Bimekizumab inhibited radiographic progression across baseline subgroups
In biologic-naive patients with active psoriatic arthritis: 3-year results from a
phase 3 study and Iits open-label extension
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Summa ry Table Demographics and baseline characteristics

Objective . |
J Persistent inflammation in patients with PsA can lead to for the overall Faleg FaphIC set

To explore the impact of bimekizumab (BKZ) on the prevention of irreversible joint damage, reducing quality of life.
permanent joint damage at 3 years in biological disease-modifying

BKZ 160 mg Q4W Total

antirheumatic drug (biologic)-naive patients with psoriatic arthritis R_adlographlc progression was ass_essegl s years W',th (n=579)
: bimekizumab treatment in biologic-naive patients with
(PsA), both overall and across predefined subgroups. . ;
PsA using the vdHmTSS. Age, years, mean (SD) | 48.1(11.9)
Most patients experienced no radiographic progression? S o i
, le, n (% : 277 (47.8
at Week 148,overall and across subgroups (OC): ex, male, n (%) : 478)
® <1 15 BMI, kg/m?, mean (SD) ; 29.1(6.1)
Back ® Not at-risk ® At-risk year years -
aC g rou n >5 years Race, N (/o)
. , L _ . _ 73.7% 87.2% 80.9% American Indian/Alaskan native 1(0.2)
o Persistent inflammation in PsA can drive structural joint damage, which e :
may contribute to physical impairment and reduced quality of life. Asian 22 (3.8)
o Evaluating if treatments can durably suppress damage across patients Black 1(0.2)
with varying disease severity, disease duration, age and sex is important, _ _ _ Native Hawaiian or other Pacific Islander 0
as these factors have been linked to radiographic progression.2 Overall Risk status Disease duration White 549 (94.8)
_ , , o radiographic set hs-CRP 26 mg/L
e BKZ, a humanised IgG1l monoclonal antibody that selectively inhibits Patients with radiographs and/or 21 bone Other/mixed 5 (0.9)
' ' - ' It - ' ' erosion at baseline
interleukin (IL)-17/F in addition to IL-17A, has previously demonstrated available to 3 years Time since PsA diagnosis, years, mean (SD) 58 (6.7)

sustained inhibition of radiographic progression in patients with PsA ® <45 years >45 years ® Male Female
up to 2 years.? Any csDMARD at baseline, n (%) 413 (71.3)

76.5% 73.7% (
Concomitant methotrexate, n (%) ; 348 (60.1)
Methods ‘ / ‘ y Affected BSA 23%, n (%) 297 (51.3)
PASI, mean (SD) 8.2 (6.5)
Age Sex

« BE OPTIMAL (NCT03895203), placebo (PBO)-controlled to Week 16, " " . }
assessed subcutaneous BKZ 160 mg every 4 weeks (Q4W) in Enthesitis (Leeds Enthesitis Index [LEI] >0), n (%) 179 (30.9)

biologic-naive patients with PsA. PBO patients switched to BKZ at Bimekizumab treatment was associated with minimal radiographic LEl score, mean (SD) 2.6 (1.5)
Week 16 (PBO/BKZ). o progression over 3 years in biologic-naive patients with PsA, Dactylitis (Leeds Dactylitis Index [LDI] | >0), n (%) 76 (13.1)c
o« Week 52 completers could enter BE VITAL (open-label extension; dj% \é\{h'hCh ;/vas contglstent SIS GllileELy) :ﬁlevant .:ul;ogl_rokups; LDI score, mean (SD) 472 (51.1)
NCT04009499), in which all patients received BKZ 160 mg Q4W. INESE Proportions WEre seen among those Nt at=risk, . . ;
| ) | b | | | J | | with a disease duration <1 year and aged <45 years. Nail psoriasis (MNAPSI >0), n (%) 341 (58.9)¢
. Th|§ post hoc analysis assessed rad|ograph|c:_ progression using plain mNAPSI score. mean (SD) 41(23)
radiographs of the hands and feet, scored with the van der Heijde [a] Defined as vdHMTSS change from baseline <0.5.
modified Total Sha rp Score (Vd HMTSS; ra Nge. 0-528, hlg her scores Radiographic set. Baseline data reported for all patients with radiographs available at baseline and >1 post-baseline timepoint.

[a] Data missing for 1 patient; [b] Data missing for 8 patients; [c] Data missing for 5 patients; [d] Data missing for 6 patients.

indicate greater joint damage).

» Radiographs taken at baseline and 3 years (Week 148) were centrally i _ , . : . .
read by two independent, experienced, treatment-blinded readers: Figure 1 Proportion of BKZ Total patients with no radiographic progression at Week 148 (OC)

discrepancies of 28 units were resolved by a third adjudicator.

e Subgroup analyses included risk status (at-risk [high-sensitivity C-reactive Risk Status _ _
protein (hs-CRP) >6 mg/L and/or >1 bone erosion at baseline], not Overall Radiographic Set (hs-CRP >6 mg/L and/or Disease Duration Age
at-risk), PsA disease duration (<1, 1-5, >5 years), age (<45, >45 years) 21 bone erosion at baseline)
and sex (male, female). M BKZ Total M Not at-risk M At-risk M <lyear " 1-5years M >5years M <45 years W >45 years B Male M Female

o Qutcomes reported at Week 148 for the BKZ Total group (PBO/BKZ and 100 87.2

BKZ-randomised patients):

80 - 73.7 80.9 76.5
— Proportions of patients with no radiographic progression ‘0 -
(defined as vdHMTSS change from baseline [CfB] <0.5);
— CfB in vdHmMTSS, vdH joint space narrowing (JSN) and vdH erosion; 5 401
— Cumulative probability of vdHMTSS CfB for the overall and risk 20 1
status groups. 0 - | |

e Analyses were descriptive and based on observed cases (OC) for Patients, n/N  386/524 82/94  304/430 76/94  169/225 137/199 156/204 230/320 185/251 201/273
patients with radiographs at Week 148 in the overall radiographic set and
across subgroups.

73.7

Patients (%)

Radiographic set. Data are reported as observed case for all patients with radiographs available at baseline and Week 148.

Results Figure 2 Mean CfB in radiographic outcomes in BKZ Total patients at Week 148 (OC)

e Of 712 patients in the BKZ Total group, 579 had radiographs at baseline Risk Status
and >1 post-baseline visit, forming the overall radiographic set; of these, Overall Radiographic Set (hs-CRP >6 mg/L and/or Disease Duration Age
524 had radiographs available at Week 148. =1 bone erosion at baseline)
—  Baseline demographics and characteristics were similar to the overall 19. BKZ Total (n=524) M NO,Z\tat_'rilflz (ﬂzggi O , 5<1 year( (nzgg; B <ig years Eﬂ%%; O i Malle ((ﬂ=§%; O
: - -risk (n= .C —5 years (n= ' >45 years (n= emale (n=
BE OPTIMAL study BKZ Total population (Table).” £E_ 10 S5 years (n=199) ;
o At Week 148, the majority of patients in the overall radiographic set had .fék\g 08] o047 -
no radiographic progression (Figure 1). 8,1;0 0-6 ' T 030 0.38 0.29
C < .0 7] i 3 .
» High proportions of patients across subgroups also experienced no %059 04- 024 027 0.13 0.17 0.20
radiographic progression at Week 148 (Figure 1): c'g 05 0.17 4 I 0.15 [ 011 0.02 I I | : {
S 2 1 : :
—  Greater proportions of patients not at-risk vs at-risk at baseline had no 23 00. i O_IO_Z Il i I
radiographic progression; | i < | |
— Greater proportions of patients with a shorter disease duration at —0.2- vdHmMTSS vdH vdH vdHMTSS vdH vdH vdHMTSS vdH vdH vdHmMTSS vdH vdH vdHMTSS vdH vdH
baseline had no radiographic progression; JSN  Erosion JSN Erosion JSN Erosion JSN Erosion JSN Erosion
: : Baseline score,
_ Gregter prgportlons of patients aged <45 vs 245 years had no mean (SD) =108 n=110
radiographic progression;
| vdHmMTSS 14.70 (30.22) 1.53 (2.54) 740 (10.40) 7.65 (14.27) 15.48 (27.64)
~ (omparable proportions of males and females had no vdH JSN 8.18 (15.47) 1.37 (2.48) 4.83 (7.83) 3.33 (6.50) 8.13 (14.11)
radiographic progression.

vdH Erosion 6.49 (15.71) 0.16 (0.24)

2.57 (4.04) 4.29 (8.33) 7.27 (14.72)

o Patients at-risk, with disease duration >5 years, aged 245 years and

male sex at baseline had h|g her baseline vdH mTSS, vdH JSN and vdH Radiographic set. Baseline values are reported for all patients with radiographs available at baseline and 21 post-baseline timepoint. Data at Week 148 are reported as observed case for all patients with radiographs available at baseline and Week 148.
erosion scores compared with their respective counterparts. However,
rediogiaplile [prograssion ait ek s wes miplinal, setn [ e everal Figure 3  Cumulative probability of vdHMTSS change from baseline in BKZ Total patients at Week 148 (OC)

radiographic set and across subgroups (Figure 2).

 The cumulative probability of structural progression remained minimal, _ _ Risk Status
with most patients showing no progression (Figure 3). These findings Overall Radiographic Set (hs-CRP >6 mg/L and/or >1 bone erosion at baseline)

were consistent with those reported at 2 years.’ + BKZ Total (n=524) + Not at-risk (n=94) ¢ At-risk (n=430)
40 - ; . 40 - .
351 | 35 - 5
() 30 7 : Q 30 7 :
i £ 25 : £ 25 ’
Conclusions 3 : 5 :
8 20 ; 8 20- ;
Bimekizumab treatment was associated with minimal radiographic = | g 15- i
progression over 3 years in biologic-naive patients with PsA, g | g 10 - :
with consistent efficacy across clinically relevant subgroups. In o : v 5 |
L = - = : . : I
sepa rate su_bg roup anélyses, higher proportions of patients W|t_h no 5 5 0. POV vy I YOI,

radiographic progression were observed among those not at-risk, O R ¢ |
those with a shorter disease duration, and those aged <45 years. 1 i
Overall, the likelihood of meaningful structural progression remained 10+ 5
- i . ~15 .

low over the 3-year treatment period. 10 20 30 40 50 60 70 8 90 100 10 20 30 40 50 60 70 8 90 100

Cumulative probability (%) Cumulative probability (%)

Radiographic set. Data are reported as observed case for all patients with radiographs available at baseline and Week 148. Vertical dashed lines signify where the x-axis is crossed.

BKZ: bimekizumab; BMI: body mass index; BSA: body surface area; CfB: change from baseline; Cl: confidence interval; c¢sDMARD: conventional synthetic disease-modifying antirheumatic drug; hs-CRP: high-sensitivity C-reactive protein; IL: interleukin; JSN: joint space narrowing; LDI: Leeds Dactylitis Index;
LEIl: Leeds Enthesitis Index; mNAPSI: modified Nail Psoriasis Severity Index; OC: observed case; OLE: open-label extension; PASI: Psoriasis Area and Severity Index; PBO: placebo; PsA: psoriatic arthritis; Q4W: every 4 weeks; SD: standard deviation; vdHmMTSS: van der Heijde modified Total Sharp Score.
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