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Abstract

Epidermolysis bullosa acquisita (EBA) is a rare,
acquired subepidermal blistering disease. EBA is
characterized by autoantibodies to collagen VI,
which serves to link the epidermis to the dermis. The
two most common presentations of EBA are classical
noninflammatory EBA and bullous pemphigoid-like
EBA. Diagnosis of EBA can be challenging as it shares
clinical and histopathologic features with other
blistering diseases. Treatment is often recalcitrant and
will often necessitate multiple therapies. We present
a case of a thirty-six-year-old Chinese man with EBA
and review the literature.

Keywords: epidermolysis bullosa acquisita, bullous
disorders, collagen VI

Introduction

A 36-year-old man without any medical problems
presented to the dermatology clinic at Bellevue
Hospital for the evaluation of a blistering eruption,
which began 20 days prior to his presentation. He
noted the eruption initially started with blisters
on his face, which had since resolved without any
intervention. Subsequently, he continued to develop
new blistersonhistrunkandextremities.Theseblisters
were associated with pruritus and pain. He endorsed
using systemic antibiotics and Chinese herbal
medications to self-treat the eruption but denied any
new medications prior to the development of the
eruption. A thorough review of systems was entirely
negative; notably, he denied any gastrointestinal,
ophthalmologic, or urinary symptoms.

There were two erosions and one small vesicle on
the tongue. On his trunk, distal lower extremities,
and forearms, there were tense bulla and vesicles,

some arranged in an annular pattern. Additionally,
there were erythematous patches and erosions with
minimal scale at the site of resolving bullae.

A comprehensive metabolic panel was within
normal limits. collagen VIl antibody enzyme-linked
immunosorbent assay (ELISA) was pending. BPAG
180 and BPAG230 antibodies were negative.

Two punch biopsies, one lesional for hematoxylin
and eosin (H&E) and one perilesional direct
immunofluorescence (DIF), were performed on a
bulla on the right forearm. There is a subepidermal
vesicle within which are numerous neutrophils and
eosinophilsinadditiontoaperivascularandinterstitial
mixed cell infiltrate of lymphocytes, neutrophils and
eosinophils.Salt-split  direct immunofluorescence
shows linear deposits of C3 and IgG at the base of
the bullae.

Conclusion

Epidermolysis bullosa acquisita (EBA) is a rare,
acquired, chronic subepidermal blistering condition

Figure 1. Upper back with scattered, erythematous patches with
overlying erosions
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Figure 2. Ventral forearm with central erosion and vesicles at the
periphery

that is characterized by autoantibodies targeting
type VIl collagen. Type VIl collagen is located in the
basement membrane and is the major component of
anchoring fibrils, which serve as adhesion structures
that connect the papillary dermis to the lamina
densa [1]. Type VIl collagen is found not only in skin,
but also in the basement membrane of cornea,
oral mucosa, cervix, esophagus, colon, anus, and
chorioamnion [2]. The prevalence of EBA is estimated
at 0.2 per one million people [3]. Although no racial
or gender predominance has been identified, EBA
may have a higher prevalence in Korean populations
[4]. Most cases of EBA begin between the fourth and
fifth decades, but there have been cases reported in
pediatric patients [5].

The clinical presentation of EBA can be divided
into classical, non-inflammatory EBA and various
inflammatory  subtypes, including  bullous
pemphigoid (BP)-like EBA, cicatricial pemphigoid-
like EBA, linear IgA bullous dermatosis (LABD)-like
EBA, and Brunsting-Perry pemphigoid-like EBA. The
two most common presentations are the classical
non-inflammatory EBA and the BP-like EBA [1, 3].

Classical EBA is a mechanobullous disease
characterized by skin fragility over trauma-prone
surfaces [1, 3]. Patients with this form of the disorder
typically present with erosions, vesicles and bulla
without surrounding inflammation, milia, pigmentary
alterations, and scars on the dorsal surface of hands,
elbows, knees, sacral area and feet. In very severe

cases, esophageal strictures and digital contractures
may occur [1, 3, 6-7]. In contrast, patients with the BP-
like EBA present with vesiculobullous eruptions that
are more widespread, involving trunk, intertriginous
areas, and extremities. The bullae are tense and
surrounded by erythema and/or urticaria. These
patients often lack scarring, milia and skin fragility [1,
3].

The exact inciting factors that lead to EBA are
unknown. There may be an association between EBA
and inflammatory bowel disease (IBD) as collagen
VIl is also found in the basement membrane zone of
the colon. In the United States, approximately 25%
of EBA patients also have IBD. However, in Korean
populations with EBA, IBD is a rare occurrence [1, 8-9].

The diagnosis of EBA can be challenging as it shares
clinical and histopathologic characteristics with
other blistering diseases. On hematoxylin and eosin,
a biopsy of classical noninflammatory EBA shows
a subepidermal split with minimal inflammation.
In contrast, the inflammatory variants have an
infiltrate composed of neutrophils, eosinophils,
and lymphocytes [1, 3, 10]. A perilesional biopsy
should be taken for direct immunofluorescence (DIF)
microscopy, which should show linear deposits of IgG
and complement at the dermoepidermal junction
[10-12]. On direct salt-split skin immunofluorescence,
thereareimmunodepositsonthedermalside, helping
to differentiate EBA from bullous pemphigoid.
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are numerous neutrophils and eosinophils in addition to a
perivascular and interstitial mixed cell infiltrate of lymphocytes,
neutrophils and eosinophils
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Enzyme-linked immunosorbent assays (ELISAs)
testing for serum antibodies to collagen VIl can also
be used to help confirm a diagnosis of EBA as they
have both a high specificity and sensitivity, at 98.1%
and 91.8% to 96.8%, respectively [1, 13].

EBA is often recalcitrant to therapy and requires
multiple therapeutic modalities. Colchicine and
dapsone can be used alone or in combination [1, 3,
14-15]. Systemic glucocorticoids appear to be more
effective in inflammatory variants of EBA but their
myriad of adverse effects limit their long-term use [3].
Both rituximab and immunoglobulin therapy (IVIG)
have been used successfully in patients with severe
EBA[T, 3, 16-19]. Other therapies that have been tried
with varying success are high-dose cyclosporine
(>6 mg/kg), methotrexate, azathioprine, and
cyclophosphamide [1, 3]. Aside from pharmacologic
therapy, all patients with EBA require proper wound
care. Since EBA can affect ocular and gastrointestinal
mucosa, a thorough review of systems should be
done at each visit.

In regards to our patient, he has been closely
followed in our clinic. On his initial visit, he was
started on a course of prednisone that continues to
be slowly tapered. Additionally, he is currently on
topical corticosteroids, mycophenolate mofetil 1500
milligrams twice daily, and dapsone 100 milligrams
daily. He has also received two rituximab infusions
and two IVIG infusions. With these interventions, the
patient has drastically improved compared to initial
presentation, although sparse new vesicle and bulla
formation continues.
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