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Objective

To assess the long-term efficacy and safety of bimekizumab (BKZ) treatment up to
52 weeks in patients with active psoriatic arthritis (PsA) and prior inadequate response or
intolerance to tumor necrosis factor-a inhibitors (TNFi-IR).

Introduction

e BKZis a humanized monoclonal IgGl antibody that selectively inhibits interleukin (IL)-17F
in addition to IL-17A.

e BKZ has shown superior efficacy to 16 weeks versus placebo (PBO) and tolerability
in patients with active PsA in two phase 3 studies, BE OPTIMAL (naive to biologic
disease-modifying antirheumatic drugs [bDMARDs]) and BE COMPLETE (prior inadequate
response or intolerance to TNFi-IR).%?

* The efficacy and tolerability of BKZ to 52 weeks has also been demonstrated in
BE OPTIMAL.?

o Patients with PsA and TNFi-IR typically exhibit reduced treatment responses compared
with biologic-naive patients,*® so identifying treatments that effectively manage the
long-term clinical needs of these patients is important.

Methods

o« BE COMPLETE (NCT03896581) included a 16-week double-blind, PBO-controlled period.?
o Patients were randomized 2:1 to subcutaneous BKZ 160 mg or PBO every 4 weeks (Q4W).

e Patients who completed Week 16 were eligible for entry into an open-label extension,
BE VITAL (NCT04009499; Figure 1). Upon entry, PBO-randomized patients switched to
receive BKZ (PBO/BKZ).

e BE VITAL included patients from BE OPTIMAL and BE COMPLETE; data here are only for
patients randomized at baseline (Week 0) of BE COMPLETE, up to 1 year.

o Efficacy data reported are observed case or have imputed missing data using
non-responder imputation (binary) or multiple imputation (continuous).

e The number of treatment-emergent adverse events (TEAEs) to Week 52 are reported for
patients who received >1 dose of BKZ, including patients who switched from PBO to BKZ
at Week 16.

Results

e 388/400 (97.0%) patients completed Week 16; 377 (94.3%) entered BE VITAL and
347 (86.8%) completed Week 52.

» Baseline characteristics were comparable between groups (Table 1).

e Improvements in joint and skin responses with BKZ treatment at Week 16 were sustained to
Week 52 (Figure 2 and Table 2).

o Patients who switched to BKZ at Week 16 demonstrated improvements in efficacy
responses to Week 52 (Figure 2 and Table 2).

o To Week 52, 243/388 (62.6%) patients had >1 TEAE whilst receiving BKZ (exposure-adjusted
incident rate [EAIR]: 126.0 per 100 patient-years; Table 3).

* The most frequent TEAEs were coronavirus infection, oral candidiasis, nasopharyngitis and
urinary tract infection (Table 3).

o All Candida infections were mild or moderate and none were systemic.
* Two cases of oral candidiasis led to study discontinuation.

e There was one death, considered unrelated to study treatment by the investigator
(BKZ-treated patient with a history of cardiac events).

Conclusions

In patients with PsA and prior TNFi-IR, bimekizumab treatment demonstrated sustained
improvements across joints and skin from Week 16 to Week 52. Patients who switched to
bimekizumab at Week 16 also displayed meaningful improvements in efficacy responses at
Week 52. The safety profile was consistent with previous reports.'-

Figurel BE COMPLETE and BE VITAL study design Figure 2 ACR, PASI and MDA response rates over time to Week 52 (NRI and OC)
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to receive rescue therapy from Week 16 at the discretion of the investigator, while continuing to receive BKZ. *In patients with psoriasis involving >3% BSA at baseline.
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ACR: American College of Rheumatology; ACR20/50/70: >20/50/70% improvement from baseline in ACR criteria; AE: adverse event; bDMARD: biologic disease-modifying antirheumatic drug; BKZ: bimekizumab; BMI: body mass index; BSA: body surface area; CfB: change from baseline; EAIR: exposure-adjusted incident rate per 100 patient-years; HAQ-DI: Health Assessment Questionnaire-Disability Index; hs-CRP: high-sensitivity C-reactive protein; IBD: inflammatory bowel disease; IL: interleukin; LDI: Leeds Dactylitis Index;
LEI: Leeds Enthesitis Index; MACE: major adverse cardiovascular event; MDA: minimal disease activity; MI: multiple imputation; mNAPSI: modified Nail Psoriasis Severity Index; NRI: non-responder imputation; OC: observed case; OLE: open-label extension; PASI: Psoriasis Area and Severity Index; PBO: placebo; PsA: psoriatic arthritis; PsAID-12: Psoriatic Arthritis Impact of Disease-12; PYAR: patient years at risk; Q4W: every four weeks; SD: standard deviation; SE: standard error; SF-36 PCS: Short-Form 36-item Health Survey Physical
Component Summary; SJC: swollen joint count; TEAE: treatment-emergent adverse event; TIC: tender joint count; TNFi: tumour necrosis factor-a inhibitor; TNFi-IR: prior inadequate response or intolerance to tumor necrosis factor-a inhibitors.
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