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Objective

To assess the efficacy and safety of bimekizumab (BKZ) vs
placebo (PBO) in patients with active psoriatic arthritis (PsA)
and prior inadequate response or intolerance to tumour
necrosis factor inhibitor (TNFi) in the 16-week phase 3 study
BE COMPLETE.

Introduction

BKZ is a monoclonal IgGl antibody that selectively inhibits
IL-1/F in addition to IL-17A.

BKZ has shown rapid and sustained efficacy and was well
tolerated up to 152 weeks in a phase 2b study in patients with
active PsAl?

Methods

BE COMPLETE (NCT03896581) comprised a 16-week
double-blind, PBO-controlled period.

Patients with adult-onset PsA with >3 tender and >3 swollen
joint counts, >1 active psoriatic lesions and/or a documented
history of psoriasis, and inadequate response or intolerance
to TNFi were randomised 2:1 to subcutaneous BKZ every

4 weeks or PBO (Figure 1).

The primary endpoint was a >50% improvement in the American
College of Rheumatology response criteria (ACR50) at Week 16.

We report joint and skin efficacy outcomes and safety
outcomes through 16 weeks.

Missing data for binary endpoints were imputed with
non-responder imputation (NRI).

Results

Of 400 randomised patients (267 BKZ; 133 PBQO), 388 (97.0%)
completed Week 16 (263 [98.5%] BKZ; 125 [94.0%] PBO).

Baseline demographics were generally comparable between
treatment arms (Table 1).

At Week 16, BKZ demonstrated superiority vs PBO for the
primary endpoint, ACR50 (p<0.001; Figure 2A).

58.57% BKZ-treated patients with psoriasis affecting >3% body
surface area at baseline achieved complete skin clearance,

defined as PASI100, at Week 16, versus 4.5% PBO-treated
patients (Figure 2A).

The improvements with BKZ treatment in joints and skin were
shown in a range of additional outcomes (Figure 2B).

Up to Week 16, 108/267 (40.4%) patients on BKZ had >1
treatment-emergent adverse event (TEAE) vs 44/132 (33.3%)
patients on PBO (safety set; Table 2).

There were seven (2.6%) patients with Candida infection in
BKZ-treated patients. All Candida infections were mild to
moderate and none were systemic; one moderate infection
led to discontinuation.

No cases of inflammatory bowel disease, major adverse
cardiac events, serious hypersensitivity reactions, anaphylactic
reactions, or deaths were reported.

Summary

 Bimekizumab treatment in patients with PSA and inadequate response to
TNFi resulted in clinically relevant improvements across the manifestations
of PsA at Week 16, including joints and skin.

« BKZ was well tolerated and no new safety signals were observed.!?
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Table 1 Baseline characteristics

Placebo BKZ 160 mg Q4W
n=133 n=267

Age (years), mean (SD) 51.3(12.9) I 50.1 (12.4)
Male, n (%) 60(451) ' 130 (487)
BMI (kg/m?), mean (SD) 290 (54) ' 30.1(6.5)
Time since PsA diagnosis (years), mean (SD) 9.2 (8.1) ' 9.6 (9.9)
Concomitant methotrexate, n (%) 51 (38.3) ' 119 (44.6)
Prior TNFi exposure, n (%) :

Inadequate response to 1 TNFi 103 (77.4) ! 203 (76.0)

Inadequate response to 2 TNFi 15 (11.3) ! 30 (11.2)

Intolerance to TNFi 15(11.3) 34 (12.7)
TJC (of 68 joints), mean (SD) 193(14.2) ' 184 (135)
SJC (of 66 joints), mean (SD) 103(82) '  97(75
Psoriasis BSA >3%, n (%) 88662 '  176(6509)
PASI score,” mean (SD) 85(66) |  101(9.)
HAQ-DI score, mean (SD) 1.0 (0.7) ' 1.0 (0.6)
SF-36 PCS score, mean (SD) 359(102) ' 364(9.0)
PtAAP score, mean (SD) 617 (246) ' 583 (24.2)

Randomised set. 2In patients with psoriasis affecting >3% BSA at baseline; PBO: n=88; BKZ 160 mg Q4W: n=17/6.
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Figure 1 BE COMPLETE study design
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Table 2 Safety overview at Week 16
n (%) Placebo BKZ 160 mg Q4W
° n=1322 n=267
Any TEAE 44(333) 1 108 (40.4)
Serious TEAEs 0 : 5(1.9)
Discontinuation due to TEAEs o) I 2 (0.7)
Drug-related TEAES 4 (3.0) I 35 (13.1)
Severe TEAEs o) I 5(1.9)
Deaths 0 I o)
Most frequently reported TEAES on the BKZ arm :
Nasopharynagitis 1(0.8) : 10 (3.7)
Oral candidiasis® o) I 7 (2.6)
Upper respiratory tract infection 2 (1.5) I 6 (2.2)
Serious infections o) I 2 (0.7)
Fungal infections® 0 : 12 (4.5)
Systemic fungal infections 0 : 0
Neutropenia® 0 : 4 (1.5)
Serious hypersensitivity 0 : 0
Anaphylactic reactions 0 : 0
Injection site reactions o) : 3(1.1)
Liver function test changes/enzyme elevations :
ALT >3x ULN o) : 2 (0.7)
AST or ALT >3x ULN o) ! 4 (1.5)

Safety set, MedDRA (Version 19.0). 2One patient included in the randomised set was not counted in the safety set. °Six
cases were classified by investigator as mild in intensity; one case classified as moderate in intensity; one moderate
case resulted in discontinuation. cAll fungal infections were mild to moderate; none were systemic/disseminated.
dNeutropenia were generally transient and not associated with serious infections; three patients had neutropenia and
one had decreased neutrophil count.

ACR20/50/70: >20/50/70% improvement in American College of Rheumatology response criteria; ALT: alanine transaminase; AST: aspartate transaminase; BKZ: bimekizumab; BMI: body mass index; BL: baseline; BSA: body surface area;
CASPAR: Classification Criteria for PsA; HAQ-DI: Health Assessment Questionnaire Disability Index; DMARD: disease-modifying antirheumatic drug; IBD: inflammatory bowel disease; LEI: Leeds Enthesitis Index; MDA: minimal disease activity;
MedDRA: Medical Dictionary for Regulatory Activities; NRI: non-responder imputation; PASI 75/90/100: >75/90/100% improvement in Psoriasis Area and Severity Index; PBO: placebo; PGA-PsA: Patient’s Global Assessment of Psoriatic Arthritis;
PsA: psoriatic arthritis; PSO: psoriasis; PtAAP: patient’s assessment of arthritis pain; Q4W: every 4 weeks; SD: standard deviation; SF-36 PCS: Short-Form 36-Item Health Survey Physical Component Summary; SJC: swollen joint count;

TEAE: treatment-emergent adverse event; TJC: tender joint count; TNFi: tumour necrosis factor inhibitor; ULN: upper limit of normal.
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Figure 2 Efficacy to Week 16

A) Joint and skin endpoints to Week 16
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Randomised set. Data reported as NRI. *Primary endpoint. tSecondary endpoint. Nominal p values are not powered or
adjusted for multiplicity. 2In patients with psoriasis affecting >3% BSA at baseline; PBO: n=88; BKZ 160 mg Q4W: n=176.
bPatients with psoriasis involving <3% of BSA at baseline will always meet the criteria PASI <1 or BSA <3% except in the
cases where a BSA score >3% is observed.

B) Additional joint and skin endpoints at Week 16
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Randomised set. Data reported as NRI. tSecondary endpoint. PASIO0 BKZ 160 mg Q4W vs PBO p<0.001; all other endpoints
nominal p<0.001 (not powered or adjusted for multiplicity). 2In patients with psoriasis affecting >3% BSA at baseline.

Conclusions

BKZ treatment in patients with PsA and inadequate response to
TNFi resulted in rapid and clinically relevant improvements in
efficacy outcomes vs PBO at Week 16. BKZ was well tolerated
and no new safety signals were observed.'?

Results were similar to biologic DMARD-naive patients with
PsA in the BE OPTIMAL study through Week 16.°
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