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Objective

To assess the efficacy of bimekizumab (BKZ) treatment up to 2 years in patients with psoriatic
arthritis (PsA), stratified by baseline levels of swollen joint count (SJC), using data pooled
from two phase 3 studies.

Introduction

e Patients in PsA clinical trials often present with greater joint involvement than in clinical settings
due to trial inclusion criteria;! thus, treatment efficacy in patients with varying joint involvement
should be assessed to ensure broader clinical applicability.

« BKZ, a monoclonal antibody that selectively inhibits interleukin (IL)-17F in addition to IL-17A, has
demonstrated long-term 2-year efficacy across disease domains in patients with PsA.2

Methods

e |n this post hoc analysis, subcutaneous BKZ 160 mg every 4 weeks was assessed to 2 years in
patients with PsA, stratified by levels of baseline joint involvement, as assessed by SJC.

e Patients were pooled from BE OPTIMAL (biologic disease-modifying anti-rheumatic drug
[bDMARD]-naive; NCT03895203) and BE COMPLETE (tumor necrosis factor inhibitor inadequate
response/intolerance [TNFi-IR]; NCT03896581) phase 3 trials, which were double-blind and
placebo (PBO)-controlled to Week 16.

— In both trials, the primary outcome was ACR50 at Week 16.

— Patients completing Week 52 of BE OPTIMAL or Week 16 of BE COMPLETE could enter
BE VITAL (open-label extension; NCT04009499), where all patients received BKZ.

e |n this analysis, patients were grouped by baseline SJC, with thresholds based on quartile
boundaries at baseline (SJC <5; 6-<7; 8—<12; >12).

— To meet study inclusion criteria, patients were required to have >3 tender and swollen joints.

— Due to low patient numbers with 3 or 4 SJC at baseline, patients with 5 SJC were included in
the first quartile; patient numbers in each quartile therefore vary.

— As the trials included populations of different sizes (BE OPTIMAL: 431 BKZ, 281 PBO;
BE COMPLETE: 267 BKZ, 133 PBO), proportions of bDMARD-naive and TNFi-IR patients are not
equal per quartile.

 We report efficacy across PsA domains, including joints, skin, composite, and patient-reported outcomes.

— Data are reported by randomization group (PBO/BKZ or BKZ) as observed case (OC) or using
non-responder imputation (NRI).

Results

e Demographics and disease characteristics by baseline SJC quartile subgroups are presented
in the Table.

— Baseline demographics were similar across all SJC quartile subgroups. Baseline disease
characteristics suggested greater disease severity in patients with increased joint involvement.

o At Week 16, patients treated with BKZ demonstrated numerically greater improvements in joint,
skin, composite, and patient-reported outcomes compared with PBO across patients with varying
baseline joint iInvolvement.

e For all domains assessed, improvements were sustained to 2 years in BKZ-randomized patients
with varying baseline joint involvement (Figures 1-2).

e For patients who switched from PBO to BKZ at Week 16, improvements in efficacy were reported
to Year 1 and sustained to Year 2, reaching similar responses to the BKZ-randomized group across
patients with varying baseline joint involvement.

Conclusions

In patients with PsA, stratified by varying levels of baseline joint involvement, bimekizumab
treatment resulted in greater improvements compared with placebo across disease domains
at Week 16, with improvements sustained to 2 years.

Robust efficacy was observed across all groups of patients with varying baseline joint
involvement, potentially reflecting the broader range of patients seen in clinical practice.
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Summary

Post hoc analysis of bimekizumab treatment up to two years, across disease
domains, in patients with active PsA stratified by varying levels of baseline joint
involvement, using pooled data from two phase 3 trials

ACRSO0 response by baseline SJC
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Year 2: 53.2% Year 2: 41.7% Year 2: 52.8% Year 2: 54.6%

At Week 16, bimekizumab demonstrated numerically greater responses versus placebo in all
assessed domains, across patients with varying baseline swollen joint count.

Improvements across domains were sustained from Week 16 to 2 years® with bimekizumab
treatment, across patients with varying baseline joint involvement.”

Data reported using NRI. [a] Year 2 refers to Week 104 (BE OPTIMAL) or Week 100 (BE COMPLETE); [b] Data reported for BKZ-randomized patients.

Table Baseline demographics and disease characteristics,

reported by baseline joint involvement

Joint Involvement

SJC <5 SJC 6—-<7 SJC 8-<12 SJC >12
PBO BKZ 160mg PBO BKZ 160mg PBO BKZ 160mg PBO BKZ 160mg
Mean (SD) unless otherwise specified n=139 Q4w n=76 Qaw n=99 : Q4w n=100 Qaw
. n=231  n=139 . n=176 + n=152
Age, years 49.6 (13.2) 479 (13.2) | 49.8 (12.0) 49.6 (12.8) | 49.3(11.1) 49.5 (11.6) | 494 (12.0) 50.2 (12.1)
Sex, male, n (%) 65 (46.8) | 112 (48.5) 34 (44.7) 54 (38.8) 43 (43.4) | 82 (46.6) 45 (45.0) | 83 (54.6)
BMI, kg/m? 28.0 (5.1) 28.4 (6.0) 31.0 (6.7) 29.7 (7.6) 30.1 (6.3) 30.6 (7.1) 29.5 (5.4) 30.0 (6.1)
Time since PsA diagnosis, years 6.0 (6.5) 6.4 (7.1) 7.8 (7.8) 7.8 (9.1)° 7.2 (8.2)° 7.5 (9.4)° 6.7 (6.9) 8.3 (9.0)¢
cDMARD use at baseline, n (%) 73 (52.5) 147 (63.6) 46 (60.5) 85 (61.2) 61 (61.6) 111 (63.1) 77 (77.0) 97 (63.8)
bDMARD-naive, n (%) 98 (70.5) 146 (63.2) 51 (67.1) 88 (63.3) 69 (69.7) 102 (58.0) 63 (63.0) 95 (62.5)
TNFi-IR, n (%) 41 (29.5) 85 (36.9) 25 (32.9) 51 (36.7) 30 (30.3) 74 (42.0) 37 (37.0) 57 (37.5)
BSA affected by psoriasis >3%, n (%) 65 (46.8) 129 (55.8) 45 (59.2) 64 (46.0) 56 (56.6) 100 (56.8) 62 (62.0) 100 (65.8)
PASI scoref | 8.6 (6.2) | 9.2 (8.0) 8.2 (4.8) 8.1(7.7) 7.2 (5.1) | 9.0 (8.0) 8.4 (7.3) | 9.5(8.1)
SJC (of 66 joints) 4.2 (0.8) 4.1(0.8) 6.4 (0.6) 6.4 (0.5) 0.6 (1.4) 9.6 (1.4) 20.2 (8.6) 19.2 (7.7)
TJC (of 68 joints) 10.7 (7.9) 10.8 (8.4) 13.5(9.9) 15.3 (10.3) 18.1 (9.9) 18.0(9.6) | 30.6 (14.5) 28.8 (14.3)
Enthesitis (LEI >0), n (%) 37 (26.6) 64 (27.7)8 16 (21.1) 50 (36.0)° 20 (20.2) 71 (40.3) 33 (33.0)" : 64 (42.1)
LEI score’ | 2.5(1.4) | 2.4 (1.5) 3.3 (1.8) 2.5 (1.4) 2.9 (1.5) | 2.5 (1.5) 3.2 (1.5) | 3.0 (1.4)
Pain VASX 52.3 (26.5) 49.3 (25.6)' | 55.0 (21.6) 53.3(24.6) | 61.4(22.4) 575(22.9) | 66.4(19.7) 64.3 (20.7)
HAQ-DI 0.80 (0.60) 0.75(0.58)' | 0.81(0.58) 0.87(0.58) | 1.03(0.57) 0.92 (0.59) | 1.14 (0.72) 1.03 (0.59)
PtGA 55.8 (24.8) 519 (24.4)' | 56.1(21.1) 539 (24.7) | 62.0 (23.6) 59.1(20.9) | 66.9 (19.7) 64.0 (20.5)

Randomized set. Due to the small number of patients with 3 SJIC (n=85) and 4 SJC (n=143) at baseline, patients with 5 SIC (n=142) were included in the first quartile.
[a]l Nn=226; [b] n=138; [c] n=98; [d] n=174; [e] n=151; [f] In patients with BSA affected by psoriasis >3% at baseline; [g] n=228; [h] n=99; [i] n=150; [j] In patients with
enthesitis at baseline (LEI >0); [k] Pain VAS assessed using Patient’s Assessment of Arthritis Pain VAS (0 [no pain] to 100 [most severe pain]); [l] n=230.
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Clinical efficacy outcomes at Week 16, Year 1, and Year 2, reported by baseline
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Randomized set. Data reported for all patients randomized to PBO or BKZ, stratified by joint involvement (based on SJC score quartiles). Missing data were imputed with NRI (bars) or reported using OC (text). [a] Data pooled at Year 2 from
Week 104 in BE OPTIMAL and Week 100 in BE COMPLETE; [b] Assessed in patients with baseline psoriasis affecting >3% body surface area at baseline.

Figure 2

A) Pain VAS >50% improvement from baseline?

SJC <5
100 -
80 -
- 58.9 58.4
X - 55.4
S 00 50.2 52.5
c
90
® 40 -
o
20 - 15.1
0
Week 16 Year 1 Year 2°
15.8% 579% 65.3%
OC: % (n/N)
(21/133) (73/126) (77/118)
52.0% 65.4% 70.3%
OC: % (n/N)
(116/223) (136/208) (135/192)
- PBO/BKZ 160 mg Q4W (n=139)
N BKZ 160 mg Q4W (n=231)

SJC 6—-<7
539 518
46.8 474 46.8
14.5
Week 16 Year 1 Year 2°
15.3% 61.2% 64.3%
(11/72) (41/67) (36/56)
A47.4% 60.5% 61.3%
(65/137) (72/119) (65/106)

PBO/BKZ 160 mg Q4W (n=76)
BKZ 160 mg Q4W (n=139)

B) Pain VAS >70% improvement from baseline?

SJC <5
100
80 -
X 60 A
(7]
= 45,5 44.6
Q0 38.8 36.7
w® 40 33.8
a
20 -
7.9
0
Week 16 Year 1 Year 2°
8.3% 42 9% 435.2%
OC: % (n/N)
(11/133) (54/126) (51/118)
35.0% 50.5% 53.6%
OC: % (n/N)
(78/223) (105/208) (103/192)
- PBO/BKZ 160 mg Q4W (n=139)
O BKZ 160 mg Q4W (n=231)
C) HAQ-DI MCID¢
SJC <5
100
80 -
9 571
£ 60 - 50.9 23-9 529 521
c
9
® 40 -
Q- 26.5
20 -
0
Week 16 Year 1 Year 2°
27.8% 62.0% 62.1%
OC: % (n/N)
(27/97) (57/92) (54/87)
53.2% 65.0% 64.4%
OC: % (n/N)
(83/156) (93/143) (85/132)
- PBO/BKZ 160 mg Q4W (n=102)
| BKZ 160 mg Q4W (n=163)

SJC 6—<7
38.8
30.9 32.9 31.6 523
6.6
Week 16 Year 1 Year 2°
6.9% 37.3% 42 9%
(5/72) (25/67) (24/56)
31.4% 45.4% 46.2%
(43/137) (54/119) (49/106)
PBO/BKZ 160 mg Q4W (n=76)
BKZ 160 mg Q4W (n=139)
SJC 6—<7
46.8 aag 393 46.6 48.6
25.9
Week 16 Year 1 Year 2°
27.3% 52.0% 64.3%
(15/55) (26/50) (27/42)
47.3% 55.0% 61.4%
(52/110) (55/100) (54/88)

PBO/BKZ 160 mg Q4W (n=58)
BKZ 160 mg Q4W (n=111)

SJC 8—<12
60.8
23.2
Week 16 Year 1 Year 2°
24 5% 55.1% 58.8%
(23/94) (49/89) (50/85)
53.8% 69.5% 67.4%
(92/171) (107/154) (95/141)
PBO/BKZ 160 mg Q4W (n=99)
BKZ 160 mg Q4W (n=176)
SJC 8—<12
39.2 40.4 44.3 44 .4 40.9
13.1
Week 16 Year 1 Year 2°
13.8% 44 9% 51.8%
(13/94) (40/89) (44/85)
40.4% 50.6% 51.1%
(69/171) (78/154) (72/141)
PBO/BKZ 160 mg Q4W (n=99)
BKZ 160 mg Q4W (n=176)
SJC 8—<12
53.5 53.5 95.6 53.5 54.9
31.4
Week 16 Year 1 Year 2°
32.9% 59.0% 62.2%
(27/82) (46/78) (46/74)
55.0% 64.0% 69.3%
(77/140) (80/125) (79/114)

PBO/BKZ 160 mg Q4W (n=86)
BKZ 160 mg Q4W (n=144)

Patient-reported pain and physical function at Week 16, Year 1, and Year 2, reported by baseline
joint involvement (NRI, OC)
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Randomized set. Data reported for all patients randomized to PBO or BKZ stratified by joint involvement (based on SJC score quartiles). Missing data were imputed with NRI (bars) or reported using OC (text). [a] Pain VAS assessed using Patient’s
Assessment of Arthritis Pain VAS (0 [no pain] to 100 [most severe pain)); [b] Data pooled at Year 2 from Week 104 in BE OPTIMAL and Week 100 in BE COMPLETE; [c] HAQ-DI decrease >0.35 from baseline, assessed in patients with HAQ-DI >0.35 at baseline.

ACR50: >50% improvement from baseline in American College of Rheumatology response criteria, bDMARD: biologic disease-modifying antirheumatic drug; BKZ: bimekizumab; BMI: body mass index; BSA: body surface area; cDMARD: conventional disease-modifying antirheumatic drug; HAQ-DI: Health Assessment Questionnaire — Disability Index; HRQoL: health-related quality of life; IL: interleukin; LEI: Leeds Enthesitis Index; MCID: minimal clinically important difference; MDA: minimal disease activity; NRI: non-responder imputation; OC: observed case;

Pain50/70: >50/70% improvement from baseline in Pain VAS; PASI: Psoriasis Area and Severity Index; PASI100: 100% improvement from baseline in PASI; PBO: placebo; PsA: psoriatic arthritis; PtGA: Patient’s Global Assessment; Q4W: every 4 weeks; SD: standard deviation; SJC: swollen joint count; TJC: tender joint count; TNFi-IR: tumor necrosis factor inhibitor intolerance/inadequate response; VAS: visual analog scale.
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