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Purpose: To describe a case of severe dupilumab-associated blepharoconjunctivitis with
giant papillae treated with high potency corticosteroid eyedrops, without discontinuing or
reducing dupilumab therapy.

Case Report: A 22-year-old Latin American female with a long history of severe atopic
dermatitis (AD) with no ocular involvement presented 20 weeks after starting treatment with
dupilumab injections with blurry vision, multiple chalazia, eyelid swelling and severe
conjunctival injection in both eyes. She also reports having a hordeolum 2 months prior
and severely dry eyes starting 2 weeks prior. Slit-lamp examination revealed severe con-
junctivitis with macroscopically visible giant papillae in the right lower tarsal conjunctiva.
The diagnosis of severe dupilumab-associated blepharoconjunctivitis was made and diflu-
prednate 0.05% eyedrops two times a day for 7 days was initiated. Given the severity of her
AD and her marked skin improvement with dupilumab, it was decided to continue dupilumab
without reducing the dose. At 2-day follow-up, conjunctival injection had markedly
improved, and at 2-month follow-up, her examination was unremarkable. Currently, our
patient only uses dexamethasone 0.1% drops few times a week as per needed for occasional
eye irritation.

Conclusion: As dupilumab injections begin to claim a rightful place in medicine, the
ophthalmic community may start encountering dupilumab-associated ocular surface disease
all more often and potentially play an important role in identifying, characterizing and
treating the adverse ocular effects from this novel medication.
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Introduction
Dupilumab is a human monoclonal antibody that blocks interleukin (IL)-4 and IL-13
signaling approved by the US Food and Drug Administration (FDA) in 2017 as the
first biological systemic treatment for moderate-to-severe atopic dermatitis (AD)."
In the randomised clinical trials used for dupilumab FDA approval, up to 22%
of patients with AD on dupilumab experience some kind of dupilumab-associated
ocular surface disease (DOSD).> More than 90% of DOSD cases are mild or
moderate and controlled with artificial tears and/or mast cell stabilisers.> Few
severe cases have been recently reported in real-life clinical practice, including
cases of follicular, proliferative and cicatricial conjunctivitis*® A single case of
severe papillary blepharoconjunctivitis has also been described.'® Due to the
novelty of this treatment, there are currently no established guidelines for treating
severe DOSD cases.
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We herein present a case of dupilumab-associated
severe blepharoconjunctivitis with giant papillae treated
with high potency corticosteroid eyedrops, without discon-
tinuing or reducing dupilumab therapy.

Case Presentation

A 22-year-old Latin American female with a long history
of severe AD with up to 90% of body surface area invol-
vement, but no ocular involvement, was referred 20 weeks
after starting treatment with dupilumab injections 300 mg
biweekly, for ophthalmologic evaluation. With dupilumab,
nearly complete resolution of her widespread eczematous
dermatitis had been achieved, while prior treatments
including topical corticosteroids and immunosuppressives
failed to improve her debilitating skin disease.

The patient presented with blurry vision, green ocular
discharge, multiple chalazia, eyelid swelling and severe
conjunctival injection in both eyes (Figure 1). She also
reports having a hordeolum 2 months prior and severely
dry eyes starting 2 weeks prior.

Slit-lamp examination revealed severe conjunctivitis with
macroscopically visible giant papillae in the right lower tarsal
conjunctiva (Figure 2). The diagnosis of severe dupilumab-
associated blepharoconjunctivitis was made and diflupred-
nate 0.05% eyedrops two times a day for 7 days was initiated.
Given the severity of her AD and her marked skin improve-
ment with dupilumab, it was decided to continue dupilumab
300 mg every 14 days without reducing the dose. At 2-day
follow-up, conjunctival injection had markedly improved
and at 2-month follow-up her examination was unremarkable
except from a chalazion and mild dryness. Currently, our
patient only uses dexamethasone 0.1% drops few times a
week as per needed for occasional eye irritation.

Health Insurance Portability and Accountability Act
(HIPPA) compliance was maintained throughout the
study as well as adherence to the tenets of the
Declaration of Helsinki. An institutional review board
approval was not required to publish data of a single

Figure | External photograph showing bilateral eyelid swelling and severe con-
junctival injection.

Figure 2 External photograph showing macroscopically visible giant papillae in the
right lower tarsal conjunctiva.

patient. Written informed consent was obtained from the
patient for chart review and publication of this case report
including the images prior to study commencement.

Discussion

Atopic dermatitis (AD) is the most common chronic
inflammatory skin disease, with a prevalence between
2-10% in adults and 15-30% in children.'" Current treat-
ment options are limited and symptoms for moderate-to-
severe atopic dermatitis are infrequently adequately con-
trolled with topical corticosteroids. Dupilumab is the first
FDA-approved biological systemic treatment for moder-
ate-to-severe atopic dermatitis." In addition to improving
symptoms of atopic dermatitis, clinical trials have reported
dupilumab to reduce patient-reported symptoms of depres-
sion, anxiety and improve overall quality of life.'

DOSD is a common adverse event of dupilumab and if
left untreated may lead to cicatricial conjunctivitis and
subsequent visual impairment;*® high index of suspicion
and multidisciplinary awareness for early recognition and
appropriate treatment of this adverse event is warranted.

Both medium and high potency topical corticosteroids
and calcineurin-inhibitor eyedrops have been described in
real-life clinical practice as effective treatment options for
severe DOSD with continued dupilumab treatment. > As
AD patients are prone to herpetic keratitis, topical steroids
should be used with caution and the use of periocular
tacrolimus ointment may also be considered.'> The two
cases of cicatricial blepharoconjunctivitis reported in the
literature either reduced® or stopped* dupilumab infusions
along with topical or oral corticosteroids, respectively.*
The
reported combined antibiotic/dexamethasone eyedrops

single case of papillary blepharoconjunctivitis

along with lid hygiene measures.'®
In our case of severe blepharoconjunctivitis with giant
papillae, remission of ocular disease was achieved with
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high potency corticosteroid eyedrops without reducing the

dupilumab dose frequency. The recent consensus recom-

mendation by an international panel of eczema experts

concluded that dupilumab treatment should be continued

when possible for patients with AD and ocular complica-

tions, with appropriate referral to an ophthalmologist.'?

As dupilumab injections begin to claim a rightful place

in medicine, the ophthalmic community may start encoun-

tering dupilumab-associated ocular surface disease all

more often and potentially play an important role in iden-

tifying, characterizing and treating the adverse ocular

effects from this novel medication.
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