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Objective Figure1 BE COMPLETE and BE VITAL study design Figure2  ACR, PASI and MDA response rates over time to Week 52 Table2  Additional efficacy endpoints at Week 16 and Week 52 (NRI)

To assess the long-term efficacy and safety of bimekizumab (BKZ) treatment up (NRI, OC)
to 52 weeks in patients with active psoriatic arthritis (PsA) and prior inadequate BE COMPLETE BE VITAL OLE* NRI, n/N (%), unless PBO BKZ 160 mg Q4W ! BKZ 160 mg Q4W
response or intolerance to tumour necrosis factor-a inhibitors (TNFi-IR). —@— BKZ 160 mg Q4W PBO (Week 0-16) — —&— PBO — BKZ 160 mg Q4W (Week 16-52) ~—@— NRI  += Qe+ OC otherwise specified (Wesﬁ 303—16) - (We?‘l:sllsg—SZ) ! n=267
| nt rOd u Ct | oh Screening Double-blinded period Open-label period A) ACR 20 B)ACR 50 Week 16 : Week 52 : Week 16 ! Week 52
. ' . . S ' Double-blinded Open-label Double-blinded; Open-label PASI 75 response® 9/88 (10.2) ¢ 71/88(80.7) i 145/176(82.4) i 148/176 (84.1)
» BKZ is a humanised monoclonal IgGl antibody that selectively inhibits interleukin 100, teatment . treatment period 100, Ueatment treatment period — X !
. . n=133 Placeb : g Enthesitis resolution® 8/36 (22.2) ' 21/36 (58.3) ' 52/106 (49.1) :  60/106 (56.6)
(IL)-17F in addition to IL-17A. acebo Nominal p<0.001 : :
BKZ vs PBO o O 78.410€] ' Dactylitis resolution® 6/14 (42.9) ! 12/14 (85.7) ! 24/34 (70.6) ! 29/34 (85.3)
. . L 75 atWeek16 .,.eeeeesOecooecee > 75 H H
* BKZ h.as shoyvn SUPGFIOI’ ef_.ﬁcaCy LoLE wEis \{ersus placebo (PBO) e to_lerablllty _ 377 (94.3%) R L Quesetttt F e éé_'z\[(,f‘%” R p<0.001 Nail psoriasis resolution® 12/83 (14.5) H 51/83 (61.4) ! 73/159 (45.9) '+ 107/159 (67.3)
in patients with active PsA in two phase 3 studies, BE OPTIMAL (naive to biologic LY o - 2 681(0C] A 602 [NRI 2 BKZ vs PBO vee:O 59.70C] - - -
: o : ) =S 2:1 patients ___ Bimekizumab £ S £ atWeek1s . ..oce: Oreree o A HAQ-DI CfB, MI, mean (SE) -0.07(0.04) i -035(005 ! -0.38(0.03) { -0.39(0.03)
disease-modifying antirheumatic drugs [bDMARDs]) and BE COMPLETE (TNFi-IR).Y randomisation entered 160 mg Q4W $ 50 PO g sof T L@t e SL7 IR . . .
. . . the OLE & g & J4110C] L.t 40.6 [NRI] Week 16 ! Week 40* ! Week 16 0 Week 40*
» The efficacy and tolerability of BKZ to 52 weeks has also been demonstrated in o 5 o 1454 INRILQC SF-36 PCS CfB. MI, mean (SE) 14(07) 5 73(0.9) 5 73(0.5) 5 8.4 (0.6)
BE ()PT”\/\A\L3 n=267 Bimekizumab / A o i Z
. . . . . 160 mg Q4W T 12 Z {(JRL‘]] H Y 2 10C] Randomised set. Previously reported data through Week 16 included for reference.? *Data not collected at Week 52 for SF-36 PCS. ?In patients with psoriasis
o Patients with PsA and TNFi-IR typ|ca[ly exhibit reduced treatment responses ol 0 ==k 0 VAN 6.8 NRI] \(n\/ﬁ;/g;gl; 38)% BSA at baseline; *Patients with enthesitis at baseline (LEl >0); “Patients with dactylitis at baseline (LDI >0); *Patients with nail psoriasis at baseline
T T T t T T T T T T T T 1 t T m >0).
i i ic- I i 4.5 i Vi i 0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52
compared with biologic naive patients,*~> so |dent.|fy|ng'tr'eatments that effectively Baseline Week 16 Week 52 ] 2 28 ) 2 28
manage the long-term clinical needs of these patients is important. [ O R (@ +++ovssessssasorsassesnesssessasnisasnesasnisasnssasnisasnssasnssassssness PBO 133 125 112 PBO 133 125 111
. . BKZ 267 263 232 BKZ 267 263 231
M ethods 14-35 days Primary endpoint Table 3 Safety to Week 16 and Week 52
C)ACR 70 D)PASI 90°
*BE VITAL includes patients from the BE OPTIMAL and BE COMPLETE studies; results are only presented for patients from BE COMPLETE. BKZ-treated patients
BE COM PLETE |ncluded a 16 Week double bllnded PBO Controued penod 2 were eligible to receive rescue therapy from Week 16 at the discretion of the investigator, while continuing to receive BKZ. Double-blinded; Open-label Double-blinded: Open-label . ' Weeks 16-52 '
100 freatment , treatment period 100 ltreatment : treatment period Week_s 0-16 ) ! (Open-label ! Weeks 0-52 .
 Patients were randomised 2:1 to subcutaneous BKZ 160 mg or PBO every | NEDonny B .0 0c (Double-blinded period) ;™ i ) (Overall study period)
. - - | t Week 16 eeOreezaens O 84.0 [OC] — X T
4 weeks (Q4W). Tablel  Baseline characteristics 751 o 75- B Queeett e e A INR oso | BKZ160mg | PBO/BKZ | BKZ160mg | BKZ160mg
5 0o 0 —_ Nominal p<0.001 P S L ST 73.9 [NRI] ' ' b 1 ' b
« Patients who completed Week 16 were eligible for entry into an open-label g °BKZ vs PBO g AT oo n (%) [EAIR] n=s2 | G4 160mglaWR i QAW i Qaw Toal
extension, BE VITAL Figure 1).¢ Upon entry, PBO-randomised patients switched to PBO | BKZ 160 mg QAW £ s eenie 5 sof 68.8 INRI) 7 (PYAR:42.5) % (pYAR:87.1) | (PYAR:80.3) | (PYAR:259.5) & (PYAR:339.8)
receive BKZ (PBO/BKZ). n=133 ; n=267 & 1270 0C] ...:0 40.8[0C] & g y, X X X X
. . ' 126.6 INRI]___,0cegrees $ 555 ) : Any TEAE 44333 | 10804 | CODOH 1 ABESS 4 208120
e BE VITAL included patients from BE OPTIMAL and BE COMPLETE; data here are Age, years, mean (SD) 51.3 (12.9) i 50.1(12.4) LR N © D U A 256 INRI] 25 ! : : : : ' : '
) . . : i Severe TEAEs 0.0 i 5(1.9) i 3 (2.5)¢ i 14 (5.2)¢ i 17 (4.4)¢
only for patients randomised at baseline (Week 0) of BE COMPLETE, up to 1 year. . ! /76 (0C] : P— . . . .
Male, n (%) 60 (45.1) ' 130 (48.7) A 68 INRI Study discontinuation 0.0 . 2(0.7) ' 6(5.0076] | 1037039 | 16 41) [4.8]
g : el ; 0 - 0 to TEAE ’ ' ’ ' ’ ’ ' ’ ' ' ’ ’
« Efficacy data reported are observed case or have imputed missing data using BMI, kg/m>, mean (SD) 29.0 (5.4) i 30.1(6.5) 0 4 8 12 16 20 24 28 32 36 40 44 48 52 O 4 8 12 16 20 24 28 32 36 40 44 48 52 g:j ?relate: TEAEs 4(3.0) ' 35 (13.1) T 21(174° ¢ 66(247¢° . 87(22.4)¢
non-responder imputation (binary) or multiple imputation (continuous). ; n Weeks n Weeks 19 ‘ : ' : ' : ' : '
Time since first diagnosis of PsA,? years, mean (SD) 9.2 (8.1) | 9.6 (9.9) PBO 133 125 111 PBO 88 79 73 Serious TEAEs 0.0 : 5(1.9) . 8(6.6)[10.2] | 15(5.6)[6.0] | 23(5.9)[7.0]
« The number of treatment-emergent adverse events (TEAEs) to Week 52 are — — — : — BKz 267 263 255 BKz 176 74 156 Deaths 0.0 : 0.0 L1089 | 0.0 L 1(0.3)
reported for patients who received >1 dose of BKZ, including patients who TJC (of 68 joints), mean (SD) 195 (14.2) : 18.4 (13.5 E) PASI 100° F) MDA Most frequent TEAEs : : : :
: . ! Coronavirus infection 6 (4.5) : 5(1.9) v 7(5.8)[89]  21(79)[8.4] . (7.2) [8.5]
switched from PBO to BKZ at Week 16. SJC (of 66 joints), mean (SD) 10.3(8.2) : 9.7 (7.5) Double-blinded; Open-label Double-blinded; Open-label S ! ! ! !
o | treatment | treatment period treatment | treatment period Oral candidiasis 0.0 | 7(2.6) | 7(5.8)[9.01 | (6 4) [6.8] | 4(6.2) [7.3]
Results hs-CRP 26 mg/L. n (%) >9 444 ! 118 (44.2) 00— —— 1007 j Nasopharyngitis 108 | 1067 | 4330 | 190077 | 23(59)7.0]
. . o . ! BKZ vs PBO 0 Urinary tract infection 3(2.3) 1 5(1.9) 433510 19 (70771 (5.9) [7.0]
Patients with psoriasis involving >3% BSA, n (%) / : t Week 16 i - : - X X X X
« 388/400 (97.0%) patients completed Week 16; 377 (94.3%) entered BE VITAL and PASI score,> mean (SD) f8e6.2/85066 & 176(E59)/10161) 75 3 senneens 744100 7 ! serious infections 00 : 2007 : 32338 : 40-06 & /08121
; i S ] ,,,..,.--C‘J' 72.6 [OC < p<0.001 i : j j © : f
347 (86.8%) completed Week 52 ; g NIRRT o des 65.9 INRI] g gl Opportunistic infections 0.0 . 0.0 L 1(0.8) L3 ¢ 0.0 ! 1(0.3)[0.3]
27 P : HAQ-DI score, mean (SD) 1.04(0.69) ! 0.97(0.59) £ . R oq & 60.2 INRI] £ o atWeekis .. Oeeenennnn 0 54.310C] Neutropenia 0.0 ! 4 (1.5) ! 0.0 ' 5(1.9) 20" | 5(1.3)[L5"
» Baseline characteristics were comparable between groups (Table 1). SF-36 PCS score, mean (SD) 35.9 (10.2) ; 36.4 (9.0) 5 385 Rl 5 e T A fg{“’gi‘: Hypersensitivity 1(0.8) : 7(2.6) 1 4(33)51 : 15(5.6)[6.0] : 19(4.9)[5.8]
. _ , ' : i I oo Injection site reactions 0.0 : 3(1.1) : 0.0 P 6224 | 6(15) (18]
* Improvements in joint and skin responses with BKZ treatment at Week 16 were Dactylitis (LDI >0),“ n (%) / LDl score,® mean (SD) 14 (10.5)/ 66.4 (127.6)  + 34 (12.7)/72.7 (114.4) 25 5 25 5 - Adjudicated MACE 0.0 . 0.0 L 275l 0.0 ! 2(0.5)10.6]
sustained to Week 52 (Figure 2 and Table 2). . : : i i i : : : :
(Fig ) Enthesitis (LEI >0).% n (%) / LEl score,® mean (SD) 36(270)/29(1.6) |  106(39.7)/ 2.6 (L5) /510 - Malignancies excluding 0.0 : 0.0 | 108 L3 | 2(07)(08F | 3(0.8) (0.9
. . 8 . : ' A 4.5 INRI e 0 [NRI] non-melanoma skin cancer I I | |
» Patients who switched to BKZ at Week 16 demonstrated improvements in efficacy : . . 0 — (ife! . . : l ; ; : :
. Nail psoriasis (MNAPSI >0),¢ n (%) / ! 0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52 Non-melanoma skin cancer 1(0.8) ; 0.0 ; 0.0 : 0.0 : 0.0
responses to Week 52 (Figure 2 and Table 2). mNAPSI score.” mean (SD) 83(62.4)/4.5(2.8) P 159(59.6)/4.3(2.8) n Weeks n Weeks , - ,_ N ‘ _ ,
. ) . o 4 ' PBO 88 79 73 PBO 133 125 112 DSlafeltydset. NQ cases sf act!vehtudbfercult;sBlsO,deﬁBn}ltZe ordprotl)aplela((:yudjl_c;;id IBD or.uveltlri.\l/vere VeP?rteSkazEél‘gF:QOt avaltal?llebflolrgsotézte-k;lmdﬁq p;r;od; y
O TO Week 52, 243/388 (6264) patlents had 21 TEAE WhIISt receIVIng BKZ Randomised set. 2Data missing for 1 PBO patient; 1 BKZ patient; °Patients with psoriasis involving >3% BSA at baseline; “The presence of dactylitis was defined BKz 176 14 156 BKz 267 263 252 pgtcieitflxs/if;ta:eh?éiov:y gfsr\:vylécerfensriz: aorti(t:oregur;ir:atg:ﬁ,Vel[;CciJroisardiogfaor‘rfcc%g:gge\;vo; Z;:Z%e;:;nagrtery Hiseases;r;cg :Jri;wir i:forlr{natieonn aeva;ilalgle; r;gzatjtgpsy
- 1 1 1 0 I - 0 by a score greater than 0 on the Leeds Dactylitis Index (higher scores indicate a greater number of affected sites); Data missing for 1 PBO patient; ¢In patients Randomised set. For binary variables, p values were calculated using a logistic regression model with treatment, prior TNFi exposure, and region as was performed; ¢Most frequent adverse events are those occurring in >5% of patients in any study arm; ‘1 oesophageal candidiasis; 93 neutropenia; 1 neutrophil
(eXpOSU re adJUSted InCIdent rate [EAl R] . 1260 per 100 patlent years’ Table 3) with dactylitis at baseline; ‘The presence of enthesitis was defined by a score greater than 0 on the Leeds Enthesitis Index (range 0 to 6, with higher scores stratification factors. Nominal p values are not powered or adjusted for mLIJltipticity and should not be used to assess statistical significance. NI values are count decreased; "4 neutropenia; 1 neutrophil count decreased; '1 sudden death; 1 cerebral haemorrhage; 1 prostate cancer; “1 endometrial cancer stage [; I
indicating a greater number of affected sites); °In patients with enthesitis at baseline; "In patients with nail psoriasis at baseline. NRI/OC at Week 0 and OC at Week 16 and Week 52. ?In patients with psoriasis involving >3% BSA at baseline. 1 gastric cancer recurrent; '1 basal cell carcinoma.

e The most frequent TEAES were coronavirus infection, oral candidiasis,
anQ 2 0 0 ACR: American College of Rheumatology; ACR 20/50/70: >20/50/70% improvement from baseline in ACR criteria; AE: adverse event; bDMARD: biologic disease-modifying antirheumatic drug; BKZ: bimekizumab; BMI: body mass index; BSA: body surface area; CfB: change from baseline; EAIR: exposure-adjusted incident rate per 100 patient-years; HAQ-DI: Health Assessment Questionnaire-Disability Index; hs-CRP: high-sensitivity C-reactive protein; IBD: inflammatory bowel disease;
nasopharyng |t|S and Ur|nary traCt |nfeCt|On (Table 3) IL: interleukin; LDI: Leeds Dactylitis Index; LEI: Leeds Enthesitis Index; MACE: major adverse cardiovascular event; MDA: minimal disease activity; MI: multiple imputation; mNAPSI: modified Nail Psoriasis Severity Index; NRI: non-responder imputation; OC: observed case; OLE: open-label extension; PASI: Psoriasis Area and Severity Index; PASI 75/90/100: >75/90/100% improvement from baseline in Psoriasis Area and Severity Index; PBO: placebo; PsA: psoriatic arthritis; PYAR: patient
years at risk; Q4W: every four weeks; SD: standard deviation; SE: standard error; SF-36 PCS: Short-Form 36-item Health Survey Physical Component Summary; SJC: swollen joint count; TEAE: treatment-emergent adverse event; TIC: tender joint count; TNFi: tumour necrosis factor-a inhibitor; TNFi-IR: prior inadequate response or intolerance to tumour necrosis factor-a inhibitors.

» All Candida infections were mild or moderate and none were systemic.
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