Tralokinumab improves clinically relevant outcome measures: a post hoc analysis of ECZTRA 3, a randomized clinical trial in patients with moderate-to-severe atopic dermatitis
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Introduction

Atopic dermatitis (AD) is a chronic inflammatory skin disease,' characterized by eczematous lesions and multiple
symptoms including pruritus, sleep disturbance, and depression?3

Tralokinumalb is a first-in-class, fully human monoclonal antibody, designed to neutralize interleukin-13, a key
driver of the underlying inflammation of AD which is overexpressed in lesional and non-lesional AD skin*®

The ECZTRA 3 study reflected clinical practice by evaluating the use of tralokinumab 300 mg every 2 weeks in
combination with a topical corticosteroid (TCS) used as needed on active lesions compared with placebo plus

Post hoc analysis

Following HOME recommendations,® outcomes were selected in the domains o clinician-assessed signs (EASI),
patient-reported symptoms (pruritus NRS and POEM) quallity of life (DLQI), and a patient global instrument
(PGI-B) (Table 1)

Outcomes were assessed at time points typically used in clinical practice for patient follow-up, i.e. after
3 months in the initiation phase and every 6 months in the maintenance phase

Clinically relevant targets were selected to reflect the achievement of a clinically meaningful change versus
baseline during the initial treatment phase (minimal target) and to reflect achievement of mild disease activity
(ideal target) during the maintenance phase

Table 1. Disease domains and targets assessed

Target achievement at months 3 and 6

Overall, 91% of patients receiving tralokinumab every 2 weeks plus TCS achieved at least one of the defined
minimum targets (clinically relevant change) for EASI, pruritus, POEM, DLQI, and PGI-B at 3 months (Figure 2A)

77-79% achieved a clinically relevant change as judged by EASI, PGI-B DLQI, and POEM, respectively
59% achieved a clinically relevant change as judged by worst daily pruritus NRS

Figure 2. Proportion of patients achieving the individual disease domain targets for (A) clinically relevant change
at 3 months and (B) mild AD activity at 6 months®
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Safety

Tralokinumalb in combination with TCS was well tolerated with the overall safety being comparable to that of
placebo in the initial treatment period up to 16 weeks (Table 3). Overall, the safety profile at week 32 was
comparable with the initial treatment period

Tralokinumalb in combination with TCS was associated with lower rates of severe and serious infections and
eczema herpeticum versus placebo plus TCS

All conjunctivitis cases were mild to moderate and only one led to treatment discontinuation

Table 3. Adverse events in the initial treatment period up to week 16
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improvement (minimal target) in at least one of the pre-defined disease domains
(AD signs and symptoms and AD-related quality of life) 3 months after initiating
treatment

Overall, 82% of patients receiving tralokinumab every 2 weeks or every 4 weeks plus TCS achieved at least one
of the defined optimal targets (equivalent to mild disease) at month 6 in the maintenance treatment phase
(Figure 2B)

59-69% achieved mild AD as judged by EASI, DLQI, and worst daily pruritus NRS

37% and 43% of patients achieved mild AD as judged by POEM or worst weekly PGI-B,
respectively

Overall, 78% (193/247 patients with data at baseline and month 3) achieved both a >1-point reduction in PGI-B

16-week responders

Tralokinumab g2w + TCS (n=69)

Patient characteristics

Patients had a long duration of AD prior to being enrolled into the study; almost half of patients had severe AD
(IGA-4) at baseline and mean body surface area (BSA) involvement was close to 50% (Table 2)

Overall, 60% of patients had a worst PGI-B score of 4 (very much bothered by their AD) at baseline

A high proportion of patients (82%) achieved an outcome equivalent to mild disease
activity (ideal target) in at least one of the pre-defined disease domains (AD signs and
symptoms and AD-related quality of life) during the maintenance treatment phase
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