Bimekizumab efficacy and safety in patients with psoriatic arthritis who had skin and nail
psoriasis at baseline: Up to 2-year results from two phase 3 studies
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Synopsis
e Bimekizumab (BKZ), a humanized monoclonal IgGl antibody that selectively inhibits interleukin (IL)-17F in addition to IL-17A, has

demonstrated efficacy and tolerability to 1 year in patients with PsAand psoriasis (23% body surface area [BSA]),* and in patients
with moderate-to-severe plague psoriasis.?

¢ Among patients with psoriasis, nail involvement is associated with increased risk of PsA, more severe disease, and decreased
quality of life.3* Therefore, it is clinically important to evaluate the efficacy and tolerability of new treatments in patients with PsA
who also have skin and nail psoriasis.

Objective

To assess the efficacy and safety of BKZ to 2 years in patients with psoriatic arthritis (PsA) who also had skin and nail psoriasis, and
were biologic disease-modifying antirheumatic drug (b DMARD)-naive or had prior inadequate response or intolerance to tumor
necrosis factor inhibitors (TNFi-IR).

Methods

e BE OPTIMAL (NCT03895203; bDMARD-naive) and BE COMPLETE (NCT03896581; TNFi-IR), both placebo (PBO)-controlled to
Week 16, assessed subcutaneous BKZ 160 mg every 4 weeks (Q4W) in patients with PsA; PBO-randomized patients switched to
BKZ at Week 16.

e BE OPTIMAL included a reference arm (adalimumab [ADA] 40 mg Q2W); these patients switched to BKZ at Week 52 with no
washout between treatments.

o« BE OPTIMAL Week 52 and BE COMPLETE Week 16 completers were eligible for the open-label extension BE VITAL
(NCT04009499).

e Post hoc data are reported for patients with baseline skin psoriasis (23% BSA) and nail psoriasis (modified Nail Psoriasis Severity
Index [MNAPSI] >0).

« Efficacy outcomes are reported to Week 104 (BE OPTIMAL) and Week 100 (BE COMPLETE).
e Missing data were imputed using non-responder (binary), multiple (continuous) or worst-category (categorical) imputation.
o Safety data are reported for all BKZ-treated patients with baseline skin and nail psoriasis.

Results

Patient characteristics

e Among patients with baseline skin and nail psoriasis, 230/263 (87.5%) bDMARD-naive and 136/159 (85.5%) TNFi-IR patients
completed Week 104/100.

« Baseline characteristics were generally similar across treatment arms and studies (Supplementary Table 1; accessible via QR code).

Efficacy

e Improvements seen with BKZ treatment at Week 52 were sustained to Week 104/100, with high proportions of bDMARD-naive and
TNFi-IR patients achieving >50% improvement from baseline in American College of Rheumatology response criteria (ACR50) and
100% improvement from baseline in Psoriasis Area and Severity Index (PASI100; Figure 1).

e The proportion of patients achieving Minimal Disease Activity (MDA), a composite outcome spanning joint, skin, and patient-
reported outcomes, at Week 52 was sustained to Week 104/100 (Figure 1).*

e ACR50 and MDA responses were sustained in bDMARD-naive patients who switched from ADA to BKZ at Week 52, with further
improvement seen in PASI100 achievement following the switch.

» Similar trends were observed for additional joint, skin, nail, physical function, and composite outcomes (Supplementary Table 2;
accessible via QR code).

Safety
e The Table reports safety data for BKZ-treated patients with baseline skin and nail psoriasis.

o Exposure-adjusted incidence rates per 100 patient-years (EAIR/100 PY) to Week 104 for 21 treatment-emergent adverse event
(TEAE) were 154.9 for bDMARD-naive and 78.8 for TNFi-IR patients; incidence rates (EAIR/100 PY) of serious TEAEs were 6.6 and
5.2, respectively.

o To Week 104, 2 deaths occurred in bDMARD-naive patients and 1 death occurred in a TNFi-IR patient; all were deemed unrelated
to treatment.

Conclusions

Bimekizumab treatment resulted in sustained clinical efficacy up to 2 years in patients with PsA who also had skin and nail
psoriasis, regardless of prior exposure to bDMARDs.

Bimekizumab was well tolerated; no new safety signals were observed.?
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Summary
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Safety set, in patients with baseline skin psoriasis >3% BSA and mNAPSI >0. [a] BKZ Total includes PBO/BKZ Week 16 switchers (for both BE OPTIMAL and BE COMPLETE), includes events during BKZ treatment only;

BE OPTIMAL also includes patients who switched from ADA to BKZ at Week 52, includes events during BKZ treatment only; [b] 1 death due to a motorcycle accident occurred before Week 52, reported as unrelated

to the study treatment; 1 death due to cardiac arrest occurred after Week 52, reported as unrelated to the study treatment; [c] Sudden death in 54-year old patient with a history of hypertension, aortic regurgitation,

and electrocardiogram changes of coronary artery disease occurred before Week 52, reported as unrelated to the study treatment; no further information available as no autopsy was performed; [d] Top 5 most

common TEAEs in any BKZ-treated group at the Week 104 data cut; [e] No cases of active tuberculosis or uveitis were reported; [f] 1 thrombotic cerebral infarction, 1 acute myocardial infarction; [g] 1 cerebral
hemorrhage, 1 sudden death; [h] 6 neutropenia, 1 decreased neutrophil count; [il 4 neutropenia, 3 decreased neutrophil count; [jl 1 pneumonia, 1 extradural abscess, 1 SARS-CoV-2 (COVID-19) infection;

[k] 1 bursitis infective, 1 pneumonia, 1 post-operative wound infection, 1 pyelonephritis acute; [l] 3 Candida infections, 3 fungal infections not elsewhere classified; [m] 1 Candida infection; [n] No anaphylactic
reactions associated with BKZ were reported; [o] 1 breast cancer, 1 ovarian cancer; [p] 1 gastric cancer, 1 gastric cancer recurrent; [q] Cases deemed definite or probable IBD by the investigator.

Week

Randomized set, in patients with baseline skin psoriasis 23% BSA and mNAPSI >0. In BE OPTIMAL patients were randomized 3:2:1 to BKZ 160 mg Q4W:PBO:reference arm (ADA 40 mg Q2W), in BE COMPLETE
patients were randomized 2:1 to BKZ 160 mg Q4W:PBO. In both studies, patients on PBO switched to BKZ 160 mg Q4W at Week 16. In BE OPTIMAL, patients on ADA switched to BKZ 160 mg Q4W at Week 52.
[a] Reference arm; study not powered for statistical comparisons of ADA to BKZ or PBO; [bl MDA response defined as achievement of 5 of the following 7 criteria: TIC <1, SJC <1, PASI <1 or BSA <3%, PtAAP

<15 mm, PGA-PsA <20 mm, HAQ-DI <0.5, and tender entheseal points <1.

Week

Week

*MDA response defined as achievement of >5 of the following 7 criteria: TIC <1, SIC <1, PASI <1 or BSA <3%, PtAAP <15 mm, PGA-PsA <20 mm, HAQ-DI <0.5, and tender entheseal points <1. ACR50: 50% improvement from baseline in American College of Rheumatology response criteria; ADA: adalimumab; bDMARD: biologic disease-modifying antirheumatic drug; BKZ: bimekizumab;

BSA: body surface area; EAIR: exposure-adjusted incidence rate; HAQ-DI: Health Assessment Questionnaire-Disability Index; IBD: inflammatory bowel disease; IL: interleukin; MACE: major adverse cardiovascular event; MDA: Minimal Disease Activity; mNAPSI: modified Nail Psoriasis Severity Index; NRI: non-responder imputation; OC: observed case; PASI: Psoriasis Area and Severity Index;
PASI100: 100% improvement from baseline in Psoriasis Area and Severity Index; PBO: placebo; PGA-PsA: Patient’s Global Assessment of Psoriatic Arthritis; PsA: psoriatic arthritis; PtAAP: Patient’s Assessment of Arthritis Pain; PY: patient-years; Q2W: every two weeks; Q4W: every four weeks; SIB: suicidal ideation and behavior; SJC: swollen joint count; TEAE: treatment-emergent adverse event;
TJC: tender joint count; TNFi-IR: prior inadequate response or intolerance to tumor necrosis factor inhibitors.
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