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J _ o y Figure 2 Ranked primary and secondary efficacy Figure3  Objective signs of inflammation? Figure4  ASDAS states

To assess efficacy and safety of subcutaneous bimekizumab (BKZ) vs placebo . 5

(PBO) in patients with active non-radiographic axial spondyloarthritis (nr-axSpA) In patients with active nr-axSpA, subcutaneous BKZ 160 mg Q4W end pOIﬂtS

up to Week 24 in the ongoing pivotal phase 3 study, BE MOBILE 1. achieved the primary and all ranked secondary endpoints. A) Change from baseline in SPARCC MRI SIJ score at Week 16 (OC) BKZ BKZ PBO—BKZ BKZ

BKZ resulted in clinically meaningful improvements in: A) ASAS40 to Week 24 (NRI) PBO BKZ 160 mg Q4W PBO 160 mg PBO 160 mg 160 mg 160 mg

Background N N (n=60) (h=77) Q4w Q4W Q4W: Q4W

—o— = -@- PBO/BKZ 160 mg Q4W; n=126 —@— BKZ 160 mg Q4W; n=128 o 0

» BKZis a monoclonal IgG1 antibody that selectively inhibits interleukin (IL)-17F _ NT : ° 14 100 -
in addition to IL-17A. In a phase 2b study, BKZ showed rapid and sustained 100 Double-blind ' Maintenance s _ 5 15 10.3 i
efficacy and was well tolerated up to 156 weeks in patients with active ankylosing Signs and symptoms . .. : 25 ’ 8.6

< a5 Disease activity | ' “wao _ 3]
spondylitis (AS). ASAS40, ASAS20, ASAS PR, ASDAS. BASDAI 80 A=263% x £ 80 -
« Similarly, recent results from the ongoing BE MOBILE 2 phase 3 study demonstrate ASAS 5/6, nocturnal spinal ’ ' — e =5 44
. - : . . ; ; ) ) . ASDAS-MI, ASDAS <2.1 e p<0.001 O =
rapid, clinically meaningful improvements in efficacy outcomes in patients with pain, MASES S 604 . 52.3% OO -5-
active AS treated with BKZ vs PBO.? 2 v 47.7% PY =3 6

* Here, we present the first results on the efficacy and safety of BKZ in patients with -j‘—j 20 . -0 S _7 & 604

active nr-axSpA and objective signs of inflammation. & 7 _-"  46.8% p<0.001 (Nominal)® ‘g
-7 o

Methods Objective signs 20 - B) Change in median hs-CRP Weeks 0—-24 (MI) 8 404

- BE MOBILE 1 (NCT03928704) is comprised of a 16-week double-blind, Quality of life of inflammation 214% —o— > -@-- PBO/BKZ 160 mg Q4W; n=126 —— BKZ 160 mg Q4W; n=128 273 230 336
PBO-controlled period followed by a 36-week maintenance period (Figure 1). ASQol, SF-36 PCS SPARCC MRI SIJ score, 0 . . . 8 . . . : L53.1

. . . : hs-CRP 0 4 8 12 16 20 o4 Double-blind i Maintenance L 46.1 401

At baseline, patients were randomised 1:1 to subcutaneous BKZ 160 mg or PBO c 7 p<0.001 20 - -
every four weeks (Q4W); from Week 16, all patients received BKZ 160 mg Q4W. Weeks % 6 (Nom.inal)" 13.5

. B - - . . . 0~ : ~ 19.8 kR 19.0 19.5
Prlmary and secondary ef‘ﬁcac_y en@pomts were assessed at Weelf 16; selected B) Response rates at Week 16 for blnary endpomts (NRI) cd 5 ' 4.1 mg/L
endpoints are also presented in this analysis to Week 24 (randomised set). a g\ 4 - 0 |
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. &rleatqueéntt)-eime;genttadverse ev:r;tswEAkE;!\;ledDRA v19.0t) aéeKrZe(po;tet:d tot) Satet 100 - B PBO; n=126 M BKZ160mg Q4W; n=128 ?.3 = ; | Tt .2.6 ma/L n=126 n=128 n=126 n=128 n=126 n=128
@3 reatment group, and to Wee or exposure to sarety set). . . are L 4 !
BASFI No new safety signals p<0.001 1 11.8 mg/L 1.8 mg/L
Results were observed 80 1 i 04 . . . ; . . ID LD HD VHD
oati < p<0.001 68.87% 0 4 8 12 16 20 24 ASDAS (I N
atients S 0 p<0.001 Weeks
£ 254 q q BKZ: 128° PBO: 12 244 1% l Week 1 2 Randomised set. MRI data are reported as observed case; for hs-CRP, missing data were imputed using multiple imputation 13 21 3.5 M/D

o Of 254 randomised patients ( - 8; O: 6), (96.1%) comp eted Week 16 g (based on the missing at random assumption). SPARCC MRI SIJ score ranges from 0 to 72 with lower scores indicating less SIJ

and 240 (94.5%) com pleted Week 24. = 40 - 38.3 inflammation, and a negative change representing improvement. [a] Only patients enrolled in the MRI sub-study are included in Randomised set. Data reported as observed case. [a] At Week 16, patients on PBO switched to BKZ. VHD: ASDAS >3.5;
X Lo g this analysis; [b] Nominal p values were not controlled for multiplicity and were obtained by ANCOVA with treatment, MRI/CRP HD: ASDAS >2.1-<3.5: LD: ASDAS >1.3-<2.1: ID: ASDAS <1.3.

= Baseline characteristics were comparable between groups (Table 1). 27.3% classification and region as fixed effects, and baseline values as covariates. - -

Efficacy Figure 1 Study design 20 16.7% _ _ . _

o At Week 16, the primary (ASAS40: 47.7% BKZ vs 21.4% PBO; p<0.001) and all ranked Table 1 Patleﬂt demog raphICS and basel’lne Table 2 Safety overview
from PBO as eary a5 Week 1 for RoASAO (Figure 31—+ o e & 218 years of age with acult-anset nr-2xSph ulfling ASAS clasification crteri 0T ASASI0 | ASASZ0 | ASASPR | ASDAS-MI | ASASS/6 characteristics ind peri -

o o Y 9 ’ ‘ . - Key () Active disease at screening and baseline (BASDAI >4 and spinal pain >4) - Double-blind period ' Overall

» Similar kinetics of response to Week 24 were observed in patients switching from _ inclusion (9) Objective inflammation (active sacroiliitis on MRI and/or elevated BKZ 160 m (Weeks 0-16) . (Weeks 0—-24)
PBO to BKZ at Week 16 (Figure 2A). criteria CRP [>6.0 mg/L])® Q) Change from baseline in continuous endpoints PBO Qaw 9 'BKZ 160 mg Q4W

e ASAS40 responses at W.eek 16 were consistent across both TN Fi—na'.l've (46.6% BKZ @ zZi:i::irt%irceast;iag:?ot?\‘tstv?Diifferent NSAIDs, or history of intolerance or at Week 16 (RBMI) n=126 n=128 PBO BKZ 160 mg Q4WE Total®
vs 22.9% PBO) and TNFi-experienced (60.0% BKZ vs 11.8% PBO) patients. n (%) n=126 n=128 | N=244

' ) . — p<0.001 Age, years, mean (SD) 39.4 (11.8) 39.5(11.1) ]
. . . . ® Failure of >1 TNFi M PBO; n=126 M BKZ 160mg Q4W; n=128
» Substantial reductions of MRI SIJ inflammation by Week 16 and hs-CRP by Week 2 154 ° o ° |
i f : Key ® Active, symptomatic IBD at baseline (prior history was not an exclusion criteria) < Male, n (%) 65 (51.6%) 73 (57.0%) Any TEAE 71(56.3) 80 (62.5) 124 (50.8)
were achieved with BKZ vs PBO (Figure 3). - exclusion - Syme P Y & HLA-B27 positi % 94 (74.6% 103 (80.5% Most frequently reported TEAEs '
o . L ) . criteria ® Acute anterior uveitis within 6 weeks of baseline visit 0] 10 4 95 - positive, n (%) (74.6%) (80.5%) (>3%) b f dt BKZ '

o s a2, >_50/) ol pelens Iy rEndemizes io B2 e aehiaved (® Radiographic sacroiliitis meeting mNY criteria (two central readers) £ Symptom duration, years, mean (SD) 9.0 (9.0) 9.1(8.7) g UO grpr;i ﬁlr'ra?or e:gcot?nfection 9(7.1) 9(7.0) : 17 (7.0)
ASDAS <2.1 (Figure 4). ¢ Time since first diagnosis, years, mean (SD) 3.6(5.4) 3.7 (6.2) Ngso harpn itisy 6 (4'8) 12 (é 4) : 16 (6. 6)

» BKZ was associated with complete resolution of enthesitis (non-ranked Screening  Double-blind period Maintenance period Extension study, Z 5 MRI/CRP status.® n (%) Phar pn iti)g 9 ! (0'8) 403 '1) : 70 '9)
secondary endpoint: MASES=0 in patients with baseline MASES >0, non-responder BE MOVING, to A MRI+/CRP+ 39 (31.0%) 39 (30.5%) ynoms b ’ ' : '

. ) hich hi d by 51.1% of BKZ- d . 230% n=128 ! 3 0- Oral candidiasis 0 4(3.1) 1 7(2.9)
imputation), which was achieved by 51.1% o treated patients vs 23.9%on | = n=12 ,I BKZ 160 mg Q4W evaluate long-term c MRI+/CRP- 56 (44.4%) 53 (41.4%) Serious TEAES 1(0.8) 0 ' 1(0.4)
H t - -1.0 o o : : -
PBO at Week 16. 1 " H treat:ﬁ;ﬁi?:dgafety o 5 15 31 -25 -17 "36 -25 MRI-/CRP+ 31 (24.6%) 36 (28.1%) Discontinuation due to TEAEs 5 (4.0) 2(1.6) ' 2(0.8)c
Safety = Satety follow-up © ’ -5.2 ASDAS, mean (SD) 3.7(0.7) 3.7(0.8) Drug-related TEAEs 18 (14.3) 32(25.00 | 53 (21.7)
- o '
HESGYS BASDAI, mean (SD) 6.7 (1.3) 6.9 (1.2) Severe TEAEs 1(0.8) 0 : 1(0.4)

o % ; ; oA FhAce Wi e >I Placebo BKZ 160 mg Q4W I L.y Visit 20 weeks after < _ <0. '

Up. to Week 24, 124/244 (50.8%) patients had >1 TEAE on BKZ, including those who n=126 last dose for patients 8 10 p<0.001 p<0.001 p<0.001 hs-CRP, mg/L, median (min, max) 6501561 61(0L 790 Deaths 0 0 . 0
switched from PBO to BKZ at Week 16 (Table 2). not enrolling in (@] p<0.001 hs-CRP >ULN.® n (%) 71 (56.3%) 70 (54.7%) Adjudicated MACE 0 0 H 0

e The most common TEAEs were upper respiratory tract infection, nasopharynagitis, 14-354 Week 16 Week 24 Week 5y  Sxtensionstudy -15- - - Adjudicated IBD? ;
pharyngitis and oral candidiasis. All cases of oral candidiasis were non-severe and @i e oo ‘e BASDAI BASFI Nocturnal ~ ASQolL  SF-36 PCS Total spinal pain, mean (D) /109 5 1L5) Definite ulcerative colitis 1(0.8) 0 : 0
non-systemic, and none led to study discontinuation t t Spinal Pain SPARCC MRI SIJ score,” mean (SD) [Nsubl 10.5{138) 168]  8.5{10.3) [79] Uveitise! 6(4.8) 2(1.6) ' 2(0.8)

4 -anane e - . Baseline . Patients with MASES >0, n (%) 92 (73.0%) 94 (73.4%) ' ' : '

« Upto Week_ 24in pat|ent5_ on BKZ, incidence of serious TEAEs Wa.s 19W (0.4%). ASAS40 Randomised set. Missing data were imputed using non-responder imputation for binary endpoints and reference-based Prior TNFi exposure, n (%) 17 (13.5%) 10 (7.8%) Safety set. MedDRA (Version 19.0). [a] Includes patients who switched from PBO to BKZ (events after switch only); [b] All cases
No IBD, active tuberculosis, MACE or deaths were reported, and incidence of multiple imputation for continuous endpoints (based on data from the PBO group). [a] All tests performed at a 2-sided alpha of oral candidiasis were non-severe and non-systemic,and none led to study discontinuation; [c] Of the 2 discontinuations
uveitis was low (0 8%) level of 0.05 (for binary variables, p values were calculated by logistic regression with treatment, MRI/CRP classification and from BKZ, 1 had neurological signs and symptoms NEC and 1 had psychiatric evaluation abnormal; [d] Definite or probable IBD

’ ’ Enrolled patients were eligible to receive non-biologic rescue therapy from Week 20, at the discretion of the investigator, while region as factors; for continuous variables, p values were obtained by ANCOVA with treatment, MRI/CRP classification and Randomised set. [a] Patients categorised by the stratum to which they belong, which may differ from the stratum they were reported, patient had no medical history of IBD; [e] At baseline, 21/126 (16.7%) patients on PBO and 19/128 (14.8%) patients on BKZ

C l - continuing to receive BKZ. [a] Patients who are MRI negative must have elevated CRP and be HLA-B27 positive at screening. region as fixed effects, and baseline values as covariates). randomised to; [b] ULN value for hs-CRP is 5 mg/L; [c] Only patients enrolled in the MRI sub-study are included in this analysis. had a medical history of uveitis; [f] Includes the preferred terms uveitis, autoimmune uveitis, iridocyclitis and iritis.
onc USIon ANCOVA: analysis of covariance; AS: ankylosing spondylitis; ASAS: Assessment in Spondyloarthritis international Society; ASDAS: Ankylosing Spondylitis Disease Activity Score; ASDAS-MI: ASDAS major improvement; ASQoL: Ankylosing Spondylitis Quality of Life; axSpA: axial spondyloarthritis; BASDAI: Bath Ankylosing Spondylitis Disease Activity Index; BASFI: Bath Ankylosing Spondylitis Functional Index; BKZ: bimekizumab; BMI: body mass index; CfB: change from baseline; Cl: confidence interval; CRP: C-reactive

Dual inhibiti fIL-17F i dditi to IL-17A with BKZ i tient ith ti protein; HD: high disease; HLA-B27: human leukocyte antigen-B27; hs-CRP: high-sensitivity C-reactive protein; IBD: inflammatory bowel disease; ID: inactive disease; IL: interleukin; LD: low disease; MACE: major adverse cardiovascular event; MASES: Maastricht Ankylosing Spondylitis Enthesitis Score; MI: major improvement; MRI: magnetic resonance imaging; mNY: modified New York; M/D: missing data; n: number; NEC: not elsewhere classified; nr-axSpA: non-radiographic axial spondyloarthritis; NRI: non-responder

ua I; A I IOI'II od . 'I: a d I I[on ou V_VI fuli In patients wi f kac “_Ie imputation; NSAID: non-steroidal anti-inflammatory drug; Nsub: number of patients in subgroup; OC: observed case; PBO: placebo; PCS: Physical Component Summary; PR: partial remission; PY: patient years; Q4W: every 4 weeks; RBMI: reference-based multiple imputation; SD: standard deviation; SF-36: Short-Form 36-item Health Survey; SIJ: sacroiliac joint; SPARCC: Spondyloarthritis Research Consortium of Canada; TEAE: treatment-emergent adverse event; TNFi: tumour necrosis factor inhibitor; ULN: upper limit of
nr-axSpA resulted in rapid and clinica Yy meaningtu improvements o ey signs normal; VHD: very high disease.
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