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INTRODUCTION
Autoimmune diseases have been reported to

develop months to years following drug rash with
eosinophilia and systemic symptoms (DRESS) syn-
drome. However, the development of autoimmune
bullous diseases in a patient with a history of DRESS
syndrome is extremely rare. We here report the
unusual case of mucous membrane epidermolysis
bullosa acquisita (MM-EBA) presenting 2 years after
lamotrigine-induced DRESS syndrome in a pediatric
patient. The patient also developed nonpathogenic
autoantibodies directed against BP 180 and BP 230.
CASE REPORT
A 14-year-old girl was referred for fluid-filled

blisters on periocular skin, recurrent bleeding of
the gums, and erosions in her mouth and nose. Two
years previously, she had been diagnosed with
lamotrigine-induced DRESS, which resolved with
prednisone and cyclosporine treatment. She was
also recently diagnosed with Graves disease and
was on treatment with methimazole. A punch biopsy
of a vesicle on her eyelid performed by an outside
dermatologist showed a subepidermal vesicle with a
perivascular inflammatory infiltrate consisting of
lymphocytes, histiocytes, and eosinophils. The initial
indirect immunofluorescence (IIF) used serum that
was serially diluted and applied to monkey esoph-
agus substrate, and the result was negative. Direct
immunofluorescence of the perilesional skin biopsy
showed linear deposition of IgG, IgA, and C3 along
the basement membrane. Initial salt-split skin studies
from the perilesional skin revealed IgG and C3 on
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both the roof and the floor of the vesicle. The patient
had been unsuccessfully treated with doxycycline
and niacinamide, prednisone, and dapsone.

Physical examination revealed desquamative
gingivitis and intact vesicles and erosions on the
posterior pharynx and mucosal part of the lip (Figs 1
and 2). Ophthalmologic evaluation was notable for
trichiasis with no symblepharon. She was found to
have increased IgG antibodies against BP 180 (43
units, negative # 9 units), BP 230 (32 units,
negative # 9 units), and type VII collagen (44 units,
negative # 6 units) by enzyme-linked immunosor-
bent assay testing. A repeat IIF with salt-split skin
with serial dilutions applied to both monkey esoph-
agus and human substrate showed IgG positivity in a
dermal pattern to the human substrate. Based on
these results, she was diagnosed with MM-EBA. As
she did not have epidermal immunofluorescence on
IIF with salt split skin, her antibodies toward BP 180
and BP 230 were believed to be non-pathogenic.

She was treated with 100 mg dapsone daily,
mycophenolate mofetil 1500 mg daily, and topical
steroids for her oral and mucosal lesions. She
continued to develop new lesions in her mouth
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Fig 1. Posterior aspect of the pharynx with erosions.
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and nose on this treatment regimen; thus, intrave-
nous immunoglobulin (IVIG) at a dose of 2 g/kg
given over 2 consecutive days was added with a
subsequent reduction in symptoms. She was evalu-
ated by an ear, nose, and throat physician to check
for laryngeal involvement due to the presence of
chronic cough. The patient declined to undergo
laryngoscopy, and her cough resolved with the
addition of IVIG. Oral involvement relapsed after
6 months of IVIG necessitating initiation of rituximab
therapy.
Fig 2. Desquamative gingivitis and vesicles on the lower
mucosal part of the lip.
DISCUSSION

DRESS is a drug-induced hypersensitivity reaction
with diagnostic criteria that include internal organ
involvement, blood count abnormalities, skin rash,
and an inciting drug.1 Antiepileptic drugs are com-
mon causes of DRESS in both the adult and pediatric
population.1 The pathogenesis of DRESS is not fully
understood but is thought to reflect a strong T-cell
response to the inciting drug along with potential
reactivation of a human herpes virus.1

Autoimmune diseases have been reported to
occur several months to years after DRESS syndrome
in adults.2 Graves disease, Hashimoto thyroiditis,
type 1 diabetes mellitus, autoimmune hemolytic
anemia, alopecia areata, sclerodermoid lesions, and
systemic lupus erythematosus have all been reported
in adult patients.2,3 Autoimmune thyroiditis and type
1 diabetes mellitus have also been described in a
pediatric patient.4 Impaired regulatory T cells and
viral reactivation are also thought to contribute to the
development of autoantibody formation and auto-
immune disease following DRESS.5 Ushigome et al.
reported that autoantibodies are detected at higher
rates in patients who were not treated with cortico-
steroids for their DRESS syndromes.5

Autoimmune bullous diseases have rarely been
reported following DRESS. Kijima et al described an
adult patient who developed bullae on her trunk and
extremities 77 days after treatment with steroids for
DRESS.6 She was diagnosed with bullous pemphi-
goid after observation of IgG autoantibodies at the
basement membrane, and BP 180 antibodies were
detected.6 Auto-antibodies against a 190-kDa pro-
tein, seen in pemphigus foliaceus and paraneoplastic
pemphigus, have also been detected in an adult
patient with acute DRESS and were thought to
contribute to the development of the disease.7

Epidermolysis bullosa acquisita (EBA) is a sub-
epidermal blistering disease with a median age of
onset of 50 years.8 In a study by Hashimoto et al9 of
103 EBA patients, BP180 IgG antibodies were
detected in 4.7% of the patients, and BP 230 IgG
antibodies were found in 2.9% of the patients. We
report the case of a pediatric patient who developed
MM-EBA 2 years after she was diagnosed with
DRESS. Our patient’s pemphigoid panel showed
Type VII collagen IgG antibodies, and salt-split
skin IIF showed linear IgG antibody deposition in a
dermal pattern, consistent with EBA. As our patient
only experienced mucosal involvement, these
serology results are compatible with MM-EBA. She
also displayed increased levels of IgG BP 180 and



JAAD CASE REPORTS

VOLUME 11
Rentfro and Arthur 5
IgG BP 230 antibodies, which are probably not
pathogenic.

The development of MM-EBA following DRESS
syndrome in a pediatric patient is very rare. The co-
occurrence of IgG BP180 and IgG BP230 antibodies
with anti-type VII collagen antibodies is uncommon
and may be best explained by epitope spread. Our
patient is currently treated with dapsone, mycophe-
nolate mofetil, monthly IVIG infusions, and she
recently started rituximab infusions.
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