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Rapid Efficacy of anifrolumab in refractory cutaneous lupus erythematosus: a prospective study of 11 patients with systemic lupus erythematosus

Mathian has received grant/research support from Sobi; participated in advisory board related to lupus for AstraZeneca; received payment for expert testimony for GSK; received support for attending meetings and/or travel from AstraZeneca and GSK; received consulting fees, speaking fees and honoraria from AstraZeneca, GSK, Otsuka and Novartis. Cristina Bulai Livideanu received speaking fee and honoraria from BluePrint Medicine, Lilly, and UCB and participated in advisory board for Abbvie, Boeringer-Ingelheim, Blueprint Medicine, and UCB. Véronique Avettand-Fenoel received grant/research support and speaking fees from Gilead and ViiV Healthcare. Zahir Amoura has received grant/research support from GSK, AstraZeneca, Roche, Novartis, Amgen; participated in advisory board related to lupus for GSK, AstraZeneca, Kezar, Amgen, Otsuka; received consulting fees, speaking fees and honoraria from AstraZeneca and GSK. However, its real-life efficacy in the setting of CLE refractory to standard therapies including thalidomide, lenalidomide and belimumab has not been assessed using validated disease activity instruments 4. This national multicenter prospective study enrolled SLE patients with biopsy-proven active CLE despite optimal treatment with failure of at least three currently available CLE treatments, including belimumab (mandatory to be eligible in the early access program in France). Of note, all patients had to be fully vaccinated against COVID-19 before starting anifrolumab. Anifrolumab (300 mg intravenously every 4 weeks) was started between August 2021 and May 2022, and the patients were followed up for a minimum of 16 weeks. The primary outcome was the proportion of partial response (PR) at week 16 defined by a decrease of CLE Disease Area and Severity Index activity of at least 50% (CLASI-A 50)1,4. SLE activity (SELENASLEDAI score5) and adverse events were also assessed (Supplementary Methods). Analyses were performed using the JMP 15 software (SAS Institute, Cary, NC, USA). The study protocol was approved by our local IRB (CEEI/IRB 22-946). Eleven women were included in the study. The detailed characteristics at baseline are presented in Table 1. Before starting anifrolumab, the median number of systemic treatment lines for CLE per patient was 6 (3-9). CLASI-A 50 at week 16 was reached by the 11 patients. The median CLASI activity decreased from 15 (4-35) at baseline to 4 (0-19) at week 4 (p=0.001) and 2 (0-13) at week 16 (p<0.001) (Figure 1). The median time to reach CLASI-A 50 was one month (95% CI 1-3) (Supplementary Figure 1). Seven patients received additional infusions after week 16, up to week 40 for one patient. All patients showed sustained improvement in CLASI activity. A complete response (CLASI-A=0) was observed in 6 patients (54%). No significant variation in the median CLASI damage was observed (Supplementary Figure 2). The median SELENA-SLEDAI score significantly decreased from 8 (4-22) at baseline to 4 (0-10) at week 16 (p=0.002) (Supplementary Figure 2), and all 5 patients with baseline articular involvement had disappearance of their clinical symptoms.

The median dose of prednisone decreased from 10 mg/day (0-15) to 5 mg/day (0-10). Eight (73%) patients had at least one AEs, with a total of 10 AEs (Supplementary Table 1). No patient discontinued anifrolumab permanently because of an AE. Infectious AEs included two non-severe COVID-19 cases with spontaneous recovery (grade 1) (for which anifrolumab infusion was delayed for 2 weeks), one herpes zoster, one case of worsening preexisting palmar warts, and one case of mucosal candidiasis. The main limitations of this study are its limited sample size and follow-up duration. Overall, anifrolumab is a promising therapeutic option for refractory CLE.
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  The other authors have no conflict of interest to declare. IRB approval status: CEEI/IRB 22words, References: 5, Figures: 1, Tables: 1, Supplementary Figures: 2, Supplementary Table: 1, Supplementary method: 1 Anifrolumab, a human monoclonal antibody that binds IFN-I receptor subunit 11, has been approved for the treatment of systemic lupus erythematosus (SLE). Clinical trials have shown that anifrolumab is effective in cutaneous lupus erythematosus (CLE) associated with SLE 1,2. A few case reports have suggested the efficacy of anifrolumab in refractory CLE 3.
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