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Erythema, Blisters, and Scars on the
Eloows, Knees, and Legs
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A 69-year-old man presented.with an asymp-
tomatic rash on the extensor surfaces of

2 years’ duration. He reported recurrent blis-
ters that would then scar over. The lesions did
not occur in relation to any known trauma.
The patient’s medical history revealed dialysis-
dependent-end-stage renal disease secondary
to type 2 diabetes mellitus. His medications
were noncontributory, and there was no fam-
ily history of blistering disorders. He had tried
tfiamcinolone cream without any improvement.
Physical examination was remarkable for ery-
thematous blisters and bullae with scales and
milia on the elbows, knees, and lower legs. The
oral mucosa was unremarkable. Shave biop-
sies of the skin for direct immunofluorescence
and salt-split skin studies were obtained.

WHAT’S YOUR DIAGNOSIS?

a. bullous pemphigoid

b. epidermolysis bullosa acquisita
c. epidermolysis bullosa simplex
d. porphyria cutanea tarda

e. Sweet syndrome

PLEASE TURN TO PAGE E18 FOR THE DIAGNOSIS
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THE DIAGNOSIS:

Epidermolysis Bullosa Acquisita

(EBA) was made based on the clinical and patho-
logic findings. A blistering disorder that resolves
with milia is characteristic of EBA. Hematoxylin and eosin
staining demonstrated a pauci-inflammatory separation
between the epidermis and dermis (Figure 1). Direct
immunofluorescence studies showed linear IgG deposi-
tion along the basement membrane zone while C3 was
negative (Figure 2). Salt-split skin was essential, as it
revealed IgG deposition to the floor of the split (Figure 3),
a pattern seen in EBA and not bullous pemphigoid (BP).!
Epidermolysis bullosa acquisita is an acquired auto-
immune bullous disorder that results from antibodies
to type VII collagen, an anchoring fibril that attaches
the lamina densa to the dermis. The epidemiology and
etiology of the trigger that leads to antibody production
are not well known, but an association between EBA
and inflammatory bowel disease has been described.?
Although this disease may present in childhood, EBA
most commonly is a disorder seen in adults and the
elderly. A classic noninflammatory mechanobullous form
as well as an inflammatory BP-like form are the most
commonly encountered presentations. Light microscopy:
demonstrates subepidermal cleavage without—acan-
tholysis. In the inflammatory BP-like subtype, ‘an
inflammatory infiltrate may be present. Direct immuno-
fluorescence is remarkable for a linear band of IgG depos-
its along the basement membrane zone, with: or without
C3 deposition in a similar pattern.
Bullous pemphigoid is within the differential of EBA.
It can be difficult to differentiate clinically, especially
when a patient has the BP-like variant of EBA because,
as the name implies, itimimics BP. Patients with BP often
will report a pruritic.patch that will then develop into an

—|_he diagnosis of epidermolysis bullosa acquisita

FIGURE 1. Pauci-inflammatory subepidermal split between the epider-
mis and dermis (H&E, original magnification Xx40).
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urticarial plaque. Scarring and milia rarely are seen in BP
but can be observed in the multiple presentations of EBA.
Hematoxylin and eosin staining and direct immunofluores-
cence may be almost identical, and differentiating between
the 2 disorders can be a challenge. Immunodeposition
in EBA occurs in a U-shaped, serrated pattern, while the
pattern in BP is N-shaped and serrated.” Although the
U-shaped, serrated pattern is relatively specific, it is not
always easy to interpret and requires a high-quality biopsy
specimen, which can be difficult‘to’discern with certainty
in suboptimal preparations. Another way to differentiate
between the 2 entities is to utilize the salt-split skin tech-
nique, as performed in otr patient» With salt-split skin, the
biopsy is placed into.a solution of 1 mol/L sodium chloride
and incubated at 4 °C (89 °F) for 18 to 24 hours. A blister
is then produced at the level of the lamina lucida, which
allows for the staining of immunoreactants to occur either
above or below that split (commonly referred to as staining
on the(roof or floor of the blister cavity). With EBA, there
is immunoreactant deposition on the floor of the blister,
while the opposite occurs in BP*

FIGURE 2. Direct immunofluorescence demonstrated linear IgG depo-
sition at the basement membrane zone (original magnification X40).
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FIGURE 3. Salt-split skin demonstrated IgG to the dermal side (floor)
of the split (original magnification x40).

Epidermolysis bullosa simplex is the most common
type of epidermolysis bullosa, with keratin genes KRT5
and KRT14 as frequent mutations. Patients develop blis-
ters, vesicles, bullae, and milia on traumatized areas of
the body such as the hands, elbows, knees, and feet. This
disease presents early in childhood. Histology exhibits a
cell-poor subepidermal blister.> With porphyria cutanea
tarda, reduced activity of uroporphyrinogen decarbox-
ylase, a major enzyme in the heme synthesis’ pathway,
leads to blisters with erosions and milia on sun-exposed
areas of the body. Histologic evaluation reveals a subepi-
dermal pauci-inflammatory vesicle with festooning of the
dermal papillae and amphophilic dbasement membrane
within the epidermis. Direct dmmunofluorescence of
porphyria cutanea tarda demonstrates IgM and C3 in the
vessels.® Sweet syndromedis, a neutrophilic dermatosis
that presents as erythematous, edematous, hot, and
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tender plaques along with fever and leukocytosis. It
is associated with myeloproliferative disorders. Biopsy
demonstrates papillary dermal edema along with diffuse
neutrophilic infiltrate.”

Numerous medications have been recommended
for the treatment of EBA, ranging from steroids to
steroid-sparing drugs such as colchicine and dapsone.®’
Our patient was educated on physical precautions and
was started on dapsone alone due to comorbid diabetes
mellitus and renal disease. Within a few weeks of initiat-
ing dapsone, he observed a reduction in erythema, and
within months he experienced a decrease in blister erup-
tion frequency.
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