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Introduction

Epidermolysis bullosa acquisita (EBA) is a rare autoimmune 
disease presenting with skin fragility and mechanobullous 
blistering in trauma-prone sites that heals with milia cysts 
and scars due to collagen VII (COL7) antibody-mediated 
subepidermal detachment.1 EBA has been associated with 
several autoimmune and inflammatory diseases including 
Crohn’s disease (CD), reported in up to 25% of cases.1,2 EBA 
is notoriously resistant to treatment and current management 
consists of education, trauma prevention, wound care, and 
trial of immunosuppressive and immunomodulatory thera-
pies including colchicine, dapsone, systemic corticosteroids, 
and rituximab.1 Here, we present the first documented case 
of complete EBA control following topical corticosteroids/
tacrolimus in combination with ustekinumab treatment for 
coexisting CD.

Case report

A 36-year-old female with a 1-year history of CD, managed 
with 20 mg of prednisone daily, presented to the dermatology 
clinic for a 7-year history of recurrent painful blisters, milia, 
and scarring on dorsal hands, feet, elbows, and knees. 
Physical examination revealed non-inflammatory tense 
bullae, erosions, milia, dyspigmentation, and scarring in 

trauma-prone sites (Figure 1(a)). Biopsy of perilesional and 
lesional skin found pauci-cellular subepidermal vesicles 
and subepidermal cleavage on histology (Figure 1(b)) and 
linear immunoglobulin gamma (IgG) reactivity along the 
dermal-epidermal junction on direct immunofluorescence. 
Laboratory investigations including 24-h urine porphyrins 
and workup for systemic lupus were normal, except for ele-
vated serum COL7 autoantibodies. She was diagnosed with 
EBA, counselled on trauma prevention/gentle skin hygiene, 
and managed with topical clobetasol propionate alternating 
with tacrolimus. One month following her diagnosis with 
EBA, ustekinumab was initiated by her gastroenterologist 
because of poorly controlled CD on prednisone. Induction 
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dosing was a 6-mg/kg intravenous infusion followed by 
45 mg administered subcutaneously every 8 weeks. Derma
tologic assessment 2 months after starting ustekinumab 
revealed marked improvement of the patient’s EBA, with 
few new lesions. One month later, dosing of ustekinumab 
was increased to 90 mg, due to recalcitrant CD. Injection fre-
quency was increased to every 4 weeks, 3 months later. At 
reassessment 8 months after ustekinumab initiation, the 
patient reported complete control of EBA evidenced by the 
absence of newly developing bullae and erosions. Clinically 
only sequelae of prior disease, milia, dyspigmentation, and 
scars were observed (Figure 1(c)). Importantly, EBA response 
did not correlate with CD response to ustekinumab.

Discussion

To our knowledge, no studies exist reporting the effective 
treatment of EBA with ustekinumab, a humanized monoclonal 
antibody for the treatment of CD.3 By inhibiting interleukin 
(IL)-12 and IL-23 via their shared p40 subunit, ustekinumab 
suppresses the Th1 and Th17 pathways, respectively, thereby 
diminishing the pathologic inflammation underlying CD.3 
Interestingly, polarization of the immune response towards 
Th1 has been noted in EBA, potentially driving the produc-
tion of COL7 IgG autoantibodies and explaining EBA’s 
association with CD and response to ustekinumab.1 Although 
the role of the aforementioned interleukins has not been 
clearly elucidated in EBA’s pathogenesis,1 other links could 
potentially explain the interplay between the two diseases 
and their response to ustekinumab. Indeed, tumor necrosis 
factor (TNF)-α has been implicated in the pathogenesis of 
both conditions, and one case report has documented the 
remission of EBA and concomitant CD in response to TNF-
α inhibition by infliximab.1,4

EBA is an exceedingly rare cutaneous association of CD.5 
Autoantibodies against COL7 have been detected in up to 
68% of CD patients; however, only a small subset of these 
patients develop EBA.2,6 The mechanism for the antibody 
formation and subsequent EBA development in select CD 

patients is unknown.2,6 Interestingly, the IgG isotypes impli-
cated in EBA (IgG1 and IgG3) differ from those detected in 
CD (IgG4).2,5 In addition, COL7 epitopes existing in the skin 
vary compared to those found in the gut.2 Further studies are 
necessary to clarify the common role of COL7 autoanti-
bodies in CD and EBA, which may explain their common 
response to ustekinumab.

Despite limitations imposed by the observational nature 
of this case report, ustekinumab may be an effective therapy 
for EBA. Moreover, the successful treatment of the described 
patient’s EBA by ustekinumab further highlights the inter-
play between CD and EBA.
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