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Bimekizumab Efficacy and Safety in Biologic DMARD-Naive Patients with Psoriatic Arthritis lain B. Mclnnes,’ Philip J. Mease,? Yoshiya Tanaka;

Frank Behrens,* Laure Gossec,®> M. Elaine Husni,®

was Consistent With or Without Methotrexate: 52-Week Results from the Phase 3 Lars E. Kristensen, Richard B. Warren,° Barbara Ink.*

Rajan Bajracharya,® Jason Coarse,'* Jason Eells,*

Active Reference Study BE OPTIMAL Alice B. Gottlie®

Objective Summary Figure1 Patients +/— MTX achieving ACR50, PASI100 and MDA to Week 52 (NRI and OC) Table2  Week 52 efficacy endpoints for patients

To report the efficacy and safety of bimekizumab to Week 52 from the phase 3

L A e . ; . In BE OPTIMAL, bDMARD-naive patients with active PsA treated +/— MTX (NRI and M|
stuc_!y BE O_PTIMAL_ln_ blolog{c_ dlse_ase-mo_dlfymg antlrhe_umatlc drug-naive with BKZ achieved consistent clipnical efficacy to Week 52, —e— > —4— PBO/BKZ 160 mg Q4W  —@— BKZ 160 mg Q4W ADA40 mg Q2W  —@— NRI  ++:0:++ OC ( . ) .

patients with psoriatic arthritis, with or without concomitant methotrexate. irrespective of concomitant MTX PBO/BKZ 160 mg QAW : BKZ 160 mg QAW : (A;Ee;jg,;?: ngTN)

Back ACRS0 A T s B
acC ground B M7  MTX +MTX — MTX _ +MTX 1 —MTX 1 +MTX 1 -MTX 1 +MTX 1 -MTX
e Given the chronic nature of psoriatic arthritis (PsA), understanding PBO/BKZ 160 mg Q4W  BKZ 160 mg Q4W  Reference arm (ADA 40mg Q2W) Double-blind : Active treatment-blind Double-blind : Active treatment-blind igi’;??;m] gy ﬂn;(?:y : 7;:;81) : 1;4:(275:0) : 12:=(167897) : 6:78923) : 3:;5388)
long-term efficacy and safety of biologic monotherapy or therapy in 100+ period period period period — - : ' - : '
combination with ongoing methotrexate (MTX) is of interest, Studies have 100 - 100 - ACRS0 [NRIl, n (%) 87(53.4) 1| 62(52.5) 1 137(54.4) 1 98(547) 1 46(56.1) 1 24 (41.4)
shown that tumour necrosis factor inhibitors may have lower efficacy ol ACR70 [NRI], n (%) 60(36.8) 1 41(347) 1 96(38.1) I 73(40.8) 1 36(439) 1 17(29.3)
without MTX (= MTX) than with MTX (+ MTX).1 < 757 | S : PASIZ5® [NRI, n (%) 71(85.5) 1 48(84.2) 1 105(83.3) | 72(79.0) 1 23(62.2) 1 22(71.0)
. < b e et eas o s e s N UUURRo B : PASI90* [NRIL, n (%) 67(80.7) 1 39(68.4) 1 89(706) ! 66(72.5 1 20(541) 1 21(67.7)
* Bimekizumab (BKZ), a monoclonal IgGl antibody that selectively inhibits 8 601 534 sp5 544 547 61 g 501 : T - : PASI100° [NRI], n (%) 62(747) 1 29(50.9) 1 77(6L1) 1 55(60.4) 1 15(40.5) 1 18 (58.1)
interleukin (IIT)—17Ein add!tion to IL-17A, ha; shoyvn gfﬁcacy anq tglerability 2 437 441 463 48 S \ » - I - s = MDA [NRI], n (%) 87(554) 1 64(542) ) 138(548) | 99(553) | 48(58.5 I 26(448)
to 52 weeks in patients with PsA who are biologic disease-modifying = S § § : & 25 - VLDA INRIL, n (%) 35215 1 27(229) | 72(286) | 53(296) | 25(305) 1 14240
antirheumatic drug (bDMARD)-naive.? & § § § o ACR50+PASI100° [NRIL, n (%) 43(51.8) . 22(38.6) . 61 (48.4) . 41(45.1) . 12 (32.4) . 12(38.7)
20 § § § 0 ﬁll é 1I2 1I6 ZIO 2I4 2I8 3I2 3I6 4IO 4I4 4I8 5I2 Enthesitis resolution® [NRIl, n (%) 24 (66.7) 1| 20(58.8) I 53(64.6) ' 34(557) 1 11(61.1) 1 10(55.6)
Methods 7 e § § § ne Week Week Dactylitis resolution [NRI, n (%) 18 (81.8) 1 11(100.0) | 21(75.0) | 24(857) | 4(80.0) ! 4(66.7)
« BE OPTIMAL (NCT03895203) comprised a 16-week double-blind, o S BNEN | PBO 109 19 18 e o 105 HAQ-DICBMI mean sE) 004 | ©005 | 005 ! 004 ! 005 | 008
placebo (PBO)-controlled period and a 36-week active treatment-blind period. Peo Bz Eemiaby  PROR K2 T iADA ADA 82 80 75 58 55 48 Nail psoriasis resolution’ INRIL n (%) 68 (739) | 43(672) | 100(685) | 60(612) | 24(571) | 21(636)

Week 16 Week 52

¢ Patients were randomised 3:2:1 to subcutaneous BKZ 160 mg every 4 weeks

“Th tud t df tatistical . ¢ ADA to BKZ PBO + MTX q b Randomised set. ?In patients with psoriasis affecting >3% BSA at baseline; + MTX: PBO/BKZ n=83, BKZ n=126, ADA n=37; — MTX: PBO/BKZ n=57, BKZ

H 1 € study was not powered Tor statistical comparisons o (o] or , Or an =91, ADA n=31; ®| tients with baseli thesitis (LEI >0); + MTX: PBO/BKZ n=36, BKZ n=82, ADA n=18; — MTX: PBO/BKZ n=34, BKZ n=61, ADA
(Q4W)’ PBO (Wlth SW|tCh to BKZ 160 mg Q4W at Week 16) or reference — MTX subgroups PASI].OO :=18; In p::tients ;\tpf’wab‘:;Weir\:\gdac?;leit:sn?L?)n\ >§)s,‘+ISMTX: PBO/BKZ n=22, BKZ r?=28, ADA :=5, - MTXnPBO/BKZ n=11, BKZ n=m28, ADA n:6: 9In patients
arm (ada“ mumab [ADA] 40 mg QzW) the study was not powered for . +MTX MTX with baseline nail psoriasis (NNAPSI >0); + MTX: PBO/BKZ n=92, BKZ n=146, ADA n=42; — MTX: PBO/BKZ n=64, BKZ n=98, ADA n=33
statistical comparisons of ADA to BKZ or PBO.

BKZ was well tolerated in patients with active PsA with or Double-blind ; Active treatment-blind Double-blind ; Active treatment-blind :
o Patients generally could not adjust their background medication, including without MTX period ' period period ' period Table 3 Safety data to Week 52 for patlents +/— MTX
MTX usage, during the 16-week PBO-controlled period. Efficacy and 100 ' 1004 '
safety were evaluated by concomitant MTX use at baseline. | Reference Arm
. . . . . . < : ) ' BKZ 1,\?97'33304"" ' (ADA 40 mg Q2W)
e Missing data were imputed using non-responder imputation (discrete) or s ' s ' = ! N=140
multiple imputation (continuous). . .o € € . + MTX X —MTX X + MTX X _MTX
Tablel  Baseline characteristics +/— MTX 2 2 ] n=410 1 n=292 1 n-82 1  n=58
S S n (%) [EAIR]® PYAR:355.4 ' PYAR:247.2 ! PYAR:80.7 ! PYAR:56.1
ReSUltS . . Any TEAE 325(79.3) [219.3] 1 230 (78.8) [227.6] 1 63 (76.8) [169.2] 1 50 (86.2) [298.9]
PBO/BKZ 160 mg Q4W : BKZ 160 mg Q4W : Reference Arm Severe TEAEs 13(3.2) ! 10 (3.4) ! 7 (8.5) ! 2(3.4)
Baseline Patient Demographics and Disease Characteristics N=281 . N=431 1 (ADAROmg Q2W) Study discontinuation due to TEAEs 10 (2.4)[2.8] ' 11(3.8)[45 ' 4(49)[51] 1 3(52) (5.5
. ! . ! - Weel Week Drug-related TEAEs 133(32.4) 91(31.2) 1 30(366) 1 24 (41.4)
« 770/852 (90.4%) patients completed Week 52 (+ MTX: 458/497 [92.2%]; AMTX ' —MTX | 4MTX ' —MTX ' +MTX | —MTX n® ee ee Serious TEAEs 26(63)[75] 1 20(68) (84 ' 7(8.5190] ' 3(52)[5.4]
— MTX: 312/355 [87.9%]), including 9 not on randomised treatment n=163 |, n=118 , n=252 , n=179 |, n=82 , n=58 gﬁg 18236 17293 17183 gi gi ;’é Death due to TEAEs 102 0 - 0 - 0
-4 : i icti faal] : : : : : -
(+ MTX: 4; — MTX: 5). Baseline characteristics were generally similar for Age. years, mean (SD) 48.2(115) 1 49.3(12.1) 1 47.8(12.6) 1 49.6 (12.4) 1 49.2(117) 1 48.8(14.2) ADA 37 36 32 31 29 28 Most frequent adverse events : : :
+/- MTX patient subgroups (Table 1). - . . . . . Nasopharyngitis 41(10.0)[12.5] 1 43(147)[19.4] 1 3(37)13.8] 1 9(15.5) [18.1)
Male, n (%) 72 (44.2) ! 55 (46.6) ! 122 (48.4) ! 79 (44.1) ! 41(50.0) ! 30(51.7) Upper respiratory tract infection 34(8.3)1102] ' 16(55(67] ' 44951 ' 469175
Ef—ﬁcacy to Week 52 BMI, kg/m?, mean (SD) 29.4(61) 1 29.9(6.0) 1 29.1(6.5 1 294(72) 1 28.4(57) 1 28.4(6.2) MDA Urinary tract infection 30(73)[87] ' 13(45)(541 1 2RA4ARS5 1 35255
_ _ _ _ Time since first diagnosis of | L L | | i Headache 20049591 1+ 21(Z2190] 1 44951 1 2(3.4) 136
o To Week 52, the proportions of BKZ-randomised patients who achieved PsA, years, mean (SD) 54(6.2) ! 6.0 (7.0) ! 5.8(7.3) ! 6.2 (7.3)° ! 5.9(6.2) ! 6.5 (7.6) +MTX - MTX Oral candidiasis® 23(5.6)16.7] E 15(5.1) [6.2] E 1(1.2)[1.3] E 0
. i I I © . 1 . . . 1 . . i
ESS%’ |r?£(r:(;\geor)nent n lAr:er:(;an lCollege c;fl(l;{g;qmatology reipor;se . s:ﬁriiga:f(e;)ted by 83(509) | 57(483) | 126(50.0) | 91(50.8) | 37(45.1) | 31(53.4) Double-blind | Active treatment-blind Double-blind | Active treatment-blind Ef‘\a"hoe_a_ 22? E‘S‘i’ [[Z'f]] : i’ ((;;) [[i'g : ig;‘; 5; VS (8'6(; 93]
Criteria , complete skin clearance improvement in Psoriasis Nk . ' ; : : . aryngitis 1) [6. ' 8) 4. ' 7) 3. '
: . e : ey N, PASI score,# mean (SD) 76(53) 1 84(61) 1 77(64) 1 88(74 1 9681 1 73(6.8) period ! period period ! period o
Area and Severity Index) and minimal disease activity (MDA) were similar : : X X : : 100~ ' 100~ ! Adjudicated MACE' 3(07)109] 1 1(03)[04] 0 ! 0
regardless of baseline MTX use. TJC (of 66 joints), mean (SD)  16.4 (12.3) 1 18.0(12.7) | 16.6(11.8) I 171(11.8) 1 178 (13.1) ' 17.2(13.1) Adjudicated definite IBD® 1(0.2)[0.3] 1 1(0.3)[0.4] 1 0 ' 0
. . . SIC (of 68 joints), mean (SD)  10.0(7.8) | 88(65 1| 01(64) | 88(59) | 98(74) 1| 94(67) = 754 ! - : Malignancies excluding \ \ \
— Fewer patients receiving ADA — MTX achieved ACR50 or MDA at ! ' ' ' ' ' b2 : b2 : non-melanoma skin cancer ! ! !
g . itic e ©, f c c 1 '
Week 52 compared with the ADA + MTX group (Figure 1). Enthesitis,“ n (%) 36(22D) 1 34(288) 1 82(325)7 I 61(341) | 18(22.0)° 1 18(31.0) 2 5 | £ | Colon cancer 102103 0 ! 0 ! 0
) o LEl score,® mean (SD) 2.8(1.6) 1+ 3.0(15 1 24(14)" 1+ 2615 1 22(16) 1 23(1.6) o o Chronic lymphocytic 0 ' 10304 o 1 0
. Other. Week 52 efficacy responses on BKZ were generally of a similar Dactylitis" n (%) 22(13.5) 1 11(93) 1 28(111° 1| 28(156< | 5(6.4° 1 6(10.3) 5 . 5 leukaemia stage 0 ! ! !
magnitude +/- MTX (Table 2). LDI score, mean (SD) 46.1(36.6) 1 49.9 (50.6) 1 38.2(32.0)° 1 55.3(69.6) 1 54.1(37.3)° 1 46.0(29.8) _Papillary thyroid cancer 0 10304 | 0 ; 0
+ t t t t Liver function test changes/enzyme 1 1 1
i H 1 ) b c s )
Safety tO Week 52 Nail psoriasis,’ n (%) 92 (56.4) : 64 (54.2) : 146 (57.9) : 98 (54.7) : 42 (51.2) : 33(56.9) 0 ," elevations, n/Nsub (%) : : :
mNAPS| scorekmean (SD)  4.1(22) 1 38(0) 1 4024 1 42@25° 1 3722 1 38(24) 0 ALT >3x ULN 11/4102.7) v 4/291(L4) 1 4/82(49) 1 3/57(5.3)
» To Week 52, the proportion of patients with >1 treatment-emergent PGA-PsA mean (SD) 60.1(23.7) 1 56.5(23.1) 1 53.1(23.5)¢ 1 56.3(23.3) | 57.3(21.8) 1 56.7 (22.0) n? Week Week AST or ALT >3x ULN 16/410(39) ' 8/291(27) ' 5/82(6.1) '  4/57(7.0)
adl/_erste even,t (TE?E[))XVaS’\;[Ir—T;J lﬁr ;OrlB—I'I—(EZArEegardleSS (ij +/t;] mTXAE\)AA()re HAQ-DI, mean (SD) 0.90(0.60) ' 0.88(0.62) ' 0.78(0.59)c 1 0.87(0.58) I 0.91(0.55) ' 0.79(0.53) gﬁg ;2; ;ig é;g i%g 128 12; Safety set. ?Includes patients who switched from PBO to BKZ (events after switch only); ®EAIRs are reported where available; “Cause of death was a
1ents r vin = > mpar WI . . . . . L ident; lated ; “Most f d h >5% of the BKZ stud (+/= MTX) d
patients receiving ad =z compare € ADA 8o 20 75 s oc a8 Seross Al study arms; Al infections were mild or moderate and none were serious 1 BKZ patient (- MTX) discontinued: ' MTX. 1 case each of
+ MTX Su bg rOUp. Randomised set. 2Data missing for two patients; ®Data missing for six patients; <Data missing for one patient; ¢In patients with psoriasis involving >3% myocardial infarction, ischaemic stroke and thrombotic cerebral infarction. The case of ischaemic stroke was deemed by the investigator to be related
BSA at baseline; ¢Patients with LEI >0; ‘Data missing for five patients; 9In patients with enthesitis at baseline; "Patients with LDI >0; 'In patients with to study medication. — MTX: 1 case of cerebrovascular accident; ?Both ulcerative colitis; one in a patient with a prior history of IBD (+ MTX), the other
dactylitis at baseline; 'Patients with mNAPSI >0; ¥In patients with nail psoriasis at baseline. Randomised set. ACR50 at Week 16 was the primary endpoint for BE OPTIMAL. *N values are NRI/OC at Week 0 and OC at Week 16 and Week 52; ®In patients with psoriasis affecting >3% BSA at baseline. de novo (- MTX).

o To Week 52, rates of the most frequent TEAEs were similar between

+/_ MTX on BKZ a nd B KZ was We“ tolerated rega rdless Of MTX (Table 3) ACR: American College of Rheumatology: ACR20/50/70: American College of Rheumatology response criteria >20/50/70% improvement; ADA: adalimumab; bDMARD: biologic disease-modifying antirheumatic drug; BKZ: bimekizumab; BMI: body mass index; BSA: body surface area; CfB: change from baseline; EAIR: exposure-adjusted incidence rate; HAQ-DI: Health Assessment Questionnaire-Disability Index; IBD: inflammatory bowel disease; IL: interleukin; LDI: Leeds Dactylitis Index; LEl: Leeds Enthesitis Index; MACE: major adverse cardiovascular event; MDA: minimal disease activity; MI: multiple imputation;
! : mNAPSI: modified Nail Psoriasis Severity Index; MTX: methotrexate; NRI: non-responder imputation; OC: observed case; PASI75/90/100: Psoriasis Area and Severity Index >75/90/100% improvement; PBO: placebo; PGA-PsA: Patient’s Global Assessment for Psoriatic Arthritis; PsA: psoriatic arthritis; PYAR: patient-year at risk; Q2W: every 2 weeks; Q4W: every 4 weeks; SD: standard deviation; SE: standard error; SIC: swollen joint count; TEAE: treatment-emergent adverse event; TJC: tender joint count; VLDA: very low disease activity.
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