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Introduction: Atopic dermatitis (AD) is a chronic skin disease with substantial symptom burden, including itch, pain, and sleep disturbance. Tralokinumab, a fully human monoclonal antibody, specifically neutralizes interleukin-13, a key cytokine involved in AD inflammation. Phase 3 trials compared tralokinumab monotherapy with placebo (ECZTRA 1, NCT03131648; ECZTRA 2, NCT03160885) and tralokinumab plus topical corticosteroids (TCS) with placebo plus TCS (ECZTRA 3, NCT03363854). Patient-reported outcomes (PROs) were used to assess the benefits of these treatment regimens. The objective of this analysis was to examine early changes in PROs across ECZTRA 1/2 and ECZTRA 3.
Methods: Patients were randomized 3:1 to subcutaneous tralokinumab 300 mg or placebo every 2 weeks [ECZTRA 1/2] or 2:1 to subcutaneous tralokinumab 300 mg plus TCS or placebo plus TCS every 2 weeks (ECZTRA 3) for an initial 16 weeks. PROs included daily Numeric Rating Scales (NRS) of eczema-related sleep interference and worst pruritus daily and biweekly (at weeks 2, 4, 6, 8, 12 and 16), Patient-Oriented Eczema Measure (POEM), and Dermatology Life Quality Index (DLQI).
Results: A total of 802, 794, and 380 patients were randomized in ECZTRA 1, 2, and 3, respectively. Significantly greater percentages of patients in all three trials achieved the primary endpoints of Investigator’s Global Assessment-0/1 and Eczema Area and Severity Index (EASI)-75 (75% reduction in EASI score) at 16 weeks with tralokinumab than with placebo. Reductions from baseline in weekly mean eczema-related sleep interference were significantly greater with tralokinumab than placebo by week 1 in ECZTRA 1 (–0.6 versus –0.2; p<0.001) and ECZTRA 2 (–0.7 versus –0.2; p<0.001) and by week 2 in ECZTRA 3 (–2.3 versus –1.9; p=0.037). Reductions in weekly average NRS worst daily pruritus from baseline were also significantly greater with tralokinumab than with placebo by week 1 in ECZTRA 1 (–0.7 versus –0.2; p<0.001) and ECZTRA 2 (–0.7 versus –0.3; p<0.001), and by week 3 in ECZTRA 3 (–2.6 versus –2.0; p=0.003). Reductions from baseline to week 2 in mean POEM were significantly greater with tralokinumab than with placebo in ECZTRA 1 (–4.0 versus –1.3; p<0.001), ECZTRA 2 (–4.6 versus –1.6; p<0.001), and ECZTRA 3 (–7.9 versus –5.9; p=0.006), as were reductions in mean DLQI in ECZTRA 1 (–4.4 versus –2.5; p<0.001), ECZTRA 2 (–4.7 versus –2.2; p<0.001), and ECZTRA 3 (–8.9 versus –7.3; p=0.011). Mean improvements in DLQI and POEM from baseline reached minimally clinical important difference at week 2.
Conclusions: Tralokinumab, with or without concomitant TCS, led to rapid improvements in PROs across all three trials. Concomitant TCS use in ECZTRA 3 may explain why differences between tralokinumab and placebo were observed earlier in ECZTRA 1 and 2.
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