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Introduction & Objectives: Ixekizumab, a high-affinity monoclonal antibody that selectively targets interleukin-17A, has shown superiority to guselkumab in rapidly improving signs and symptoms in patients with moderate-to-severe psoriasis. Conventional measurements for assessing psoriasis treatment effects capture improvements at fixed, prespecified time points, failing to account for cumulative clinical benefits over time. Here, we compared cumulative benefits of ixekizumab vs. guselkumab over 24 weeks of treatment.
Materials & Methods: Cumulative clinical benefits of ixekizumab and guselkumab were assessed by evaluating the area under the curve (AUC) for responders of ≥75%, ≥90%, and 100% improvement from baseline in Psoriasis Area and Severity Index (PASI 75/90/100), Dermatology Life Quality Index (DLQI [0,1]), and score of 0 in Itch Numeric Rating Scale (Itch NRS) over 24 weeks in the IXORA-R trial, which compared ixekizumab (n=520) and guselkumab (n=507). Treatment differences in AUC were compared using the analysis of covariance model after adjusting for baseline values and pooled sites. Normalized cumulative benefits were calculated to obtain the percentage of the maximum AUC for each outcome measure. Average days staying at PASI 75/90/100, achieving no quality of life impacts (DLQI [0,1]), and itch-free status (Itch NRS=0) over 24 weeks were estimated based on the percentage of the maximum AUC and the study duration. Missing values were imputed using nonresponder imputation.
Results: Greater cumulative clinical benefits (least square mean) over the 24-week study period were found with ixekizumab versus guselkumab in PASI 75 (73% vs. 66%, p<0.001), PASI 90 (57% vs. 47%, p<0.001), and PASI 100 (33% vs. 25%, p<0.001). Significantly greater cumulative benefits were also found with ixekizumab versus guselkumab in DLQI [0,1] (51% vs. 46%, p=0.026) and Itch NRS=0 (30% vs. 25%, p=0.002). Patients had earlier and a greater number of improved skin clearance days over 24 weeks (168 days) with ixekizumab versus guselkumab (PASI 75: 122 vs. 111 days; PASI 90: 95 vs. 79 days; PASI 100: 56 vs. 42 days), as well as more days of DLQI [0,1] (85 vs. 77 days) and Itch NRS=0 (51 vs. 42 days). 
Conclusion: Ixekizumab, due to its rapid and sustained efficacy trajectory, showed significantly greater cumulative and sustained clinical benefits than guselkumab over 24 weeks across PASI 75/90/100 response categories, and with more days of complete skin clearance. Patients also had more rapid, significant, and sustained improvements in health-related quality of life and itch with ixekizumab compared to guselkumab. 
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