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Introduction: Bimekizumab is a monoclonal antibody that targets Interleukin-17 A and F, approved for the treatment of moderate-to-severe plaque psoriasis. While bimekizumab has been evaluated in several phase-III clinical trials, real-world evidence is still very limited.

Method: This multicenter retrospective study included patients affected by plaque psoriasis treated with bimekizumab from May 1, 2022 to April 30, 2023, at 19 Italian referral hospitals. Patients affected by moderate-to-severe plaque psoriasis eligible for systemic treatments were included. The effectiveness of bimekizumab was evaluated in terms of reduction in psoriasis area and severity index (PASI) compared with baseline at weeks 4 and 16. The main outcomes were the percentages of patients achieving an improvement of at least 75% (PASI75), 90% (PASI90) and 100% (PASI100) in PASI score.

Results: The study included 237 patients who received at least one injection of bimekizumab. One hundred and seventy-one patients and 114 reached four and 16 weeks of follow-up, respectively. Complete skin clearance was achieved by 43.3% and 75.4% of patients at weeks 4 and 16, respectively. At week 16, 86.8% of patients reported no impact on their quality of life. At week 16, there were no significant differences between bio-naïve and bio-experienced patients in terms of PASI75, PASI90 and PASI100. The most commonly reported adverse events (AEs) were oral candidiasis (10.1%). No severe AEs or AEs leading to discontinuation were observed throughout the study.

Conclusion: Our experience supports the effectiveness and tolerability of bimekizumab in a real-world setting with similar results compared with phase-III clinical trials.
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1. Introduction

Psoriasis is a chronic immune-mediated systemic disease primarily affecting the skin, presenting with erythematous scaly plaques and patches (1). The treatment of moderate-to-severe plaque psoriasis includes conventional systemic therapies and biological drugs (1). Several monoclonal antibodies were developed, targeting primarily two key cytokines in the pathogenesis of psoriasis: interleukin (IL)-23 and IL-17.1 IL-17A represents the target of two biological drugs (secukinumab and ixekizumab), while IL-17A receptor is antagonized by brodalumab (1). Recent research has focused on the role of IL-17F, which was found to have overlapping pro-inflammatory functions with IL-17A and to be even more expressed in psoriatic lesions (2).

Bimekizumab is a humanized monoclonal antibody that selectively targets both IL-17A and IL-17F. It has been approved for the treatment of moderate-to-severe plaque psoriasis after four phase-III clinical trials (be ready, be vivid, be sure, be radiant) demonstrated the superior efficacy of bimekizumab compared with placebo, ustekinumab, adalimumab and secukinumab (3–6). However, real-life data on bimekizumab are limited to case reports (7, 8).

To assess the effectiveness and safety of bimekizumab in a real-world setting, we conducted a 16 weeks retrospective multicenter study.



2. Method

Two hundred and thirty-seven patients from 19 Italian Dermatology Units received at least one injection of bimekizumab and were enrolled in this study. Patients’ characteristics were retrieved from the electronic records of each hospital.

Patients’ eligibility for bimekizumab treatment was evaluated according to Italian Guidelines (9). All patients were screened for viral hepatitis B and C, HIV and latent tuberculosis before starting the therapy. Bimekizumab was administrated according to the summary of product characteristics (two subcutaneous injections of 160 mg each, at weeks 0, 4, 8, 12, 16 followed by two injections every 8 weeks) in patients with inadequate response or contraindications to systemic treatments (10).

The procedures for this study adhered to clinical standards and did not necessitate approval from the institutional review board. All patients provided written consent for their anonymous data to be retrieved retrospectively. The research complied with the Helsinki Declaration of 1964 and its later amendments.

At each dermatological examination, psoriasis area and severity index (PASI) was assessed. The effectiveness of bimekizumab was evaluated at weeks 4 and 16 in terms of percentage reduction of 90 and 100% in PASI compared with baseline (PASI90 and PASI100, respectively). An additional endpoint was the proportion of patients achieving an absolute PASI of 2 or less at each visit. We conducted a sub-analysis to assess the effectiveness of bimekizumab in individuals who had previously undergone other biological treatments.

To evaluate the impact of bimekizumab on the quality of life of the patients, at each visit dermatology life quality index (DLQI) was recorded. The percentages of patients who achieved a DLQI of 0/1 (no impact on quality of life) were assessed at weeks 4 and 16.

At each visit, the occurrence of any adverse events (AEs) was investigated, including severe AEs and AEs leading to the discontinuation of bimekizumab.

Categorical data were reported as absolute frequencies and percentages, while continuous were presented as mean and standard deviation (SD).

Effectiveness and safety analyses were conducted on all patients who completed at least one follow-up visit (171 patients). The effectiveness of bimekizumab in terms of PASI ≤2, PASI90 and PASI100 was also evaluated according to previous exposure to other biologics. We used chi-square and exact Fisher’s tests to analyze categorical variables.

A significant p-value was defined as less than 0.05 in the study. STATA/SE 17.0 software was used to conduct the data analysis.



3. Results

Complete demographic characteristics and clinical features of all patients at baseline are reported in Table 1. The mean age of the patients was 48.86 years (SD 14.95), and 162 (68.4%) were males. They had a mean history of psoriasis of 15.04 years (SD 13.25) and a mean body mass index (BMI) of 26.93 kg/m2 (SD 5.21). More than half of patients (50.6%) had at least one cardio-metabolic comorbidity, including obesity, arterial hypertension, cardiovascular disease, type II diabetes mellitus and hypercholesterolemia. Twenty-five patients (10.6%) had a concomitant diagnosis of psoriatic arthritis. Four patients had positive tuberculosis (TB) Quantiferon test, with no clinical and radiological sign of active TB, before the start of biological drug. They were all evaluated by a pulmonologist and they received a 6 months prophylaxis before starting the treatment. Regarding the two patients with previous viral hepatitis, they were evaluated by the hepatologist and received the approval to start bimekizumab due to the absence of clinical and serological evidence of active disease. One hundred and thirty-four patients were naïve to biological therapies (56.5%).



TABLE 1 Demographic and clinical characteristics of our cohort at baseline.
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The mean PASI at baseline was 16.96 (SD 8.42). One hundred and forty-six patients (61.6%) had the involvement of at least one difficult-to-treat area (scalp/face, palms/soles, genital or nails). Severe impairment of the quality of life (with a DLQI ≥10) was reported by 194 patients (81.9%). Among the 171 patients who completed four weeks of follow-up, 92 (53.8%) and 74 (43.3%) achieved PASI90 and PASI100, respectively. An absolute PASI ≤2 was observed in 111 patients (64.9%). One hundred and fourteen patients completed 16 weeks of treatment. In this group, PASI ≤2, PASI90 and PASI100 were reached by 108 (94.7%), 102 (89.5%) and 86 patients (75.4%), respectively (Figure 1). The mean PASI decreased to 2.48 (SD 3.54) at week 4 and 0.52 (SD 1.15) at week 16.

[image: Figure 1]

FIGURE 1
 Proportion of patients who achieved PASI75, PASI90, PASI100 and PASI ≤2 at weeks 4 and 16. PASI, psoriasis area and severity index.


The rapid improvement in PASI was also associated with a decrease in the mean DLQI throughout the study period, as it was 2.08 (SD 3.36) at week 4 and 0.48 at week 16 (SD 1.43). One hundred and three (60.2%) and 99 (86.8%) patients reported a DLQI of 0/1 after 4 and 16 weeks, respectively.

Regarding the previous exposure to biologics (Figure 2), at week 4, bio-naïve patients were more likely to achieve PASI90 (61.7% versus 44.2%, p = 0.022) compared with the bio-experienced cohort. At the same time point, we did not observe significant differences in terms of PASI100 and PASI ≤2 (50% vs. 35.1%, p = 0.05; 68.1% vs. 61.0, p = 0.337). After 16 weeks of treatment, no significant differences were detected between the two groups regarding all effectiveness endpoints.

[image: Figure 2]

FIGURE 2
 Effectiveness of bimekizumab according to previous exposure to biologics. PASI, psoriasis area and severity index. *p-value <0.05.


Regarding safety, only two patients (0.8%) discontinued the drug due to moderate eczematous reactions one and 2 weeks after the first dose of bimekizumab, respectively (Table 2). The most frequently reported AEs were oral candidiasis (10.1%) and upper respiratory tract infections (8.4%). There were no severe AEs or new cases of inflammatory bowel disease reported during the study. Additionally, none of the patients diagnosed with viral hepatitis or tuberculosis experienced reactivation.



TABLE 2 Safety profile of bimekizumab throughout the study period.
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4. Discussion

Real-world experiences with bimekizumab are currently limited to case reports (7, 8). Our population at baseline had similar characteristics compared with phase-3 clinical trials (3–6). An exception was represented by the lower mean PASI at baseline in our experience because of the strict inclusion criteria of clinical trials. Interestingly, compared with those studies, our patients had a higher mean DLQI, highlighting a significant impact of the disease on their quality of life.

Compared with the randomized clinical trials, we observed similar or slightly higher rates of PASI90 and PASI100 at both time points. At week 4, PASI90 and PASI100 responses were higher in our population compared with the BE READY trial (53.8% vs. 45.3%; 43.3% vs. 18.9%). At week 16, our experience showed better results again in terms of complete skin clearance, compared with the be radiant (61.7%), be ready (68.2%), be vivid (59%) and be sure (60.8%) trials (3–6).

Regarding the impact of the treatment with bimekizumab on patients’ well-being, after 16 weeks, 86.8% of them reported that their psoriasis did not affect their quality of life (compared with 76 and 67% from the be ready and be vivid trials) (4, 5). This result is particularly meaningful, as our population had a high mean DLQI score at baseline (15.49).

In our experience, the safety profile of bimekizumab was comparable with data from clinical trials (11). No severe AEs were observed up to week 16. Mild oral candidiasis was the most frequently reported AE, but none of the patients discontinued the treatment because of this. No clinical or serological evidence of viral reactivation was observed in our patients with concomitant viral hepatitis, consistent with data reported for other IL-17 inhibitors (12).

In our study, the number of reported AEs was probably underestimated, as in clinical practice is uncommon for patients to report any mild AEs. This study has a few limitations, represented by its retrospective nature, the absence of a control group and the heterogeneity of clinical evaluations from different clinicians.

Our experience confirms the effectiveness of bimekizumab in the short term with comparable or better responses with respect to clinical trials. In this study, bio-naïve patients showed slightly better responses at week 4, but there were no significant differences after 16 weeks with the patients who were already treated with other biologics. In addition, no significant safety findings emerged throughout the study period.
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