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DEAR EDITOR, Dupilumab (Dupixent�) is the first biological

drug to be licensed for the treatment of adults with atopic

dermatitis (AD). Data regarding its long-term real-world effec-

tiveness and tolerability are limited.

We report comprehensive outcome data at 1 year for the first

100 adult patients initiated on dupilumab in a specialist eczema

clinic (May 2017–November 2019). In this prospective, obser-

vational cohort study (Health Research Authority UK

ref.268527) all patients received dupilumab at the licensed

dose. Wherever possible, patients on other systemic treatment(s)

underwent a 4-week washout prior to dupilumab. In view of

ophthalmic complications reported in trials, all patients were

given preservative-free lubricating eye ointment prior to

dupilumab.1–3 Disease activity and patient-reported outcome

measures were assessed at baseline, week 12, week 24 and 1 year

of treatment. Adverse events (AEs) were recorded and classified.4

The cohort (n = 100) included 63 men and 37 women

[median age 40 years, interquartile range (IQR) 29–50; med-

ian body mass index 26�7 kg m–2, IQR 23�4–29�9]. Patients
had significant disease burden at baseline with high investiga-

tor- and patient-reported disease activity (Table 1), prevalent

atopic comorbidities (80% atopic asthma; 72% allergic rhinitis;

58% allergic conjunctivitis; 53% food allergy) and prior expo-

sure to multiple systemic treatments [mean (SD) 2�6 (1�1)].
There was also significant depression and/or anxiety (Table 1).

We saw early improvement in multiple outcome measures

related to disease activity, quality of life, itch, depression and

anxiety (Table 1). We saw continued improvement in patients

who remained on dupilumab through to 1 year. For example,

by 1 year, 63�3% of patients achieved at least a 75% improve-

ment in Eczema Area Severity Index (EASI 75) relative to base-

line. There was also marked improvement in psychological

measures; only 6�6% of patients reported symptoms of moder-

ate-to-severe depression or anxiety at 1 year vs. 37�9% and

33�7% at baseline, respectively. We observed a small but sig-

nificant rise in mean peripheral eosinophil count at week 12,

which normalized between week 24 and 1 year; serum IgE

decreased progressively to 1 year (Table 1).

Ninety-four per cent of patients had experienced an AE by

1 year, with the majority considered mild or moderate. Six

patients experienced a serious AE: death (unrelated to dupilu-

mab; n = 2) or an AE requiring hospitalization (pneumonia; sui-

cide attempt; depression with suicidal ideation; fracture; n = 4).

Ophthalmic AEs were most common [29�3% of all AEs (n = 76/

259); affecting 76% of patients]: predominantly allergic/dupi-

lumab-associated conjunctivitis (32%), conjunctivitis (unspeci-

fied; 7%) or dry eyes (23%). Two of five cases of infective eye

disease were caused by herpes simplex virus (HSV). Median time

to onset of ophthalmic AEs was 4 weeks (IQR 3–36). One

patient paused dupilumab owing to severe allergic conjunctivitis

but subsequently restarted with reduced dose frequency. There

were similar rates of dupilumab-associated conjunctivitis in

patients with or without pre-exisiting allergic conjunctivitis. The

second most frequently reported AE was skin infection, includ-

ing reactivation of HSV (n = 18), molluscum contagiosum

(n = 5) and varicella zoster virus [VZV; n = 1 (no eczema her-

peticum/disseminated VZV)]. All cases of molluscum pre-dated

dupilumab, flared during treatment and then cleared by 1 year

(as previously reported).5 Cutaneous AEs included eczema flare

(n = 22; 14 cases localized to head and neck). Ten additional

patients had persistent head and neck dermatitis/facial erythema.

Of the 24 patients with head and neck dermatitis/facial ery-

thema, one discontinued dupilumab owing to symptoms, eight

resolved and 15 were ongoing at 1 year. There were five cases of

injection site reaction. One patient developed guttate psoriasis

(week 24) and discontinued dupilumab. Fourteen patients

reported musculoskeletal symptoms, of whom six were diag-

nosed with enthesitis and/or inflammatory arthropathy by a

rheumatologist (as previously reported).6 Four developed symp-

toms by week 12, with two late presentations (weeks 29 and

36). Two patients continued dupilumab with concomitant anti-

inflammatories; one continued dupilimab at 4-weekly dosing

with reduced symptoms; three discontinued dupilumab. Other

AEs leading to discontinuation/pause of dupilumab comprised

fatigue and arthralgia (n = 1 at week 12; discontinued); abdom-

inal bloating (n = 1 at week 24; discontinued); and new neu-

tropenia (n = 1 at week 24; stable after restarting).

We report long-term outcome data demonstrating the effec-

tiveness of dupilumab in a large real-world cohort of adults

with complex AD, with outcomes at 1 year (as observed) sim-

ilar to trials.2–4 This is the first description of improvement in

depresson/anxiety in a real-world cohort. In comparison with

trial data, we observed a higher incidence of AEs, including

conjunctivitis, head and neck dermatitis and enthesitis/inflam-

matory arthropathy.2–4 Of note, our first 100 patients had sig-

nificant atopic burden. Other real-world cohorts have also

reported high/similar rates of ophthalmic AEs.7,8 We acknowl-

edge the limitations of our study, including incomplete data and

data presented ‘as observed’. National registries and planned

platform trials will characterize the comparative effectiveness and

tolerability of dupilumab with other systemic therapies.
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