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Introduction: Investigator’s Global Assessment 0 or 1 (IGA-0/1; clear or almost clear skin) and/or ≥75% improvement in Eczema Area and Severity Index (EASI-75) are the regulatory primary efficacy endpoints in Phase 3 trials evaluating treatments for atopic dermatitis (AD). These endpoints, however, do not completely reflect the full burden of AD and may not deliver sufficient information for clinical decision making. The objective of this study was to assess responses to treatment with tralokinumab plus topical corticosteroids (TCS) based on targets and time points typically used in clinical practice.
Methods: In the ECZTRA 3 trial (NCT03363854), adult patients with moderate-to-severe AD were randomized 2:1 to subcutaneous tralokinumab 300 mg or placebo every 2 weeks (Q2W) for 16 weeks, in combination with concomitant TCS as needed. At week 16, tralokinumab responders (IGA-0/1 and/or EASI-75) were re-randomized 1:1 to tralokinumab Q2W+TCS or Q4W+TCS; and nonresponders were treated with tralokinumab Q2W+TCS, for an additional 16 weeks. This post hoc analysis assessed the proportion of patients achieving clinically meaningful responses after 12 and 24 weeks based on clinician-assessed signs (EASI), patient-reported symptoms (pruritus and Patient-Oriented Eczema Measure [POEM]), and patient-reported quality of life (Dermatology Life Quality Index [DLQI] and Patient Global Impression of Bother [PGI-B]). Chosen time points reflect typical follow-up for adult AD patients initiating new treatment.
Results: In total, 252 and 126 patients received tralokinumab Q2W+TCS and placebo Q2W+TCS, respectively, during the initial 16-week treatment period. At week 16, a significantly greater proportion of patients treated with tralokinumab+TCS achieved the regulatory primary endpoints of IGA-0/1 (38.9%, p=0.015) and EASI-75 (56.0%, p<0.001) than those who received placebo+TCS. At week 12, 79.0%, 59.0%, 78.0%, 77.0%, and 80.2% of the 252 patients who received tralokinumab+TCS achieved EASI-50, ≥3-point reduction in worst daily pruritus, ≥4-point reduction in POEM, ≥4 point reduction in DLQI, and ≥1-point reduction in PGI-B, respectively. A high proportion (79.4%; 196/247 assessed) achieved both ≥1-point reduction in PGI-B and at least one of the other disease domain endpoints. At week 24, 81.0% (N=252) achieved EASI-50 and 69.0% achieved EASI-75, while week-24 response rates in the subgroup with both the PGI-B target and any of the other disease domains at week 12 (N=196) were 90.8% and 75.5% for EASI-50 and EASI-75, respectively.
Conclusions: Tralokinumab in combination with TCS was associated with a high proportion of patients achieving and maintaining clinically meaningful improvements in AD signs and symptoms and AD-related quality of life after 12 and 24 weeks of treatment.
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