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ObJeCtlve Summary Figure 2 Achievement of Figure 3 Mean change from baseline in (A) total spinal pain, (B) nocturnal spinal pain, (C) BASDAI
To report the impact of bimekizumab (BKZ) versus placebo (PBO) on spinal pain, In patients with active non-radiographic and radiographic axial spondyloarthritis, (A) total and (B) morning stiffness, and (D) FACIT-Fatigue scores to Week 24 (M)
stiffness, and fatigue in patients with axial spondyloarthritis (axSpA). bimekizumab resulted in similar clinically relevant improvements in: nocturnal spinal
. . bel BE MOBILE 1 (nr-axSpA) BE MOBILE 2 (r-axSpA)
Introduction pain scores below —».-e-- PBO/BKZ 160 mg Q4W (n=126) —e— BKZ 160 mg Q4W (n=128) —».-@-- PBO/BKZ 160 mg Q4W (n=111)  —e— BKZ 160 mg Q4W (n=221)
e Spinal pain, morning stiffness, and fatigue are major contributors to disease burden 5 mUltlple thresholds A) Total spinal pain Double-blind Maint Double-btind Maint
in patients with active non-radiographic axSpA (nr-axSpA) and radiographic axSpA at Week 16 (NRI) 0 OL:)efiodm al:efizznce 0 OL:oefiodm an;efir;nce
(r-axSpA,; i.e., ankylosing spondylitis) from the patient perspective. Spinal pain Fatigue Morning stiffness € MOBILE 1 (r-axSoA) » N Nominal p<0.001 » N Nominal p<0.001
. i ively inhibits i i S17Fi iti , - @ -17 @ -1.9
BKZ, a monoclonal IgG1l antlbody.that selgctlvely inhibits interleukin (IL)-17F in addition Total and nocturnal FACIT-Fatigue score Mean of BASDA PBO (n=126) B 5KZ 160 g QAW (n=128) 2|5 ] o 215 > ..
to IL-17A, has demonstrated sustained efficacy and was well tolerated up to 24 Weeks spinal pain scores questions 5 and 6 9 9| c LT 9l c ha T
in patients with nr-axSpA and AS in the phase 3 studies BE MOBILE 1 and 2.23 _ , 018 37 Week1 ' D35 °0/8 31 Weekl ' T30
, , , A) Total spinal pain g|=  _4] Nominal L9 &= 4] Nominal _33
* In both studies all primary and ranked secondary endpoints at Week 16 were met, 100 = p<0.001 o -3.8 =1 p<0.001 | -3.8
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including change from baseline (CfB) in nocturnal spinal pain. Flgure 1 BE MOBILE 1 and BE MOBILE 2 study de5|gns % 80 Week 0 2 4 s 5 16 o4 Week 0 2 4 8 I} 16 o4
2 60 58.6 PBO/BKZ, mean (SE) 7.1(0.1) 5.5(0.2) 3.6(0.2) PBO/BKZ, mean (SE) 7 2 (0.1) 5.3(0.2) 3.7(0.2)
Method S € 0 359 241 BKZ, mean (SE) 7.3 (0.1) 4.0 (0.2) 35(0.2) BKZ, mean (SE) 1(0.1) 38(0.2) 33(02)
Screening Double-blind period Maintenance period Extension study, = 219 27.8 : - -
BE MOBILE 1 (NCT03928704; nr-axSpA) and BE MOBILE 2 (NCT03928743; r-axSpA) BE MOVING. 1 & 20 1678 63. 175' B) Nocturnal spinal pain
were conducted in parallel and comprised a 16-week double-blind period followed by BE MOBILE 1 - ———— Bimekizumab 160 mg Q4W ——— 8 evaluate long-term 0 ? .4 0- . 0- <0.001
a 36-week maintenance period (Figure 1).23 nr-SpAY q n=128 response to Score = = 1 = 14 Pt
. . : . . ) : imeki treatment, and safet , Q@ @
« Here we report, for the Week 24 interim analysis for both studies, the proportion of N=254 Lonsw6 ?gg?:‘";‘g;%b’ reaiment, and saiey B) Nocturnal spinal pain % S5 -2 % 5 -2
3 A i 3 _ 3 g . - - c AR c -
patients achieving the following outcomes using non-responder imputation (NRI): BE MOBILE 2 — Bimekizumab 160 mg Q4W Safety follow-up 100 § 8 31 Week1 -3.5 § S =34 Week 1 : ~. _37
— Increasingly stringent total and nocturnal spinal pain scores (<4/3/2/1/0) at Week 16 (r-axSpAP o n=221 visit 20 weeks after & 80 65.6 g = _4] Nominal 36 2= _4] Nominal _33
) ' o o o e Bimekizumab last dose for patients 2 60 50.0 594 = p<0.001 i —40 = p<0.01 | -3.8
— Improvements in fatigue, indicated by a >4-point increase from baseline in N=332 i n=lll Placebo 160 mg Q4W not enrolling in g ] 437 v -5 — T . } ) v -5 — T . } )
: : e 9 - : 2 40 32.8 317 Week 0 2 4 8 12 16 24 Week 0 2 4 8 12 16 24
Functional Assessment of Chronic Illness Therapy (FACIT)-Fatigue score at Week 16 14-35 days Week 16 24 52 extension study S o0 17.2 9 5I 18.3 PBO/BKZ, mean (SE) 6.7 (0.2) 5.0 (0.2) 32(0.2) PBO/BKZ, mean (SE) 6.8 (0.2) 4.9 (0.3) 31(0.2)
e Mean CfB in total and nocturnal spinal pain, BASDA| morning stiffness (mean of e @ @ eeeeereeeessssnnnniiisisinnneeieins Y T @ coeeeereneeees T o 4.0Il | | | | BKZ, mean (SE) 6.9 (0.2) 3.3(0.2) 3.0(0.2) BKZ, mean (SE) 6.6 (0.1) 3.3(0.2) 2.8(0.2)
BASDAI questions 5 and 6), and FACIT-Fatigue scores to Week 24 are also reported Week 24 interim analysis 0 <1 Scffre <3 <4 C) BASDAI morning stiffness
G, multlple |mputat|on (Ml) Patients were eligible to receive non-biologic rescue therapy from Week 20 at the discretion of the investigator, while continuing to 0 - ' 0 - '
receive BKZ. °Included patients had adult-onset nr-axSpA fulfilling ASAS classification criteria and objective signs of inflammation (active BE MOBILE 2 (r-axSpA) 1 Nominal p<0.001 1 Nominal p<0.001
sacroiliitis on MRl and/or elevated CRP [>6 mg/L]); ®Included patients had radiographic evidence of axSpA fulfilling modified New York _ _ ] —11 . c —14 v
Resu lts criteria. Patients also fulfilled ASAS classification criteria. PBO (n=111) Il BKZ 160 mg Q4W (n=221) é g 5] _1.? E’ g 5 —i.l
. . . 7] RN o 7 g
Patients . — A) Total spinal pain HE 7 el _ 2ls _z AL
. | _ Tablel  Baseline characteristics 100 |2 ook | R L speek . 37
« 254 patients with nr-axSpA (BKZ: 128; PBO: 126) and 332 with r-axSpA (BKZ: 221; - £ -4 1 Nomina _36 £ -4 4 Nomina -3.2 _37
) . . o o . S¢ 80 = p<0.01 I -4.0 = p<0.01 I :
PBO: 111) were randomised; 94.5% and 94.3% completed to Week 24, respectively. BE MOBILE 1 BE MOBILE 2 2 60 v -5 = : : , , v -5 , : : , :
. . - . = Week 0 2 4 8 12 16 24 Week 0 2 4 8 12 16 24
« Across both studies, mean baseline scores for all reported outcomes indicated high (nr-axSpA) (r-axSpA) 3 40 339 ., 36 0 PBO/BKZ, mean (SE) 6.9 (0.1) 5.0 (0.2) 34(0.2) PBO/BKZ, mean (SE) 6.8 (0.2) 47(0.2) 31(0.2)
symptom severity (Table 1). PBO | BKZ160 mg Q4W PBO | BKZ160 mg Q4W 5 50 5o 181 16. 2 BKZ mean (SE) 7.0 (0.2) 3.3(0.2) 3.0(0.2) BKZ mean (SE) 6.7 (0.1) 3.5(0.2) 3.0(0.2)
N=126 N=128 N=111 ' N=221 2759 36 .
Pain, Stiffness, and Fatigue Age, years, mean (SD) 304 (11.8) | 395 (1L1) 39.2(126) | 410 (12.1) ™ <|1l D) FACIT-Fatigue score Nominal Nominal
. . _ Sex, male, n (%) 65(51.6) | 73 (57.0) 80 (72.1) . 160 (72.4) - Score p<0.001 p0.02
o At Week 16, a greater prqportlon of nr-axSpA and r-axSpA patients treated with BKZ HLA-B27 positive, n (%) 94 (74.6) | 103 (80.5) 93(83.8) 191 (86.4) B) Nocturnal spinal pain A 10 - . 8.5 9.3 A 10 - Nominal 84 94
compared with PBO achieved: Symptom duration, years, mean (SD)  9.0(9.0) |  9.1(87) 119(86) |  14.2(11.0) £ g{  Nominal . = 81 0.0
' i 100 0|2 p<0.001 .83 o|m p=0.03 73
— Low total and nocturnal spinal pain scores (Figure 2) ASDAS-CRP, mean (SD) 37(07) 3.7(0.8) 37(0.8 3.7 (0.8)° < 80 £|0 6 - A4e .- |0 6 - A 3;4 e
o . ) CRP, mg/L, geometric mean ' ! < (= |t gl c "
— >4-point improvement in FACIT-Fatigue score (nr-axSpA: 70.3% vs 45.2%; cometric CV % 502305 +  46(2977) 6.7(1974) . 6.5(275.0) 2 60 52.9 o3 44 > o3 4 - 5.0
o g ) c 44. 1 5= 3.9 5= .
r-axSpA: 66.1% vs 49.5%) BASDAI, mean (SD) 6.7(1.3) 6.9(1.2) 6.5(1.3) 6.5 (1.3) 2 40 267 252 30.6 £ 2 - i £ 24 .
] . . . . i i ' ' © 145 - I - I
« Greater mean improvement at Week 16 with BKZ vs PBO was achieved in: total spinal Lotatl SP'":’“ p.aml, mean (SD) <o) ZI;((12.61)) ; 67.3 g'g)) gé (é'?) ; ;é((llg)) a 20 54m 9-9I I weel 5 A " ) weel & I v o
. : . : . . : octurnal spinatl pain, mean . . ' . . . . ' 0
pain, nocturnal spinal pain, BASDAI morning stiffness and FACIT-Fatigue scores, with Morning i &ASDN Q5and 6) ! ! < PBO/BKZ, mean (SE) 306 (10) 346 (L0) 390(09)  PBO/BKZ mean(SE)  331(10) 38.1(0.9) 409 (0.8)
separation from PBO at the first post-baseline assessment. mean (SD) T 6906 70(1.8) 68(16) 6.7(1.9) Score BKZ mean (SE)  29.5(0.9) 380 (09) 38.8(0.8) BKZ mean (SE)  30.7(07) 39.0(0.7) 40.0 (0.6)
° Improvements continued with BKZ to Week 24 and, for patients who switched from FACI_T' Fatigue' mean (SE) 306 (1.0 29.5(0.9) 331(1.0) 30.7(0.7) Randomised set. NRI. Percentage of patients each week Randomised set. MI. A, B) Spinal pain scores range from 0—-10 with lower scores reflecting better health status. C) BASDAI morning stiffness score assessed as mean of BASDAI questions 5 and 6; scores
PBO to BKZ at Week 16, mean CfB at Week 24 approached or reached similar levels to TNFi-IR, n (%) 17 (13.5) 10 (7.8) 17 (15.3) 37 (16.7) achieving given response who did not discontinue study range from 0-10 with lower scores reflecting better health status. D) FACIT-Fatigue score ranges from 0-52 with higher scores reflecting better health status. P values without any multiplicity adjustment are
those seen in BKZ-randomised patients (Figure 3) treatment prior to Week 16. Spinal pain scores range from 0-10 indicated as nominal p values, and should not be used as an indication of statistical significance. P values calculated at Week 16 for nocturnal spinal pain were part of a hierarchical gatekeeping strategy and
- o Randomised set. 2n=220. with lower scores reflecting better health status. used reference-based MI.
I Ar-axSPA: N aciogIaphic axal Sooncloarihr s, NRIE non-responcer Imputstion. PBO: placeio, GAWS cvery 4 weeks: r-axSpAL 1adioaraphic sl oncl oarthrds. SD: sandard deviation: SEstandard error. TNFI-R: fumor necrosis factor Ihbior adeauate responcer, 1 oo o man eukoeyie antigenbar: fsnterieutin Hl: multiple mputation: HE maonetic resonance maoin:
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