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Introduction: Atopic dermatitis is a chronic, inflammatory skin disease characterized by
eczematous skin lesions associated with intense itch, sleep loss, impaired quality of life
(QoL), anxiety, and depression.! Interleukin (I1L)-13 is a key driver of the underlying type 2
inflammation and skin barrier dysfunction in atopic dermatitis.? Tralokinumab is a fully
human monoclonal antibody that specifically binds to the IL-13 cytokine with high affinity,
preventing interaction with the 1L-13 receptor and subsequent downstream IL-13 signaling.
The pivotal ECZTRA 3 trial (NCT03363854) investigated the efficacy and safety of

tralokinumab plus topical corticosteroids (TCS) as needed in adults with moderate-to-severe



atopic dermatitis.? This analysis assessed the effects of treatment with tralokinumab plus TCS

as needed on patient-reported outcomes over 32 weeks.

Methods: ECZTRA 3 was a double-blind, placebo plus TCS-controlled, Phase 3 trial.
Adults with moderate-to-severe atopic dermatitis were randomized 2:1 to subcutaneous
tralokinumab 300 mg every 2 weeks (g2w) plus TCS (mometasone furoate 0.1% cream
applied once daily to active lesions as needed; n=252) or placebo plus TCS (n=126) for 16
weeks. Hereafter, tralokinumab-treated patients continued on either g2w or every 4 weeks
g4w + TCS for an additional 16 weeks. Worst daily pruritus Numeric Rating Scale (NRS)
and eczema-related sleep interference NRS were recorded daily via eDiary, and Patient
Oriented Eczema Measure (POEM), Dermatology Life Quality Index (DLQI), and Hospital
Anxiety and Depression Scale (HADS) were recorded during scheduled visits. Post hoc
analyses of week 16-32 data were conducted by pooling all patients who were randomized to
tralokinumab in the initial treatment period, irrespective of tralokinumab dosing regimen
beyond week 16. Statistical analyses followed pre-specifications, i.e. mixed model for
repeated measures with fixed effects of planned treatment, region, and baseline Investigator’s
Global Assessment (IGA), as well as interactions between treatment and visit and baseline
value and visit for continuous endpoints. Data after rescue medication or permanent
discontinuation of trial product was set to missing and a compound symmetric covariance

matrix was assumed for repeated measures of a patient.

Results: At week 16, mean worst daily pruritus NRS (weekly average) improved by —4.1
versus baseline with tralokinumab g2w plus TCS and by —3.0 with placebo plus TCS
(difference -1.1; [95% confidence interval (Cl) —1.6, —0.7]; P<0.001), mean eczema-related
sleep interference NRS improved by —4.4 with tralokinumab g2w plus TCS versus —3.2 with

placebo plus TCS (-1.2 [-1.7, -0.7]; P<0.001), and mean POEM improved by —-11.8 with



tralokinumab g2w plus TCS versus —7.8 with placebo plus TCS (-4.0 [-5.6, —2.4]; P<0.001).
Least square mean (standard error [SE]) HADS total score improved from 11.6 (0.3) at
baseline to 7.2 (0.3) at week 16 with tralokinumab g2w versus 9.2 (0.4) with placebo plus
TCS (-2.0 [-3.1, -1.0]; P<0.001). Least square mean DLQI total score was reduced from
17.4 (0.3) at baseline to 5.6 (0.3) at week 16 with tralokinumab g2w plus TCS versus 8.3
(0.5) with placebo plus TCS (-2.7 [95% CI -3.9, —1.5]; P<0.001). Early separation in all
patient-reported outcomes between tralokinumab plus TCS and placebo plus TCS was
observed from week 2 or 3 onwards. At weeks 15-16, tralokinumab-treated patients used
approximately 50% less TCS versus placebo-treated patients (P=0.002). Continued
tralokinumab g2w/g4w + TCS was associated with sustained improvements versus baseline
at week 32 in worst daily pruritus NRS (estimated mean change [SE] of —4.6 [0.1]), eczema-
related sleep interference NRS (-4.9 [0.1]), and POEM (-12.4 [0.5]). Similarly, sustained
improvements were observed at week 32 in DLQI (estimated total score [SE] of 5.1 [0.3])

and HADS (6.4 [0.3]).

Conclusions: Patients with moderate-to-severe atopic dermatitis receiving tralokinumab plus
TCS as needed, reported early and sustained improvements in itch, sleep interference, POEM,
anxiety, depression, and QoL. The impact of atopic dermatitis on patients’” QoL was reduced
from having a very large effect (mean DLQI total score >11) at baseline to a small effect
(mean DLQI total <6) at week 32. In addition, symptoms of anxiety and depression, as
reported by the patients, improved from abnormal (mean HADS total score >11) to normal

(mean <8) at week 32.
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