HPIM19_Part02_p087-p424.indd 373

LINEAR IgA DISEASE
Linear IgA disease, once considered a variant form of DH, is actually a
separate and distinct entity. Clinically, patients with linear IgA disease
may resemble individuals with DH, BP, or other subepidermal blistering diseases. Lesions typically consist of papulovesicles, bullae, and/or
urticarial plaques that develop predominantly on central or flexural
sites. Oral mucosal involvement occurs in some patients. Severe pruritus resembles that seen in patients with DH. Patients with linear IgA
disease do not have an increased frequency of the HLA-B8/DRw3 haplotype or an associated enteropathy and therefore are not candidates
for treatment with a gluten-free diet.
Histologic alterations in early lesions may be virtually indistinguishable from those in DH. However, direct immunofluorescence
microscopy of normal-appearing perilesional skin reveals a linear band
of IgA (and often C3) in the epidermal basement membrane zone.
Most patients with linear IgA disease have circulating IgA basement
membrane autoantibodies directed against neoepitopes in the proteolytically processed extracellular domain of BPAG2. These patients
generally respond to treatment with dapsone (50–200 mg/d).
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DERMATITIS HERPETIFORMIS
Dermatitis herpetiformis (DH) is an intensely pruritic, papulovesicular
skin disease characterized by lesions symmetrically distributed over
extensor surfaces (i.e., elbows, knees, buttocks, back, scalp, and posterior neck) (see Fig. 70-8). Primary lesions in this disorder consist
of papules, papulovesicles, or urticarial plaques. Because pruritus is
prominent, patients may present with excoriations and crusted papules
but no observable primary lesions. Patients sometimes report that their
pruritus has a distinctive burning or stinging component; the onset
of such local symptoms reliably heralds the development of distinct
clinical lesions 12–24 h later. Almost all DH patients have associated,
usually subclinical, gluten-sensitive enteropathy (Chap. 349), and
>90% express the HLA-B8/DRw3 and HLA-DQw2 haplotypes. DH
may present at any age, including in childhood; onset in the second
to fourth decades is most common. The disease is typically chronic.
Biopsy of early lesional skin reveals neutrophil-rich infiltrates
within dermal papillae. Neutrophils, fibrin, edema, and microvesicle
formation at these sites are characteristic of early disease. Older lesions
may demonstrate nonspecific features of a subepidermal bulla or an
excoriated papule. Because the clinical and histologic features of this
disease can be variable and resemble those of other subepidermal
blistering disorders, the diagnosis is confirmed by direct immunofluorescence microscopy of normal-appearing perilesional skin. Such
studies demonstrate granular deposits of IgA (with or without complement components) in the papillary dermis and along the epidermal
basement membrane zone. IgA deposits in the skin are unaffected by
control of disease with medication; however, these immunoreactants
diminish in intensity or disappear in patients maintained for long
periods on a strict gluten-free diet (see below). Patients with DH have
granular deposits of IgA in their epidermal basement membrane zone
and should be distinguished from individuals with linear IgA deposits
at this site (see below).
Although most DH patients do not report overt gastrointestinal
symptoms or have laboratory evidence of malabsorption, biopsies of
the small bowel usually reveal blunting of intestinal villi and a lymphocytic infiltrate in the lamina propria. As is true for patients with celiac
disease, this gastrointestinal abnormality can be reversed by a glutenfree diet. Moreover, if maintained, this diet alone may control the skin
disease and eventuate in clearance of IgA deposits from these patients’
epidermal basement membrane zones. Subsequent gluten exposure in
such patients alters the morphology of their small bowel, elicits a flareup of their skin disease, and is associated with the reappearance of
IgA in their epidermal basement membrane zones. As in patients with

celiac disease, dietary gluten sensitivity in patients with DH is associated with IgA endomysial autoantibodies that target tissue transglutaminase. Studies indicate that patients with DH also have high-avidity
IgA autoantibodies to epidermal transglutaminase 3 and that the latter
is co-localized with granular deposits of IgA in the papillary dermis of
DH patients. Patients with DH also have an increased incidence of thyroid abnormalities, achlorhydria, atrophic gastritis, and autoantibodies
to gastric parietal cells. These associations likely relate to the high frequency of the HLA-B8/DRw3 haplotype in these patients, because this
marker is commonly linked to autoimmune disorders. The mainstay
of treatment of DH is dapsone, a sulfone. Patients respond rapidly
(24–48 h) to dapsone (50–200 mg/d), but require careful pretreatment evaluation and close follow-up to ensure that complications are
avoided or controlled. All patients taking dapsone at >100 mg/d will
have some hemolysis and methemoglobinemia, which are expected
pharmacologic side effects of this agent. Gluten restriction can control
DH and lessen dapsone requirements; this diet must rigidly exclude
gluten to be of maximal benefit. Many months of dietary restriction
may be necessary before a beneficial result is achieved. Good dietary
counseling by a trained dietitian is essential.
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Biopsies of early lesional skin show teardrop-shaped subepidermal
vesicles forming in dermal papillae in association with an eosinophilrich leukocytic infiltrate. Differentiation of PG from other subepidermal bullous diseases by light microscopy is difficult. However, direct
immunofluorescence microscopy of perilesional skin from PG patients
reveals the immunopathologic hallmark of this disorder: linear deposits of C3 in the epidermal basement membrane. These deposits develop
as a consequence of complement activation produced by low-titer IgG
anti–basement membrane autoantibodies directed against BPAG2,
the same hemidesmosome-associated protein that is targeted by autoantibodies in patients with BP—a subepidermal bullous disease that
resembles PG clinically, histologically, and immunopathologically.
The goals of therapy in patients with PG are to prevent the development of new lesions, relieve intense pruritus, and care for erosions
at sites of blister formation. Many patients require treatment with
moderate doses of daily glucocorticoids (i.e., 20–40 mg of prednisone)
at some point in their course. Mild cases (or brief flare-ups) may be
controlled by vigorous use of potent topical glucocorticoids. Infants
born of mothers with PG appear to be at increased risk of being born
slightly premature or “small for dates.” Current evidence suggests that
there is no difference in the incidence of uncomplicated live births
between PG patients treated with systemic glucocorticoids and those
managed more conservatively. If systemic glucocorticoids are administered, newborns are at risk for development of reversible adrenal
insufficiency.

EPIDERMOLYSIS BULLOSA ACQUISITA
Epidermolysis bullosa acquisita (EBA) is a rare, noninherited, polymorphic, chronic, subepidermal blistering disease. (The inherited
form is discussed in Chap. 427.) Patients with classic or noninflammatory EBA have blisters on noninflamed skin, atrophic scars, milia,
nail dystrophy, and oral lesions. Because lesions generally occur at sites
exposed to minor trauma, classic EBA is considered a mechanobullous
disease. Other patients with EBA have widespread inflammatory scarring and bullous lesions that resemble severe BP. Inflammatory EBA
may evolve into the classic, noninflammatory form of this disease.
Rarely, patients present with lesions that predominate on mucous
membranes. The HLA-DR2 haplotype is found with increased frequency in EBA patients. Studies suggest that EBA is sometimes associated with inflammatory bowel disease (especially Crohn’s disease).
The histology of lesional skin varies with the character of the lesion
being studied. Noninflammatory bullae are subepidermal, feature a
sparse leukocytic infiltrate, and resemble the lesions in patients with
porphyria cutanea tarda. Inflammatory lesions consist of neutrophilrich subepidermal blisters. EBA patients have continuous deposits
of IgG (and frequently C3) in a linear pattern within the epidermal
basement membrane zone. Ultrastructurally, these immunoreactants
are found in the sublamina densa region in association with anchoring
fibrils. Approximately 50% of EBA patients have demonstrable circulating IgG basement membrane autoantibodies directed against type
VII collagen—the collagen species that makes up anchoring fibrils.
Such IgG autoantibodies bind the dermal side of 1 M NaCl split skin
(in contrast to IgG autoantibodies in patients with BP). Studies have
shown that passive transfer of experimental or clinical IgG against type
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