Bimekizumab efficacy & safety versus risankizumab to 24 weeks in patients with psoriatic arthritis and concomitant
moderate-to-severe psoriasis: An exploratory analysis of the BE BOLD study
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Summary

Objective Figure Efficacy outcomes to Week 24 in patients with PsA and concomitant Table 2 Safety in patients with PsA and
To report head-to-head efficacy and safety of bimekizumab (BKZ) and risankizumab (RZB) at approved In the BE BOLD study, bimekizumab (dual IL-17A/IL-17F inhibitor) was superior to risankizumab (IL-23 inhibitor) moderate-to-severe PSO (NRI, Ml) concomitant moderate-to-severe PSO
doses in patients with active psoriatic arthritis (PsA) and concomitant moderate-to-severe psoriasis (PSO) for the primary joint efficacy endpoint, ACR50, at Week 16 for all patients with psoriatic arthritis.>
to 24 weeks. —@— BKZ? (n=29) RZBP (n=31) '
In patients with PsA and concomitant moderate-to-severe psoriasis:® ACRS50 (NRI) PASI100 (NRI) BKZ 320 mg?® ' RZB 150 mg"
. %) n=29;16.8 PY : n=31;17.2 PY
Synops|s @ Greater improvements were observed for bimekizumab-treated® versus 100+ 100+ nis :
risankizumab-treated® patients as rapidl Week 4 acr [l outcomes. : :
« BKZ a selective inhibitor of interleukin (IL)-17A and IL-17F, and RZB, an IL-23 inhibitor, are both approved patients as rap d y as Viee across att outcomes Any TEAE ; 15 (51.7) ; 13 (41.9)
treatments that have demonstrated efficacy and tolerability in PsA and PSO.1-4 . . . . — H H H c
6K showed suberiorit for the int.focused or sooint (50% ¢ from baseline in Ameri Numerically higher response rates were observed for bimekizumab-treated® 80 Serious TEAEs : 0 : 13.2)
. showed superiority for the joint-focused primary endpoint (>50% improvement from baseline in American . . . - - . . . 1 j
College of Rheumatology response criteria [ACR50]) compared with RZB at Week 16 (49.1% vs 38.0%, versus risankizumab-treated< patients at Week 24. Se Se 60 58.6 Study discontinuations due to TEAEs H 1(3.4) H 0
p=0.0059), and comparable safety in patients with PsA in the whole study analysis of BE BOLD (including -~ -~ T ' '
patients of all PSO severities) * ACR50 PASI100 ACR50+PASI100 2 2 /.—/. Severe TEAEs : 1(3.4) : 0
« Patients with PsA and both joint and significant skin involvement present with higher disease burden and 0 2 — & Deaths 5 0 5 0
worsened quality of life than those with joint and no PSO symptoms.® 65.5% 58.6% — 44.8% ) ® ® 40+ 45.2 45.2 * *
o o 41'4 ’ Most common TEAEs' ' '
41.9% 45.2% 25.8% ' : — : :
MethOdS 20 Nasopharyngitis : 3(10.3) : 3(9.7)
« BEBOLD (NCT06624228) was a multicenter, phase 3b, randomized, double-blinded, active Upper respiratory tract infection ' 2 (6.9) ' 1(3.2)
comparator-controlled, parallel group, 24-week study in patients aged >18 with active PsA who were ACR50+PASI90 PASI90 0 0 PP P y ; ;
biologic disease-modifying antirheumatic drug-naive or had prior inadequate response or intolerance to a I I f I f | f f | Alanine aminotransferase increased 5 1(3.4) 5 2 (6.5)
maximum of one tumor necrosis factor inhibitor. 62.1% 0 4 8 12 16 20 24 0 4 8 12 16 20 24 : :
« Patients were randomized 1.1 to receive subcutaneous BKZ or RZB to 24 weeks at approved doses, per the o o Week Week Aspa rtate aminotransferase . 1(3.4) H 2(6.5)
European Medicines Agency/United States Food and Drug Administration labels.”~*° 38.7% 71.0% increased . : , :
« In this exploratory analysis, data for the subgroup of patients with moderate-to-severe PSO (body surface area ) ACR50+PASI100 (NR') ACR50+PASI90 (N R|) ¥ ¥
[BSA] >10% and Investigator's Global Assessment [IGA] >3 and Psoriasis Area and Severity Index [PASI] >12) Safety profiles were comparable between treatment arms, 100 100 Gamma-glutamyltransferase ! 134 ! 5 (6.5
&R REperise with no new safety signals identified for bimekizumab increased i (3.4) i (6.5)
— These patients received BKZ 320 mg every 4 weeks (Q4W) to Week 16 (final dose in this study; patients then ; ;
received 320 mg every 8 weeks [Q8W]). . . . . . . . ; ; ; H H
©7B ine cosed 150 o terod at bacoline. Week 4 and Week 16. rocardloss of oseriaci soveri These findings suggest that bimekizumab may provide more comprehensive control of inflammation 80+ 80+ Blood triglycerides increased : 2(6.9) : 0
- was dose mg and administered at baseline, Week 4, and Week 16, regardless of psoriasis severity. L . . . . . . A . . 1 |
" l 9 ah ACRS0, 90/100% . 9 - P oS! Y than IL-23 inhibition with risankizumab in patients with PsA and significant skin involvement, < < 58.6 62.1 Diarrhea ' ' 2 (6.5)
. e exploratory outcomes reported here are: , > % improvement from baseline in . . ) - o o N
(PASIS0/100), ACR50+PASI100, ACR50+PASIS0, and PASI percentage change from baseline (CfB). potentially due to the inhibition of both IL-23-dependent and IL-23-independent IL-17A/F pathways. 5, 60— > Osteoarthritis 5 0 5 2 (6.5)
- . . . , . o . v 448 =
* Missing data were imputed using non-responder imputation (NRI; binary outcomes) or multiple imputation NRI data reported. [a] Defined as BSA >10% and IGA >3 and PASI >12; [b] BKZ 320 mg Q4W/Q8W:; [c] RZB 150 mg at baseline, Week 4, and Week 16. (= - = - - ! !
(MI: continuous oucomes) 2 2 Safety topics of interest ! !
« Safety data to the completion of study are reported, including the 12-week safety follow-up period. & & Serious infections 5 0 5 0
Treatment-emergent adverse events (TEAEs) were classified using the Medical Dictionary for Regulatory . ) ' '
Activities v27.0. Opportunistic infections ! 0 ! 0
. e . . . . . . ' 9 '
Results Table 1 Baseline characteristics in patients with PsA and concomitant Fungal infections - 2(6.9) - 0
0 T T | | | | Candida i i : :
ida infections 0 0
. _— moderate-to-severe PSO 0 4 8 1 16 20 24 ' '
Baseline characteristics idiasi ' '
Week Week Oral candidiasis ! 0 ! 0
«  Of 553 patients randomized at baseline, 277 received BKZ and 276 received RZB. ' ) Malignancies 5 0 5 0
- 29/277 (10.5%) BKZ-treated and 31/276 (11.2%) RZB-treated patients had concomitant moderate-to-severe BKZ 320 mg? E RZB 150 mg PASI90 (NRI) PASI % CfB (MI) . \ .
PSO; of these, 26/29 (89.7%) and 26/31 (83.9%), respectively, completed 24 weeks of double-blind treatment. n=29 ' n=31 Neutropenla ' 1(3.4) ' 0
« Baseline characteristics were broadly comparable between treatment groups, although RZB-treated patients H 1004 Week Ana phylactic reaction : 0 : 0
were more likely to be male, had higher proportions of baseline enthesitis, elevated high sensitivity C-reactive Age years, mean (S D) ! 490 (13 8) ' 474 (11 l) 82.8 79.3 0 4 8 12 16 20 24 ' '
protein (hs-CRP), and concomitant conventional synthetic disease-modifying antirheumatic drug (csDMARD) : : . . - . . 0 | | | J Hypersensitivity : 0 : 0
use, compared with BKZ-treated patients (Table 1). Sex, male, n (°/o) 1 17 (586) 1 23 (74.2) 80 * *
! ! Injection site reactions ! 0 ! 0
y Tender joint count, mean (SD) ! 21.8 (13.4) ! 17,6 (12.5) S 60 o 7207 Inflammatory bowel disease” 5 0 5 0
« Ahigher proportion of patients with PsA and moderate-to-severe PSO receiving BKZ compared with RZB 4 . . . . - ) . X ) . ' '
achieved ACR50 as rapidly as Week 4, increasing further to Week 16 and sustained to Week 24 (Figure). Swollen joint count, mean (SD) \ 12.8 (5.8) \ 11.2 (8.1) S (2} 40 Suicidal ideation and behavior! ' 0 ! 0
= | o —40—
+ PASI100 response rates were higher for patients treated with BKZ than with RZB at Week 4 and Week 24; H - , , ‘é’ 40 2\, i j H H
higher PASI90 response rates and mean percentage CfB in PASI were observed with BKZ than with RZB Patient Global Assessment-PsA, mean (SD) 65.5 (19.6) 64.8 (19.6) o m Cardiovascular events H 0 H 0
across all timepoints (Figure). PASI, mean (SD) 1 21.8 (9.7) , 19.4 (9.4) 20 6 —60- Hepatic events 5 2(6.9) 5 2 (6.5)
. ﬁCR50+PCS|\1/5)o inZ(iACR50+PASIt90 responses Wer’?hggzirta}’llly cor_?ﬁirzaé)lfp%etv\é)een BKZ and RZB at Week 4; hs-CRP >6 mg/L, n (%) : 9 (31.0) i 16 (51.6) g
owever, Dy Week 4, response rates were higher wi v EJ2IEk . ' ' Safety set. Safety is reported to study completion, including the 12-week safety follow-up period; as participants
S f t Any csDMARD at baseline,c n (%) ' 14 (48.3) ' 22 (71.0) 0 I I I I I | o -80- -89.5 -89.5 were permitted to use any other medications once 28 days had passed from their final study dose, participants may have
a e iy . o H H continued or discontinued the same treatment or switched to another treatment within the safety follow-up period. TEAEs
y EntheS|t|s, Leeds Enthesitis Index >O: n (A) ! 11 (379) ! 20 (645) 0 4 8 12 16 20 24 were classified using the Medical Dictionary for Regulatory Activities v27.0. Moderate-to-severe PSO defined as BSA >10%
e 26/29 (89.7%) BKZ-treated and 27/31 (87.1%) RZB-treated patients completed the 12-week safety follow-up. s e o ' ' _ | and IGA >3 and PASI >12. [a] BKZ 320 mg Q4W/Q8W. Final dose administered at Week 16; [b] Dosed at baseline, Week 4,
) ) DaCtylltlS, Leeds DaCtletIS Index >0, n (%) ! 5(17.2) ! 4(12.9) Week 100 -96.7 -97.2 and Week 16; [c] One reported case of osteoarthropathies, deemed not related to RZB treatment; [d] Patient discontinued
° ”_7 this explor.atory.s.ubgroup analysis, safety was comparable between treatment arms and no new safety BKZ due to erythema; [e] One reported case of erythema:; [fl TEAEs occurring in >5% of either group, ordered from most to
signals were identified for BKZ (Table 2). Randomized set. Moderate-to-severe PSO defined as BSA >10% and IGA >3, and PASI >12. [a] BKZ 320 mg Q4W/Q8W. Final dose administered at Week 16; [b] Dosed at baseline, Week 4, and Randomized set. Moderate-to-severe PSO defined as BSA >10% and IGA >3 and PASI >12. [a] BKZ 320 mg Q4W/Q8W. Final dose administered at Week 16; [b] Dosed at baseline, Week 4, and least common:; [g] One case of oral fungal infection and one case of tongue fungal infection; [h] No cases of adjudicated
~ Study discontinuations due to TEAEs were low (BKZ: n=1; RZB: n=0). Week 16; [c] Includes methotrexate, sulfasalazine, and leflunomide. Week 16; [c] SE data for BKZ treatment were negligible between Weeks 12 and 24. inflammatory bowel disease; [il No cases of adjudicated suicidal ideation and behavior; [jl No cases of adjudicated MACE.

— Of the safety topics of interest, cases of fungal infections (BKZ: n=2; RZB: n=0), neutropenia (BKZ: n=1;

X ACR50: >50% improvement from baseline in American College of Rheumatology response criteria; BKZ: bimekizumab; BL: baseline; BMI: body mass index; BSA: body surface area; CfB: change from baseline; csDMARD: conventional synthetic disease-modifying antirheumatic drug; hs-CRP: high-sensitivity C-reactive protein; IGA: Investigator's Global Assessment; IL: interleukin; MACE: major adverse cardiovascular event; MI: multiple imputation; NRI: non-responder imputation; PASI: Psoriasis Area and Severity Index;
RZB: n=0), and hepatic events (BKZ: n=2; RZB: n=2) were low across treatment arms.

PASI90/100: >90/100% improvement from baseline in Psoriasis Area and Severity Index; PsA: psoriatic arthritis; PSO: psoriasis; PY: patient-years; Q4W/Q8W: every 4/8 weeks; RZB: risankizumab; SD: standard deviation; SE: standard error; TEAE: treatment-emergent adverse event.

— There were no deaths or cases of serious infections, Candida infections, active tuberculosis, malignancy,
anaphylaxis, hypersensitivity, inflammatory bowel disease, suicidal ideation and behavior, or cardiovascular
events for both treatment arms.
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