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Dupilumab improves patient-reported
symptoms and health-related quality of life in
children aged 6-11 years with severe atopic
dermatitis

https://doi.org/10.1093/bjd/ljad 124

Dear Editor, Severe atopic dermatitis (AD) in children poses
a high disease burden and requires long-term management,
which in turn relies on monitoring symptoms and quality
of life (QolL) over time. It is important that children and
caregivers observe rapid improvement in signs, symptoms
and QoL to ensure adherence to treatment. The Patient-
Oriented Eczema Measure (POEM) is recommended as
the main instrument for assessing patient-reported AD
symptoms.’? POEM assesses the frequency, during the
previous week, of symptoms in seven domains: itch, sleep
disturbance, bleeding, oozing of clear fluid, cracked skin,
flaking skin, and dry/rough skin.? The effect of AD on QolL?
is evaluated using the Children’s Dermatology Life Quality
Index (CDLQI).* CDLQI assesses 10 patient-reported items,
during the previous week, in six domains that affect QoL:
symptoms and feelings, leisure, school and holidays, per-
sonal relationships, sleep, and treatment burden.* In children
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aged 6-11 years, a six-point threshold has been established
as the minimal clinically important difference (MCID) in both
POEM and CDLQI.%

Dupilumab is the only systemic treatment approved
for children aged 6-11 years with severe AD in Europe.®
Dupilumab, a fully human monoclonal antibody, blocks the
shared receptor component for interleukin (IL)-4 and IL-13,
key and central drivers of type 2 inflammation in multiple
diseases, including AD.

LIBERTY AD PEDS (R668-AD-1652, NCT03345914) was
a randomized, double-blind, placebo-controlled, phase Il
clinical trial investigating efficacy and safety of treatment
with dupilumab plus topical corticosteroids (TCS) in 367 chil-
dren aged 6-11 years with severe AD. In this 16-week trial,
dupilumab +TCS significantly improved AD signs, symp-
toms and QoL compared with placebo+TCS, with an
acceptable safety profile.” Here, we evaluated the effect
of dupilumab+TCS on POEM and CDLQI scores, reporting
on the change in total POEM scores and the frequency of
the seven symptoms assessed by POEM, change in QoL
assessed by total CDLQI score and its individual items, and
proportions of patients achieving a clinically meaningful
change in POEM and CDLAQI.5

Details of the study design and primary efficacy and
safety results have been reported previously.” This current
post-hoc analysis included children treated with 300 mg
dupilumab every 4 weeks (q4w)+TCS (n=122) or children
with baseline weight >30 kg treated with 200 mg dupi-
lumab every 2 weeks (q2w) +TCS (n=59) and two matched
placebo+ TCS groups. Patients with missing values or who
received rescue treatment were categorized as ‘nonre-
sponders’. Statistical comparisons between dupilumab
and placebo arms used nominal P-values with a 0.05 two-
sided significance level derived using the Cochran—Mantel—
Haenszel test stratified by region and baseline weight group.

At baseline, mean (SD) overall POEM score was 20.8
(5.5), corresponding to severe disease? and 59.5% of
patients had a total CDLQI score indicating a ‘very large’
or ‘extremely large’ impact on life.* Mean total POEM
scores were balanced across treatment groups [g4w dup-
ilumab: 21.3 (5.5) vs. placebo: 20.7 (5.5); g2w dupilumab:
19.9 (5.3) vs. placebo: 20.4 (6.0)], as were mean CDLQI
scores [g4w dupilumab: 16.2 (7.9) vs. placebo 14.6 (7.4);
g2w dupilumab: 13.0 (6.2) vs. placebo 13.2 (7.7)]. Least-
squares mean POEM scores were significantly lower in both
dupilumab-treated arms vs. placebo from week 2 onwards
to week 16 of the study (P<0.0001) (Figure 1a). At week
16, significantly more patients treated with dupilumab vs.
placebo achieved a POEM score of 0/1 (‘clear skin’/'almost
clear skin’) (dupilumab g4w: 13.9% vs. 2.4%, P=0.001; dup-
ilumab g2w: 22.0% vs. 1.6%, P=0.0005). Also, significantly
more reported CDLQI scores of 0 or 1 ('no effect on life’)
(dupilumab g4w: 31.3% vs. 9.5%, P=0.0001; dupilumab
g2w: 35.1% vs. 10.2%, P<0.01; Figure 1b).

At week 16 in the dupilumab g4w and g2w groups 81.7%
and 79.3% of patients, respectively (vs. 31.1% and 32.0%
placebo, respectively, P<0.0001 for both) achieved a MCID
(at least a six-point reduction) in POEM, and 77.3% and
80.8% (vs. 42.3% and 35.8% placebo, P<0.0001 for both)
in CDLQI.

At week 16, dupilumab improved each individual POEM
item in both g4w and g2w groups, with significantly more
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Figure 1 (a) LS mean change in total POEM score over time. (b) CDLQI total score at BL, Wk 4 and Wk 16. Percentages were calculated based on
n1. P-values shown are for comparison of proportions of patients who achieved CDLQI scores of 0 or 1 (indicating no effect on their quality of life)

at Wk 16 between dupilumab-treated and placebo-treated arms. (c) POEM item level at BL and outcomes at Wk 16: proportion of patients who

reported 'no days'/'1-2 days’; patients treated with dupilumab with TCS or placebo with TCS. Percentages were calculated based on the number of
responders at each respective visit and the total number of patients within each treatment arm. (d) CDLQI item level at baseline and outcomes at
Wk 16: proportion of patients who reported ‘not at all’ or ‘only a little’; patients treated with dupilumab+ TCS or placebo+TCS. Percentages were

calculated based on the number of responders at each respective visit and the total number of patients within each treatment arm. Continuous
endpoints were analysed using a multiple imputation method with data set to missing after rescue treatment use. Categorical endpoints were
analysed using a nonresponder imputation method with patients with missing values and patients who used rescue treatment considered as
nonresponders.**P<0.01; ***P<0.001; ****P<0.0001. BL, baseline; CDLQI, Children’s Dermatology Life Quality Index; LS, least-squares;
n, number of patients within each treatment arm; n1, number of patients with non-missing CDLQI total score within treatment arm and visit;

POEM, Patient-Oriented Eczema Measure; g2w, every 2 weeks; g4w, every 4 weeks; SE, standard error; TCS, topical corticosteroids; Wk, week.
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patients treated with dupilumab than placebo reporting ‘no
days’ or "1-2 days’ for each item over the past week (Figure
1c). Additionally, in both the dupilumab g4w and g2w groups
vs. placebo, a significantly greater proportion of patients
reported ‘not at all’ or ‘only a little’ for each individual CDLQI
item (Figure 1d). The long-term benefits of dupilumab in chil-
dren with severe AD have been previously demonstrated
in the open-label extension study, LIBERTY AD PED-OLE,
with improvements in POEM and CDLQI sustained for up
to 48 weeks of treatment.®

In conclusion, in children aged 6-11 years with severe
AD, dupilumab with TCS compared with placebo with TCS
resulted in rapid and clinically meaningful improvement in
patients’ assessment of frequency of AD lesions, itching,
sleep impairment and QoL. This analysis highlights the ben-
efits of dupilumab treatment from the patient’s perspective.
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