are durable and require treatment
with systemic glucocorticoids and/or immunosuppressive agents.
PF is generally a less severe disease than PV and carries a better
prognosis. Localized disease can sometimes be treated with topical
or intralesional glucocorticoids; more active cases can usually be
controlled with systemic glucocorticoids. Patients with severe, treatment-resistant disease may require more aggressive interventions, as
described above for patients with PV.

PART 2
Cardinal Manifestations and Presentation of Diseases

PARANEOPLASTIC PEMPHIGUS
Paraneoplastic pemphigus (PNP) is an autoimmune acantholytic
mucocutaneous disease associated with an occult or confirmed neoplasm. Patients with PNP typically have painful mucosal erosive lesions
in association with papulosquamous and/or lichenoid eruptions that
often progress to blisters. Palm and sole involvement are common in
these patients and raise the possibility that prior reports of neoplasiaassociated erythema multiforme actually may have represented unrecognized cases of PNP. Biopsies of lesional skin from these patients
show varying combinations of acantholysis, keratinocyte necrosis, and
vacuolar-interface dermatitis. Direct immunofluorescence microscopy of a patient’s skin shows deposits of IgG and complement on
the surface of keratinocytes and (variably) similar immunoreactants
in the epidermal basement membrane zone. Patients with PNP have
IgG autoantibodies to cytoplasmic proteins that are members of the
plakin family (e.g., desmoplakins I and II, bullous pemphigoid antigen
[BPAG]1, envoplakin, periplakin, and plectin) and to cell-surface proteins that are members of the cadherin family (e.g., Dsg1 and Dsg3).
Passive transfer studies have shown that autoantibodies from patients
with PNP are pathogenic in animal models.
The predominant neoplasms associated with PNP are non-Hodgkin’s lymphoma, chronic lymphocytic leukemia, thymoma, spindle
cell tumors, Waldenström’s macroglobulinemia, and Castleman’s
disease; the last-mentioned neoplasm is particularly common among
children with PNP. Rare cases of seronegative PNP have been reported
in patients with B cell malignancies previously treated with rituximab.
In addition to severe skin lesions, many patients with PNP develop
life-threatening bronchiolitis obliterans. PNP is generally resistant to
conventional therapies (i.e., those used to treat PV); rarely, a patient’s
disease may ameliorate or even remit following ablation or removal of
underlying neoplasms.
BULLOUS PEMPHIGOID
Bullous pemphigoid (BP) is a polymorphic autoimmune subepidermal
blistering disease usually seen in the elderly. Initial lesions may consist
of urticarial plaques; most patients eventually display tense blisters on
either normal-appearing or erythematous skin (Fig. 73-2). The lesions
are usually distributed over the lower abdomen, groin, and flexor surface of the extremities; oral mucosal lesions are found in some patients.
Pruritus may be nonexistent or severe. As lesions evolve, tense blisters
tend to rupture and be replaced by erosions with or without surmounting crust. Nontraumatized blisters heal without scarring. The
major histocompatibility complex class II allele HLA-DQβ1*0301 is
prevalent in patients with BP. Despite isolated reports, several studies have shown that patients with BP do not have a higher incidence
of malignancy than appropriately age- and gender-matched controls.
Biopsies of early lesional skin demonstrate subepidermal blisters
and histologic features that roughly correlate with the clinical character of the particular lesion under study. Lesions on normal-appearing
skin generally contain a sparse perivascular leukocytic infiltrate with
some eosinophils; conversely, biopsies of inflammatory lesions typically show an eosinophil-rich infiltrate at sites of vesicle formation and
in perivascular areas. In addition to eosinophils, cell-rich lesions also
contain mononuclear cells and neutrophils. It is not possible to distinguish BP from other subepidermal blistering diseases by routine
histologic studies alone.
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Figure 73-2 Bullous pemphigoid with tense vesicles and bullae
on erythematous, urticarial bases. (Courtesy of the Yale Resident’s Slide
Collection; with permission.)
Direct immunofluorescence microscopy of normal-appearing perilesional skin from patients with BP shows linear deposits of IgG and/
or C3 in the epidermal basement membrane. The sera of ~70% of these
patients contain circulating IgG autoantibodies that bind the epidermal
basement membrane of normal human skin in indirect immunofluorescence microscopy. IgG from an even higher percentage of patients
reacts with the epidermal side of 1 M NaCl split skin (an alternative
immunofluorescence microscopy test substrate used to distinguish
circulating IgG autoantibodies to the basement membrane in patients
with BP from those in patients with similar, yet different, subepidermal
blistering diseases; see below). In BP, circulating autoantibodies recognize 230- and 180-kDa hemidesmosome-associated proteins in basal
keratinocytes (i.e., BPAG1 and BPAG2, respectively). Autoantibodies
to BPAG2 are thought to deposit in situ, activate complement, produce
dermal mast-cell degranulation, and generate granulocyte-rich infiltrates that cause tissue damage and blister formation.
BP may persist for months to years, with exacerbations or remissions. Extensive involvement may result in widespread erosions and
compromise cutaneous integrity; elderly and/or debilitated patients
may die. The mainstay of treatment is systemic glucocorticoids. Local
or minimal disease can sometimes be controlled with topical glucocorticoids alone; more extensive lesions generally respond to systemic glucocorticoids either alone or in combination with immunosuppressive
agents. Patients usually respond to prednisone (0.75–1 mg/kg per day).
In some instances, azathioprine (2–2.5 mg/kg per day), mycophenolate
mofetil (20–35 mg/kg per day), or cyclophosphamide (1–2 mg/kg per
day) are necessary adjuncts.
PEMPHIGOID GESTATIONIS
Pemphigoid gestationis (PG), also known as herpes gestationis, is a rare,
nonviral, subepidermal blistering disease of pregnancy and the puerperium. PG may begin during any trimester of pregnancy or present
shortly after delivery. Lesions are usually distributed over the abdomen,
trunk, and extremities; mucous membrane lesions are rare. Skin lesions
in these patients may be quite polymorphic and consist of erythematous
urticarial papules and plaques, vesiculopapules, and/or frank bullae.
Lesions are almost always extremely pruritic. Severe exacerbations of
PG frequently follow delivery, typically within 24–48 h. PG tends to
recur in subsequent pregnancies, often beginning earlier during such
gestations. Brief flare-ups of disease may occur with resumption of
menses and may develop in patients later exposed to oral contraceptives. Occasionally, infants of affected mothers have transient skin
lesions.
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