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Although ACD is not classically considered a TH2-mediated
condition, it seems to be significantly improved by dupilumab
in these 2 patients. These positive findings suggest that
dupilumab may have utility as an off-label treatment for patients
with ACD. Further studies on a larger and more diverse sample
are necessary to fully investigate dupilumab's efficacy on patients
with ACD.
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Erythema Multiforme Major After
Immunotherapy With Diphenylcyclopropenone
for Alopecia Areata

To the Editor:
Alopecia areata (AA) is an autoimmune disease characterized
by well-demarcated, nonscarring hair loss that is often recalci-
trant to treatment. There are 2 strategies for managing AA:
(1) immunosuppression via topical and oral drugs or (2) immu-
notherapy via topical contact sensitizers.1 Topical sensitizers, in-
cluding squaric acid dibutylester and diphenylcyclopropenone
(DPCP), are effective and well-tolerated treatments of AA that
stimulate hair regrowth by eliciting a local hypersensitivity reaction
and consequent nonspecific inhibition of autoimmune mecha-
nisms.1 Typical adverse effects include eczematous, vesicular, or
These authors have no funding or conflicts of interest to declare.

DOI: 10.1097/DER.0000000000000415

© 2018 American Contact Dermatitis Society. All Rights Reserved.

Copyright © 2018 American Contact Dermatitis Society. 
bullous reactions; flulike symptoms; and generalized pruritis.1

We present a severe adverse reaction to topical 2% DPCP sensiti-
zation in a 57-year-old Asian woman diagnosed with AA affecting
Figure 1. Patient upon hospital admission for EMmajor. A–C, Targetoid
papules, plaques, and vesicles on the chest, extremities, and palmar sur-
faces. D, Erythematous lips with crusted erosions. E, Biopsy specimen
from targetoid skin lesion showing interface change, perivascular lym-
phocytic infiltrate with eosinophils, and apoptotic keratinocytes (�20
magnification).
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her scalp, axilla, and groin. She developed an erythemamultiforme
(EM) major–like reaction that required 16-day hospital admission
to manage her exaggerated response.

Our patient was initially treated unsuccessfully with topical
clobetasol, intralesional Kenalog (10 mg/mL) and topical 2%
squaric acid dibutylester (sensitization at the left arm and
later application to the scalp). This therapy did not cause
an atypical hypersensitivity reaction. Subsequently, sensiti-
zation with topical 2% DPCP was applied to 2-cm area on
her left arm. Two weeks later, bulla formed at the sensitiza-
tion site. Intramuscularal kenalog 40 mg/mL, intralesional
kenalog 10 mg/mL, and topical minoxidil 2% solution were ad-
ministered. Three days later, oral prednisone was started. Her
reaction continued to progress to targetoid lesions and severe
bullae, and 1 week later, she was treated in the emergency de-
partment with intravenous Solu-Medrol and Benadryl infusions.
This did not improve her condition.

Six weeks after DPCP sensitization, the patient was admitted
with EM major. Her physical examination included extensive
targetoid papules and plaques with vesicles on her trunk and ex-
tremities (Figs. 1A–C) and erythematous, crusted erosions on
her hard palate and lips (Fig. 1D). Erosions on the left chest and
bullae on the left upper arm were well healed with no evidence
of full-thickness epidermal loss. Skin biopsy specimen showed
interface dermatitis consistent with drug eruption (Fig. 1E).
Inpatient treatment included intravenous Solu-Medrol pulse
therapy (1 g/d for 4 days, followed by oral prednisone
1.0 mg/kg per day), cyclosporine (200 mg by mouth twice a
day), oral fluocinonide gel, intravenous immunoglobulin
infusions, narcotic analgesics, and Keflex 500 mg by mouth
twice a day for 2 weeks. Her symptoms gradually resolved
after discharge, and immunosuppressive therapy was weaned
without relapse.

Known inducers of EM reactions include viruses (herpes sim-
plex virus), drugs (allopurinol), topical agents (imiquimod), and
environmental causes (poison ivy).2 Although rare, 7 cases of
EM-like reactions after topical DPCP application have been re-
ported.3 All patients treated developed 1- to 4-week EM courses
after 0.1% to 2% topical DPCP treatment. Six patients were
women, and 3 patients developed reactions after the initial
DPCP sensitization. Only 1 patient required hospitalization for
systemic corticosteroids. Of interest, 3 (43%) of the reported re-
actions occurred in patients of Asian descent. This increased
proportion may suggest a genetic predisposition to the develop-
ment of EM secondary to topical DPCP. Asian populations are
especially susceptible to known human leukocyte antigens
(HLA)-associated drug hypersensitivities.4 Interestingly, in-
creased susceptibility to EM regardless of etiology has been
made with HLA-B155 and HLA-DQw32 alleles. Further char-
acterization of HLA type and clinical presentation in affected
individuals is needed to determine this potential relationship.
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Regardless, this case underscores the severity to which adverse
effects of standard therapies for AA can impact patients.
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Orthodontic Appliance Intolerance Due to
Dental Adhesive Allergy

To the Editor:
A 14-year-old adolescent girl presented for patch testing after

experiencing a type IV allergic reaction to her metal braces,
which was revealed as a probable dental acrylic adhesive allergy.
Contact or type IV allergy to orthodontic braces and other appli-
ances has been widely reported, with nickel most commonly
identified as the allergenic culprit.1 Allergies to dental acrylics
are also well known among both dental patients and dental techni-
cians.2,3 Invisalign braces and retainers, an alternative to traditional
metal braces, are composed of polyurethane from methylene
diphenyl diisocyanate and 1,6-hexanediol. Localized and systemic
allergic reactions to Invisalign have been reported, particularly
among workers in the polyurethane industry and among pa-
tients using the orthodontic appliances.4
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