Dual Inhibition of IL-17/A and IL-17F with Bimekizumab Demonstrated Long-Term Safety and Efficacy in Patients with Active Psoriatic
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Summary Figurel Proportion of TNFi-IR patients achieving ACR50, PASI100, MDA and SJC=0 over time to Week Table 2 Summary of additional efficacy results

Objective 156 in BE COMPLETE (mNRI, OC) at Week 156

The 3-year efficacy and safety of bimekizumab treatment was

To assess the 3-year efﬁcacy and safety of bimekizumab (BKZ) assessed in patients with active psoriatic arthritis who had prior A) ACR50
in patients with psoriatic arthritis (PsA) who had prior TNFi-IR (BE COMPLETE). BE CON_'P"ETE
inadequate response or intolerance to tumour necrosis factor BKZ 160( I;fé% C;I;g TOI;?(I;)(N=400) (TNFi-IR)
cnhihi : i i C e . + BKZ 160 4W Total®
inhibitors (TNFi-IR). Sustained efficacy from 1 to 3 years was observed in joint, skin and ook 52 ook 52 ook 156 (:9420) o
composite outcomes. 100 - ee e€ ' e€ _
mNRlI, % | OC, % (n/N)
507 63.8 o84 ACR20 ' 717 ' 85.6 (249/291)
BaCkg roun d Proportion of patients achieving efficacy responses at 3 years:? 2 0 59.7 561 A iiO e Ve TR O omeemeaee O Q-------- i ----- O ARG : o : e 130/250)
[ | 486 g W @t i % "" Q "" —@— o— 2 —@— —( ' : : :
_ _ _ S _ ACRS50 PASI100°P MDA S Q; 54.2 55.2 PASI75° : 84.6 96.5 (193/200)
. iKEiZdlgizg:]cigcTElci;\Zl IgG1 antibody that selectively inhibits interleukin (IL)-17F 100 = E 40 - 504 PASIOQP | 77.3 | 89.5 (179/200)
' 50 — 44.1 Nail psoriasis resolution® : 67.1 80.5 (153/190)
o Patients with PsA and TNFi-IR typically experience reduced efficacy compared with 80 — —@— MN\R --O--0C ACR50+PASI100® : 48 3 60.5 (121/200)
patients who are biologic disease-modifying antirheumatic drug (0DMARD)-naive.'? 67.5% 0 | | | | | | | | | | | | | | VLDA | 536 | 30.6 (89/291)
e Rapid, deep and sustained high levels of response with BKZ treatment were § 60 — 55.2% PBO/BKZ BKZ 52 60 68 76 84 92 100 108 116 124 132 140 148 156 DAPSA disease state [MI],* % (95% CI) .
demonstrated up to 2 years which were consistent across TNFi-IR and bDMARD-naive 2 48.8% OC n/N >4/ 158/231 Week REM+LDA ; 67.3 (62.2, 72.3)
patients with PsA.® < MNRIN 133 267 Year 1 Year 2 Year 3 REM i 306 (25.9, 35.3)
o 40 BKZ Total (OC), n/N 192/342 199/312 199/291 TJC=0 (of 68 joints) \ 33.0 : 40.1 (117/292)
M et h od S Q. ) Enthesitis resolution® : 59.9 ; 775 (79/102)
20 - B) PASI100 Dactylitis resolution’ ; 70.8 [NRI]S ; 94.4 (34/36)
e InBE COMPLETE (NCT03896581), TNFi-IR patients were randomised 2:1 to HAQ-DI MCID" ! 55 7 ! 66.8 (165/247)
BKZ 160 mg Q4W Total® (n=264) : : : :
subcutaneous BKZ 160 mg every 4 weeks (Q4W) or placebo (PBO). 0 (PBO/BKZ + BK2) FACIT-Fatigue MCID | 54 2 | 63.3 (171/270)
e Patients completing Week 16 could enter BE VITAL (open-label extension; NCT04009499) PsAID-12 >3-point decrease’ : 50.8 : 62.1 (133/214)
Week 52 Week 52 —> Week 1 = :
for up to 140 weeks. PBO patients entering BE VITAL switched to BKZ (PBO/BKZ). 100 eek S eek S 29,3 eek 156 82.5 Pain VAS >50% improvementk! : 59.4 \ 72.7 (213/293)
o Efﬁcacy outcomes are reported to Week 156 for patients in the BKZ Total group Resq’tr]tlsogn]_(; mfﬂa T.mattIOﬂ I/\]/\./as. SUS;?]IQG% fl’;)gﬂ 1 year, 80 — 72.6 74.4 738 . -O- ------- O ------------ O ------------ O- ----------- _O_ ----------- "O """""" O """""" O """"" O Randomised set. mNRI and OC unless otherwise stated. [a] BKZ Total group includes BKZ-randomised patients and PBO-randomised
PBO/BKZ and BKZ-randomised [BKZ]). Wi .4/ OT Patients acnievin =U d ears © - O O o ® ® patients who switched to BKZ at Week 16; [b] In patients with psoriasis involving >3% BSA at baseline (n=264); [c] In patients with
( | b P 9 4 sl 60 — & @ ®- —@— —@- nail psoriasis at baseline (MNAPSI >0; n=242); [d] DAPSA REM defined as a DAPSA score of <4, DAPSA REM+LDA as a DAPSA score of <14;
° Missing data were imputed using modified non—responder (mNRI; binary) or multiple _,g 66.2 67.5 67.5 [e] In patients with enthesitis at baseline (LEI >0; n=142); [f] In patients with dactylitis at baseline (LDI >0; n=48); [g] In cases where
. . . . . .. . . . . MI did not converge and mNRI was not available, missing data were imputed using NRI; [h] HAQ-DI MCID defined as a decrease from
(MI; continuous) imputation. mNRI considered all visits following discontinuation due to -f':’ 40 — baseline >0.35 in patients with HAQ-DI >0.35 at baseline (n=341); [il FACIT-Fatigue MCID defined as an increase from baseline >4 in patients
adverse events or lack of efficacy as non-response; all other missing data were imputed Bimekizumab was well tolerated to 3 years with & 63.1 with FACIT-Fatigue <48 at baseline (n=371); [jl Defined as clinically meaningful within-patient improvement.® Reported in patients with
i i i ) PsAID-12 >3 at baseline (n=299); [k] Pain VAS assessed using the Patient’'s Assessment of Arthritis Pain VAS which ranges from 0 to 100,
with Ml and the response derived from the imputed values. NO new safety SIg nals observed 20 - NR| 'O' oc 0 representing ‘no pain’ and 100 ‘most severe pain’; [l] Pain VAS >50% represents a substantial improvement in patient-reported pain.’
. —@—m ----
« Safety data are reported to Week 156 for all BKZ-treated patients (>1 dose).
_ v L 0 | | | | | | | | | | | | | |
All treatment-emergent adverse events (TEAEs) were classified using the MedDRA v19.0. PBO/BKZ BKZ 55 60 63 76 84 92 100 108 116 124 132 140 148 156 T bl 3 S f W k 156
: : : : . : . OC n/N 53/73 116/156 Week
Resu ltS Patients with active PsA who had prior TNFi-IR experienced sustained NRI N a8 176 dble d ety at €e
high levels of response up to 3 years with bimekizumab treatment. Year 1 Year 2 Year 3
. .. : : : : BKZ Total (OC), n/N 169/229 169/213 165/200 BE COMPLETE
Patient characteristics Responses were consistent with those observed in patients who were (TNFi-IR)
bDMARD-naive (BE OPTIMAL). ACR50 responses at 3 years: C) MDA :
« 0Of400 ra.no!omised patient.s, 29.9 (74.8%) completed to Week 156. Select baseline 55 2% TNFi-IR and 53.2% bDMARD-naive.5 BKZ-Treated Patients (BKZ 160 mg Q4W)>
characteristics are summarised in Table 1. | | - | | BKZ 160 mg Q4W Total® (N=400) n (%) [EAIR/100 PY] (n=388); 985.3 PY
[a] Values shown here are mNRI; [b] In patients with psoriasis involving >3% BSA at baseline (n=264). (PBO/BKZ + BKZ) :
. Any TEAEs 318 (82.0) [88.6]
Efficacy 100 — Week 52 Week52 ———»  Week156 Serious TEAES ; 52 (13.4) 5.7
« Patients demonstrated sustained clinical responses across all assessed efficacy . Study discontinuation due to TEAEs 27 (7.0) [2.8]
outcomes from 1 year through 3 years. . . . _ N Drug-related TEAES ; 130 (33.5) [17.1]
| o Tablel Select baseline patient demographics < 57.8 008 severe TEAES : 56,0 3.7
o« >50% improvement from baseline in American College of Rheumatology response _ o w60 53.4 48.8 O e OV e '@ EEEETLEELL O---eeee Q-----==---- O------m-mm- O------- O : :
criteria (ACR50) was sustained from 50.4% at Week 52 to 55.2% at Week 156 (Figure 1A). a ﬂd d |ISease Cha racteristics % 39.3 Q; """ 49; Q & - —@— — - - O Deaths : 1 (0.3) [0.1]¢
2 40 — : 48.8 Most frequent TEAEs®
«  Among those with baseline psoriasis (>3% body surface area), complete skin clearance Ky 43.9 48.6 9 ; : ;
7 : : o SARS-CoV-2 (COVID-19) infection , 68 (17.5) [7.6]
(Psoriasis Area and Severity Index [PASI]100) was sustained from 66.2% at Week 52 to BE COMPLETE 20 - N ; " : 24 (11.3) 14 8]
0 - - AL asopharynagitis , . :
§75f at We.ek 256 (Figure :'B)' ek 55 0 Week 156 ] i S (TNFi-IR) 0 | | | | | | | | | | | leRl IO oc | Upper respiratory tract infection 38 (9.8) [4.1]
2 SITIET SUSElinee, respolises WOl BBl 52 1o tise WEre observed for minimat disease BKZ 160 mg Q4W Total’ PBO/BKZ BKZ 52 60 68 76 84 92 100 108 116 124 132 140 148 156 Safety topics of interest
activity (MDA), resolution of swollen joint count (SJC=0; a clinical measure of inflammation) OC n/N 447112 124/232 Week Seri P fact : 13 (3.4) 113
and additional clinical and patient-reported efficacy outcomes (Figure 1C—D; Table 2). , (N=400) 4 ee erous 'n.ec_t'(_ms _ (34) [L.3]
Age, years, mean (SD) : 50.5 (12.5) MNRI'N 133 267 Year 1 Year 2 Year 3 Opportunistic infections , 3(0.8) [0.3]
Safety Sex, male, n (%) : 190 (47.5) BKZ Total (OC), n/N 168/344 182/315 178/293 Active tuberculosis 0
| | Time since PsA diagnosis,® years, mean (SD) I 9.5 (9.3) Fungal infections | 52 (13.4) [5.8]
o Safety data up to 3 years for BKZ-treated patients are presented in Table 3. Any cDMARD at baseline, n (%) ! 202 (50.5) D) SJC=0¢ Candida infections 37 (9.5) [4.0]
e Over 3 years, the incidence rate (exposure-adjusted incidence rate [EAIR]/100 patient years Concomitant methotrexate, n (%) : 170 (42.5) . Oral candidiasis ; 34 (8.8) [3.6]
[PY]) for >1 TEAE was 88.6. SJC (of 66 joints), mean (SD) I 9.9 (7.7) BKZ 160(3390(/);1/; -II-OI;?(IZ)(N=4OO) Fungal infections NEC : 18 (4.6) [1.9]
- One death was reported up to 3 years (Week 0-52), deemed unrelated to the study TJC (of 68 joints), mean (SD) | 18.7(13.8) Week 52 Week 52 Week 156 Tinea infections ; 6 (1.5 10.6]
treatment by the investigator. >3% BSA affected by psoriasis, n (%) ! 264 (66.0) 100 - ee ee > ee Neutropenia 13 (3.4) [1.4]°
-<10% : : Seri h itivit ti \ 1 (0.3) [0.1]f
e The three most frequent TEAEs by preferred term were SARS-CoV-2 (COVID-19) 23 0510/ : 172 43.0) 80 — 68.8 65.6 71.6 7250 AZHO.U.S ypers/?n§| Y TEtTon ; : 8(2 1) [O 8]
infection, nasopharyngitis and upper respiratory tract infection. PA;TO/O <Dl ! 9926322)) $ : 64.1 U O--mnn-- O--nmemmmmnn- O-----="""""" (O LEEETEFERPE O O--mmmmmmmeee O--mmreenoes O----" 5 ?'h'Strat'on;nflCt'? ‘:lt_e readcrg)g : . ((0'3)) [[O. 1]]
. . . . . . score,” mean | 0 (. ~ 60 — & —@— S S —@— e O —® efinite or probable adjudicate : . .
. gp tcc;.j y.eirs,tgll fu_ngal |tn2ect|;_gs \./v?retl.ocahsed and the rr(;gcjj(.)rlt.y were identified as Enthesitis (LEI >0). n (%) ! 142 (35.5) g 58 2 506 ® ® 50.1 Uveitis ; 0
=Mietiel LTSI, LoRs Eeiieliel ISANs bisis il CeltRliblerie. LEI score,®c mean (SD) I 2.7 (1.5) = 40 Adjudicated suicidal ideation and behaviour I 0
e All Candida infections were mild/moderate in severity and the number of Candida Dactylitis (LDI >0),° n (%) : 48 (12.0) o 20 Adjudicated MACE ; 2 (0.5) [0.2]
infections leading to study discontinuations was low (4; EAIR/100 PY: 0.4). LDI score,' mean (SD) ! 70.9 (117.0) ®— \R e O-- OC Elevated liver enzymes" : 37 (9.5) [4.0]
« One case of serious hypersensitivity reaction (dermatitis) and no cases of active HAQ-DI score, mean (SD) | 0.99 (0.62) 0 | | | | | | | | | | | | | | >3x ULN ALT or AST 17 (4.4) [1.8]
tuberculosis were reported. FACIT-Fatigue score, mean (SD) : 35.6 (10.3) PBO/BKZ BKZ 52 60 68 76 84 92 100 108 116 124 132 140 148 156 Malignancies, excluding non-melanoma skin cancer . 10 (2.6) [1.0]
. . . . . PsAID-12 total score, mean (SD) : 4.5 (2.0) OC n/N 77/112 148/231 Week | N | _ _ _
 No new safety signals were observed with BKZ with an additional year of treatment. _ Safety set. [a] Safety events reported whilst receiving BKZ. BKZ-Treated group includes BKZ-randomised patients and PBO-randomised
Pain VAS score,® mean (SD) : 59.5 (24.3) MNRI'N 133 267 patients who switched to BKZ at Week 16, includes events after switch only; [b] Per study investigator assessment; [c] One sudden
Year 1 Year 2 Year 3 death (Week 0-52), deemed unrelated to treatment; [d] Most frequent TEAEs are the top three adverse events occurring in all
Randomised set. [al BKZ Total group includes BKZ-randomised patients and PBO-randomised patients who switched to BKZ at Week 16; BKZ Total (OC), n/N 225/343 224/313 219/292 BKZ-treated subjects; [e] 8 neutropenia; 6 neutrophil count decreased; [fl One case of dermatitis, classified as serious due to the
[b] Data missing for 2 patients; [c] In patients with psoriasis involving >3% BSA at baseline (n=264); [d] Data missing for 1 patient; patient needing hospitalisation; [g] Includes the high-level terms "administration site reactions NEC" and “injection site reactions”;
[e] In patients with enthesitis at baseline (LEI >0); [f] In patients with dactylitis at baseline (LDI >0); [g] Pain VAS was assessed using Randomised set. Data reported through Year 1 (Week 52) to Year 2 (Week 100) and Year 3 (Week 156). [a] BKZ Total group includes BKZ-randomised patients and PBO-randomised patients who switched to BKZ at Week 16; [b] In patients with psoriasis involving >3% BSA at baseline (n=264); [h] Elevated liver enzymes includes the following preferred terms reported as adverse events: increased/abnormal levels of ALT, AST,
Patient’s Assessment of Arthritis Pain VAS, which ranges from 0 (no pain) to 100 (most severe pain). [c] SIC=0 was assessed in 66 joints. blood bilirubin, gamma-glutamyltransferase, hepatic enzymes, liver function test, total bile acids, or transaminases.

C lusi
o n C u S I o n S ACR20/50/70: >20/50/70% improvement from baseline in American College of Rheumatology response criteria; ALT: alanine aminotransferase; AST: aspartate aminotransferase; bDMARD: biologic disease-modifying antirheumatic drug; BKZ: bimekizumab; BSA: body surface area; Cl: confidence interval; cDMARD: conventional disease-modifying antirheumatic drug; DAPSA: Disease Activity in Psoriatic Arthritis; EAIR: exposure-adjusted incidence rate; FACIT-Fatigue: Functional Assessment of Chronic Illness Therapy-Fatigue;
HAQ-DI: Health Assessment Questionnaire-Disability Index; IBD: inflammatory bowel disease; LDA: low disease activity; LDI: Leeds Dactylitis Index; LEIl: Leeds Enthesitis Index; MACE: major adverse cardiovascular event; MCID: minimal clinically important difference; MedDRA: Medical Dictionary for Regulatory Activities; MDA: minimal disease activity; MI: multiple imputation; mNAPSI: modified Nail Psoriasis Severity Index; mNRI: modified non-responder imputation; NEC: not elsewhere classified;

Efﬁcacy results from BE COM PLETE and |ts open_la bel NRI: non-responder imputation; OC: observed case; OLE: open-label extension; PASI: Psoriasis Area and Severity Index; PASI75/90/100: >75/90/100% improvement from baseline in Psoriasis Area and Severity Index; PBO: placebo; PsA: psoriatic arthritis; PsAID-12: 12-item Psoriatic Arthritis Impact of Disease; PY: patient-years; Q4W: every four weeks; REM: remission; SD: standard deviation; SJC: swollen joint count; TEAE: treatment-emergent adverse event; TIC: tender joint count;
: . . TNFi-IR: inadequate response or intolerance to tumour necrosis factor inhibitors; ULN: upper limit of normal; VAS: visual analogue scale; VLDA: very low disease activity.
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