Sustained Improvements with Bimekizumab in Patient-Reported Symptoms

of Axial Spondyloarthritis: 2-Year Results from Two Phase 3 Studies

Objective
To assess the impact of bimekizumab (BKZ) on spinal pain, morning stiffness

and fatigue over 2 years in patients across the full disease spectrum of axial
spondyloarthritis (axSpA).

Background

e Spinal pain, morning stiffness and fatigue are major contributors to disease burden
in patients with axSpA.

e BKZis a monoclonal IgG1 antibody that selectively inhibits interleukin (IL)-17F in
addition to IL-17A.

¢ BKZ demonstrated sustained efficacy and was well tolerated across the full disease
spectrum of axSpA up to 2 years in the phase 3 studies, BE MOBILE 1 and 2, and
their combined open-label extension (OLE) study, BE MOVING.?3

e As previously reported, BKZ treatment also led to sustained improvements in spinal
pain, morning stiffness and fatigue to Week 52.4 Here we report data to 2 years.

Methods

o BE MOBILE 1 (NCT03928704) and 2 (NCT03928743) both comprised a
16-week double-blind period followed by a 36-week maintenance period
(Supplementary Figure 1: QR code).

o At Week 52, all patients who completed either study without meeting any withdrawal
criteria were eligible to be enrolled into the OLE, BE MOVING (NCT04436640).

* We report pooled data to Week 104 across patients with non-radiographic
(nr-)axSpA and radiographic (r-)axSpA from BE MOBILE 1 and 2.

— Mean scores are presented for total and nocturnal spinal pain, morning stiffness
(mean of Bath Ankylosing Spondylitis Disease Activity Index [BASDAI] questions
[Q]5 and Q6) and fatigue (BASDAI Q1 and Functional Assessment of Chronic
lliness Therapy [FACIT]-Fatigue scores) using multiple imputation (Ml).

— We also report the proportion of patients achieving thresholds indicating low
levels of severity in these key symptoms using non-responder imputation
(NRI; patients enrolled in BE MOBILE 1 or 2 who did not enter BE MOVING
were imputed as non-responders) and observed case (OC).

Results

Patients

e Of the randomised patients in BE MOBILE 1 and 2, 208/254 (81.9%) patients
with nr-axSpA and 286/332 (86.1%) patients with r-axSpA entered BE MOVING
at Week 52.

— By July 2023, 189/208 (90.9%) patients with nr-axSpA and 267/286 (93.4%)
patients with r-axSpA had completed Week 104.

« Baseline symptoms were comparable between treatment groups (Figure 1-3).

Spinal Pain and Morning Stiffness

e Improvements from baseline with BKZ at Week 52, similar to those reported
previously for patients with nr- and r-axSpA,* were sustained to Week 104 for total
spinal pain (Figure 1A), nocturnal spinal pain (Figure 1B) and morning stiffness
scores (Figure 2A).

o At Week 52 and Week 104, more than 50% of patients achieved total and nocturnal
spinal pain scores <4, and more than 25% and 35% achieved total and nocturnal
spinal pain scores <2, respectively (Figure 1C-D).

* At the same timepoints, more than 50% of patients achieved morning stiffness
scores <4, and more than 30% achieved morning stiffness scores <2 (Figure 2B).

Fatigue

e Improvements from baseline to Week 52 in fatigue were sustained to Week 104,
as measured by BASDAI Q1 (Figure 3A) and FACIT-Fatigue (Figure 3B).

e More than 50% of patients were considered FACIT-Fatigue responders at
Week 52 and Week 104 (Figure 3C).

Although the data presented are pooled for all patients, results were similar across
patients with nr-axSpA and r-axSpA.

Conclusions

Results from 2 years of treatment with bimekizumab demonstrated sustained
improvements in spinal pain, morning stiffness and fatigue in patients with r-axSpA
and nr-axSpA. These findings emphasise the longer-term benefit of bimekizumab
on key clinical symptoms, which are important to patients and have a substantial
impact on their daily lives.
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Summary Figure 1

Mean score and change from baseline in spinal pain to Week 104, and proportion of patients achieving spinal pain score <4 or <2
In patients across the full disease spectrum of axial spondyloarthritis,
bimekizumab resulted in sustained improvements over 2 years in
spinal pain, morning stiffness and fatigue

A) Total spinal pain (M)

B) Nocturnal spinal pain (Ml)

C) Total spinal pain thresholds (NRI, OC)

_ ) _ ) 100 Week 52 ' Week 104
Over half of patients (NRI) achieved thresholds for: 10 Double- | Maintenance ' Open-label treatment 10 Double- | Maintenance ' Open-label treatment i Anv BKZ
blind ! period ! period blind period ! period g % 63.7 : e9.3 1gcy) Q4ws
Total spinal pain Nocturnal spinal pain 91 period f f 6‘ 9 1 period f f @ 60 : E mg
= ! ! . . £ | oc
L g | | N g ! ! 8 !
= 8 ! i n 8 . . £ 40 : BRI
in ' Baseline: 7.2 = ' ' c oo '
w2 @ L O T e g 5 : Baseline: 6.7 ;
~ /3 g T e e 0
AN = 8 = : <2 <4 <2 <4
g : CfB: g 'g OC, n/N 158/515 328/515 174/456 316/456
o| ® _43 0| = CfB:
5| a >| ® _
o = ol £ 43
53.9% total spinal pain score <4 57.3% nocturnal spinal pain score <4 g_ % g_ §- D) Nocturnal spinal pain thresholds (N R|, OC)
= & =| ®
Morning stiffness Fatigue s - 29 g BE MOBILE 1 and 2 BE MOVING
I | ‘ e A—a S 2 2 2 - . 24 100 Week 52 : Week 104
& ! ! £ ! il & g2 A ! Any BKZ
3 2 - : : c 2 : : s 80 711 ! 737 ny
20- 22, = ! ! s ; ; 8 ; 160 mg Q4W=
hg? it I I s I I ﬂ 60 |
N 14 ! ! 14 ! : S ! ocC
A : : ; ! z 40 : ENRI
A 0 T T T : T T : T T T T T 1 4 O T T T : T T : T T T T T 1 o 20 :
0 4 8 1216 24 36 52 60 64 68 80 92 104 0 4 8 1216 24 36 52 60 64 68 80 92 104 '
o . . o I : Week Week 0
55.6% morning stiffness score 52.3% >8-point improvement in <2 <4 <2 <4
(mean of BASDAI Q5 and Q6) <4 FACIT-Fatigue score — - @-' PBO/BKZ 160 mg Q4W (n=237) =O= BKZ 160 mg Q4W (n=349) == Any BKZ 160 mg Q4W (N=586)° OC, n/N 218/515 366/515 221/456 336/456

Pooled randomised set (N=586). Baseline scores are from Week 0 of feeder study. Total score range: 0-10. Improvement indicated by reduced scores. Study participants with missing data at the given timepoint which are preceded by an intercurrent event are imputed using MI. Thresholds for low spinal pain scores were defined as follows: scores <2, indicating minimal (score=1) or no (score=0) spinal pain; scores <4, based on
the BE MOBILE 1 and 2 study inclusion criteria of spinal pain >4 according to BASDAI Q2. [a] Includes patients originally randomised to placebo in BE MOBILE 1 or 2.

Figure 2 Mean score and change from baseline in morning stiffness to Week 104, and proportion of patients
achieving morning stiffness score <4 or <2

A) Morning stiffness (M)

Figure 3  Mean score and change from baseline in fatigue, as measured by FACIT-Fatigue and BASDAI Q1, to

Week 104, and FACIT-Fatigue responders
A) BASDAI Q1 (M) B) FACIT-Fatigue (M)
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Pooled randomised set (N=586). Baseline scores are from Week 0 of feeder study. Morning stiffness assessed as the mean of BASDAI Q5 and Q6 scores (total score range: 0-10). Improvement indicated by reduced scores. Study participants with missing data at the given timepoint

Pooled randomised set (N=586). Baseline scores are from Week 0 of feeder study. Improvement indicated by reduced scores for BASDAI Q1 (total score range: 0-10) and increased scores for FACIT-Fatigue (total score range: 0-52). Study participants with missing data at the given
which are preceded by an intercurrent event are imputed using MI. [a] Includes patients originally randomised to placebo in BE MOBILE 1 or 2.

timepoint which are preceded by an intercurrent event are imputed using Ml. [a] >8-point increase from baseline in patients with FACIT-Fatigue score <44 at baseline (N=520); [b] Includes patients originally randomised to placebo in BE MOBILE 1 or 2.

axSpA: axial spondyloarthritis; BASDAI: Bath Ankylosing Spondylitis Disease Activity Index; BKZ: bimekizumab; Cl: confidence interval; CfB: change from baseline; FACIT: Functional Assessment of Chronic Illness Therapy; IL: interleukin; MI: multiple imputation; NRI: non-responder imputation; nr-axSpA: non-radiographic axSpA; OC: observed case; OLE: open-label extension; PBO: placebo; Q4W: every 4 weeks; r-axSpA: radiographic axSpA
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