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L Bimekizumab Treatment was Efficacious to 2 Years Regardless of Duration of axSpA Symptoms: s Mot Lianne 5. Gendler? Mitsumasa Kishimoto®
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ReSUItS frOm TWO Phase 3 StUdIES Victoria Navarro-Compan?s

Objective Summa ry Figurel ASAS40 (NRI), ASDAS <2.1 (MI) and mean BASDAI CfB (M) stratified by DoS <5 and >5 years in BE MOBILE 1 and 2 Figure 2 ASAS40 (NRI), ASDAS <2.1 (Ml) and mean BASDAI CfB

To evaluate the impact of shorter vs longer duration of symptoms (DoS) on the 2-year efficacy of Recently, early axSpA has been defined for research purposes as a duration of symptoms (M |) stratified by DoS 52 and >2 years in BE MOBILE 1

bimekizumab (BKZ) in the treatment of axial spondyloarthritis (axSpA). of <2 years. BE MOBILE 1 (nr-axSpA) BE MOBILE 2 (r-axSpA)
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duration of symptoms of axSpA (<2 vs >2 years and <5 vs >5 years) over 2 years. (n=61) (n=65) (n=60) (n=68) (n=29) (n=82) (n=39) (h=182) »-O- PBO/BKZ DoS <2 yrs >-@- PBO/BKZ DoS >2 yrs —O— BKZ DoS <2 yrs —8— BKZ DoS >2 yrs
« Recently, early axSpA has been defined for research purposes as a DoS of <2 years by the Assessment A) ASAS40 A) ASAS40 (n=29) (N=97) (n=25) (n=103)
of SpondyloArthritis international Society (ASAS).* Evidence evaluating whether treatment in early axSpA ——t ——t 100 - 100 — A) ASAS40
leads to better outcomes compared with established disease is scarce. 7Tz T 2 56.7 538 100 -
e« BKZis a monoclonal IgGl antibody that selectively inhibits interleukin (IL)-17F in addition to IL-17A. __ 80+ 39.7 __ 801 42.9 _-O 56.0
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« BKZ has shown efficacy to Week 52 in patients with non-radiographic (nr-) and radiographic (r-)axSpA Duration of w604 000 97 _o— Saea--- 8\0/0\0 A 53.7 w60 - 207 Q----- e ———= hoo) — 68.5
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in the phase 3 trials BE MOBILE 1 and 2.° Here, we report BKZ efficacy in patients with early axSpA vs symptoms = W o —O < =8 595 5 e0d 0 165 o O--ell_ . 537
established disease, across the full disease spectrum of axSpA, to 2 years. , B 404 o o 7F e - z; ! S 40 - 52.3 = i§2-5 o _® -0
ears : o | AN e -@------. @®------"""-
yedt . - , 5 40 48.0
Method * :
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« In BE MOBILE 1 (nhr-axSpA; NCT03928704) and BE MOBILE 2 (r-axSpA; NCT03928743), patients were Week 0 0 Alr é 1'2 1I6 2'4 3I6 5'2 6IO 6I4 6I8 8IO 9'2 164 Week 0 0 Alr é 1'2 1I6 2'4 3I6 5'2 6IO 6I4 6I8 8IO 9'2 1(‘)4
randomized to subcutaneous BKZ 160 mg every 4 weeks (Q4W) or placebo (PBO): all received BKZ in ee cee O@——— ' ' ' B ' ' '
Weeks 16-52. B) ASDAS <2.1 B) ASDAS <2.1 Week O 4 8 12 16 24 36 52 60 64 68 80 92 104
— At Week 52, patients could enter an ongoing open-label extension (NCT04436640) and continue Simekizuman O.Ver.a.“' no St.at'St'Ca“y Pat'e.nts with shorter ~ ~ B) ASDAS <2.1
BKZ treat ; demonstrated significant difference duration of symptoms 100 100
reatment. efficacy compared In the Week 16 exhibited higher 55.0 51.9 15 6 100 -
e We present a post hoc analysis of the following clinical efficacy outcomes to Week 104, in patients with with placebo across treatment effect of pre-treatment MRI __ 80+ 38.2 67.6 __ 80 43.3 . ﬁ72/.40_0,0_ o0—0- iy 29 8
DoS <2 or >2 years in BE MOBILE 1: the full disease bimekizumab vs inflammation in the 2 : ~§ 648, o _O— —O— 0 2 7 A - e . 807 069.4 R '
- : : : spectrum of axSpA placebo was observed sacroiliac joints » 604 FZ O-------" v 60 - _-——-"”W ¢ ° —0 ) g— 00— —O— g ©
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irrespective of the between patients with suggesting that those o | o ezt ------- —@ 555 O = & ! o—0—o—
— Axial Spondyloarthritis Disease Activity Score (ASDAS) <2.1 (multiple imputation [Ml]) duration of shorter vs longer with recent disease ZU 40 6_*-5 40 @ 40 58.2
— Mean Bath Ankylosing Spondylitis Disease Activity Index (BASDAI) change from baseline (CfB; MI) symptoms. symptom duration. O_”ilet maythaveba lgrger 50 - 50 - , &
inflammatory burden. ‘
e We also report the above outcomes for patients with DoS <5 or >5 years in BE MOBILE 1 and 2 to / 20
optimize subgroup sample sizes (only 17 patients had DoS <2 years in BE MOBILE 2). 0 e | | | — T | | | 0 — T | | | —T | | | ) f
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 |n addition to the above.c.)utc.o.mes, we report mean MRI Spondyloarthritis Research Consortium of Week 0 4 8 12 16 54 26 55 60 64 68 72 76 80 97 104
Canada (SPARCC) sacroiliac joint (S1J) inflammation score (observed case [OC]) for MRI sub-study C) BASDAI CfB C) BASDAI CfB
patients with DoS <5/>5 years in BE MOBILE 1 (only 27 patients had DoS <5 years in the BE MOBILE 2 Figure 3 MRI inflammation stratified by DoS <5 and >5 vears C) BASDAI CfB
PR Sulo=situiely | Y — Y Week O 4 8 12 16 24 36 52 60 64 68 80 92 104 Week O 4 8 12 16 24 36 52 60 64 68 80 92 104 Week 0 4 8 12 16 24 26 52 60 64 68 80 90 104
« For all outcomes, continuous BKZ and PBO/BKZ switchers were pooled within each trial from Week 52. iN BE MOBILE 1 (OC) 0 ' ' ' — ' ' ' 0 —— ' ' ' e | | | 0 S | | | I | | |
T treatment effect (BKZ vs PBO efficacy) bet DoS sub lative odds rati Baseline BASDAI Baseline BASDAI Baseline BASDAI
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— Trials were not powered for post hoc analyses; results should be interpreted as nominal. =2 / =2 y 2, BKZ DoS >5yrs: 7.1 7 BKZ DoS >5 yrs: 6.5 & BKZ DoS >2 yrs: 7.0
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Clinical Efficacy Outcomes 0 -5 - -3.3 5
: : (o)
EESI GUNCOTMES WENS SeEn Wil BIRZ vs PG e tlisel 10, Iegrtless of Dos, aEi0es Al eiieaey Messuies % D) Log-rORs and relative differences of BKZ vs PBO for DoS <5 vs >5 years at Week 16 D) Log-rORs and relative differences of BKZ vs PBO for DoS <5 vs >5 years at Week 16 D) Log-rORs and relative differences of BKZ for DoS <2 vs >2 years at Week 16
(Figure 1-2). Outcomes were sustained or improved in all DoS subgroups to Week 104. :
N i ' - ' ' i v 2.8 rOR (95% Cl)?
At Week 16, numerically larger_proporltlons of BKZ-treated patients with DoS <5/<2 years achieved s 50 (OR (95% CI)? (OR (95% CI): ASASAO | | 0.53 (014 194)
ASAS40 and ASDAS <2.1 vs patients with DoS >5/>2 years. : | N | - A4, 1.
o o | | | —8 ASAS40 | ] | 1.23 (040, 3.82) ASAS40 | | | 1.23(0.37, 4.16) ASDAS <2.1 | ] | 0.82 (0.22, 3.08)
- No statlstlcal.ly S|gn|ﬁcant difference was detected in treatment effect with BKZ. VS PBQ at Week 16 | ASDAS <2.1 , O , 0.84 (0.26, 2.71) ASDAS <2.1 , » , 0.76 (0.21 2.72) | | | |
between patients with DoS <5 vs >5 years (BE MOBILE 1 and 2) or between patients with DoS <2 vs Week 104 | | | | | | | | -1 -0.5 0 0.5 1
-1 -0.5 0 0.5 1 -1 -0.5 0 0.5 1 log-Relative odds ratio (95% Cl)
>2 years (BE MOBILE 1). . . - : 0
_ _ , , _ PBO/BKZDoS <5yrs,n 35 29 log-Relative odds ratio (95% Cl) log-Relative odds ratio (95% Cl)
— At Week 104, numerically larger proportions of patients with DoS <5/<2 years achieved ASAS40 and PBO/BKZ DoS>5yrs,n 35 33 > > Favors DoS <2
. . : ’ <2 years
ASDAS <2.1 vs patients with DoS >5/>2 years (Figure 1-2). g*}g Bog Sg yrs,n 22 22 gg gg Favors DoS <5 years Favors DoS <5 years
. oS>5vyrs, n < <
e No statistically significant difference in treatment effect with BKZ vs PBO was detected at Week 16 in y RD (95% CI)°
0 5 . , , o oO b
MEEI [BIBIRIA Gl DEtYEEn PEdamis wilin Des S35 5 YEIE, OfF Do <2 V6 =2 yeals i BB MOBIILE 1, [aui B) Relative differences of BKZ vs PBO for DoS <5 vs DoS >5 years at Week 16 RD (95% CI)* RD (95% C1) BASDAI CfB | = | 0.81 (~0.47, 2.09)
a larger improvement was found in BASDAI in patients with DoS <5 vs >5 years in BE MOBILE 2 (Figure 1-2). BASDAI CfB | ] | ~0.14 (-1.19, 0.90) BASDAI CfB | ] | —-1.50 (-2.56, -0.43)* . . . . . .
— At Week 104, there were numerically larger reductions (i.e., improvements) from baseline in mean RD (95% Cl)° | | | | | | | | . i . | | -3 —2 -1 0 % 2 3
BASDAI for patients with DoS <5/<2 years vs patients with DoS >5/>2 years (Figure 1-2). MRI SPARCC SIJ | O | -3.10 (-8.09, 1.90) -3 2 -1 0 1 2 3 -3 2 -1 0 1 2 3 Relative difference (95% Cl)
, | | , Relative difference (95% Cl) Relative difference (95% ClI) <
MRI Inflammation -10 Rel;?ive diﬁ‘ergnce 955, ?ZI) 10 < < Favors DoS <2 years
e Baseline MRl SPARCC SIJ scores indicated more inflammation in patients with DoS <5 vs >5 years in ’ Favors DoS <5 years Favors DoS <5 years
BE MOBILE 1 (Figure 3). < Randomized set. BKZ-randomized patients received BKZ 160 mg Q4W to Week 16; all patients received BKZ from Week 16-52. n refers to the
_ _ Favors DoS <5 years number of patients in their respective subgroups at baseline. Beyond Week 52, all data are pooled across BKZ- and PBO-randomized patients.
e BKZ treatment led to reduction in mean MR| SPARCC SIJ scores to Week 16. Randomized set. BKZ-randomized patients received BKZ 160 mg Q4W to Week 16; all patients received BKZ from Week 16—-52. n refers to the number of patients in their respective subgroups at baseline. Beyond Week 52, all data are pooled across BKZ- and PBO-randomized patients. [a] Odds [a] Odds ratios for the comparison of BKZ vs PBO were calculated using logistic regression with factors for treatment, MRI/CRP classification,
N ] Sy S t diff . t e Aetected] it K7 PBO bet Randomized set. Only study participants enrolled in the MRI sub-studies are included. Beyond Week 52, all data, including n numbers, are ratios for the comparison of BKZ vs PBO were calculated using logistic regression. For patients with nr-axSpA, factors for logistic regression included treatment, MRI/CRP classification, region, DoS, and treatment X DoS. For patients with r-axSpA, factors for logistic regression included treatment, region, DoS, and treatment X DoS. The relative odds ratio is the odds ratio of the comparison of BKZ vs PBO with shorter vs longer DoS.
B O_S 2l K_:a y sliginineelnt eiivere e i uree me_n SUSLL s Lisusizt il VS SIS pooled across BKZ- and PBO-randomized patients. [a] Relative differences in least-square means and 95% Cls for the comparison of BKZ prior TNF inhibitor exposure, region, DoS, and treatment X DoS. The relative odds ratio is the odds ratio of the comparison of BKZ vs PBO with shorter vs longer DoS. This value, and its associated 95% Cls and p value, are extracted from the interaction effect of treatment and DoS from the This value, and its associated 95% Cls and p value, are extracted from the interaction effect of treatment and DoS from the logistic regression;
patients with DoS <5 vs >5 years at Week 16 (Flgure 3). vs PBO were calculated using ANCOVA, including factors for treatment, MRI/CRP classification, baseline MRI SPARCC SIJ value, DoS, and logistic regression; [b] Relative differences in least-square means and 95% Cls for the comparison of BKZ vs PBO were calculated using ANCOVA. For patients with nr-axSpA, factors for ANCOVA included treatment, MRI/CRP classification, region, baseline BASDAI value, DoS, and treatment X [b] Relative differences in least-square means and 95% Cls for the comparison of BKZ vs PBO were calculated using ANCOVA including factors
treatment X DoS. DoS. For patients with r-axSpA, factors included treatment, prior TNF inhibitor exposure, region, baseline BASDAI value, DoS, and treatment X DoS. *Larger improvements in BASDAI achieved in patients with DoS <5 vs >5 years (nominal p <0.05). for treatment, MRI/CRP classification, region, baseline BASDAI value, DoS, and treatment x DoS.

— Mean MRI| SPARCC SIJ scores remained low to Week 104 and indicated resolution of inflammation,

regardless of DosS. ANCOVA: analysis of covariance; ASAS: Assessment of SpondyloArthritis international Society; ASAS40: ASAS 40% improvement; ASDAS: Axial Spondyloarthritis Disease Activity Score; axSpA: axial spondyloarthritis; BASDAI: Bath Ankylosing Spondylitis Disease Activity Index; BKZ: bimekizumab; CfB: change from baseline; Cl: confidence interval; CRP: C-reactive protein; DoS: duration of symptoms; IL: interleukin; MI: multiple imputation; MRI: magnetic resonance imaging; nr-axSpA: non-radiographic axSpA; NRI: non-responder
imputation; OC: observed case; PBO: placebo; Q4W: every 4 weeks; r-axSpA: radiographic axSpA; RD: relative difference; rOR: relative odds ratio; SIJd: sacroiliac joint; SPARCC: Spondyloarthritis Research Consortium of Canada; TNF: tumor necrosis factor; yrs: years.
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therapeutic potential for both early and established axSpA.
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