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Objective

To report on the maintenance of clinical response, including achievement of sustained
inactive disease or low disease activity, to support and extend previous findings on the
long-term efficacy of bimekizumab (BKZ) in patients with active ankylosing spondylitis
(AS) treated for up to 3 years in the phase 2b BE AGILE study and its open-label
extension (OLE).

Background

» BKZ, a monoclonal IgG1 antibody that selectively inhibits interleukin (IL)-17F in addition
to IL-17A, has demonstrated clinical efficacy and was well tolerated in patients with
active AS treated for up to 156 weeks in the phase 2b BE AGILE study.!?

¢ Maintaining stringent disease control — such as sustained inactive disease or low disease

activity — is an internationally recognised treatment target in spondyloarthritis and a
relevant goal in clinical practice.®

Methods

e Study designs of the 48-week BE AGILE study (NCT02963506) and the ongoing 4-year
OLE (NCT03355573) have been reported previously.*?

» This post hoc analysis used data from patients randomised at baseline to subcutaneous

BKZ 160 mg or 320 mg every 4 weeks (Q4W). At Week 48, patients receiving
BKZ 320 mg Q4W switched to BKZ 160 mg Q4W.

«  We report Ankylosing Spondylitis Disease Activity Score C-reactive protein
(ASDAS-CRP), Bath Ankylosing Spondylitis Disease Activity Index (BASDAI) and
Assessment in SpondyloArthritis international Society 40% (ASAS40) response
through 156 weeks.

» ASDAS scores used to assign disease activity were as follows: very high disease (VHD)
activity: >3.5; high disease (HD) activity: >2.1-<3.5; low disease (LD) activity: >1.3-<2.1;
inactive disease (ID): <1.3.

e All reported analyses are observed case.

Results

e 121/303 patients were randomised to BKZ 160 mg (n=60) or 320 mg (n=61).
At Week 156, relevant efficacy outcomes were recorded for 51/60 (85.0%) patients
initially randomised to BKZ 160 mg, and 42/61 (68.9%; ASDAS and ASAS40) and 45/61
(73.8%; BASDAI) patients initially randomised to BKZ 320 mg.

» At baseline, mean (standard deviation [SD]) BASDAI was 6.3 (1.3) and 6.5 (1.6) while
ASDAS was 3.9 (0.8) and 3.9 (0.7), respectively.

* At baseline, nearly all patients had ASDAS HD or VHD activity; by Week 48, more than
half had achieved LD activity or ID (ASDAS <2.1: BKZ 160 mg, 55.4%; BKZ 320 mg,
63.6%; Figure 1).

Disease activity over time

* Improvements in ASDAS were consistent through 156 weeks across both BKZ 160 mg
and 320 mg groups, with treatment response levels maintained to Week 156 following
dose reduction to BKZ 160 mg at Week 48 in the BKZ 320 mg group
(Figure 1; Figure 2A).

» Improvements in BASDAI scores were also sustained to Week 156 (Figure 2B), at which point

mean (SD) BASDAI was 2.1 (1.8) and 2.2 (1.5) in patients initially randomised to BKZ 160 mg
and 320 mg, respectively.
Maintenance of disease control in Week 12 responders

» Of those who achieved ASDAS <2.1 at Week 12 across both groups, 33/37 (89.2%) patients
with an ASDAS assessment at Week 156 had maintained ASDAS <2.1, and 24/37 (64.9%)
maintained this level of disease control at every assessment during Weeks 12-156.

» Of patients who achieved ASAS40 at Week 12, 44/47 (93.6%) patients with an assessment

of the ASAS components at Week 156 had maintained ASAS40 response, and 36/47 (76.6%)

had maintained ASAS40 response at every assessment during Weeks 12-156.

Conclusion

BKZ 160 mg Q4W provided long-term improvements in disease activity over 3 years in

patients with active AS, irrespective of the initial dosing regimen (BKZ 160 mg or 320 mg
Q4W). Robust maintenance of disease control over 3 years was observed in patients who

had initially responded at Week 12.

Summary
Study design

This analysis examined outcomes from the 121/303 patients
with active ankylosing spondylitis in BE AGILE who were
randomised to:

-

BKZ 160 mg Q4W BKZ 320 mg Q4W
(n=60) (n=61)
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111 patients had a relevant efficacy
assessment at Week 48
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Patients received open-label BKZ 160 mg Q4W
during Weeks 48-156
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Figure 1 ASDAS states across Weeks 0—-156 for patients randomised to BKZ 160 mg and 320 mg Q4W at baseline
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Full analysis set. Data reported as observed case. VHD: ASDAS >3.5; HD: ASDAS >2.1-<3.5; LD: ASDAS >1.3-<2.1; ID: ASDAS <1.3.

Figure 2 (A) ASDAS and (B) BASDAI individual results across Weeks 0—-156 for patients randomised to BKZ 160 mg and 320 mg Q4W at baseline
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Full analysis set. Data reported as observed case. VHD: ASDAS >3.5; HD: ASDAS >2.1-<3.5; LD: ASDAS >1.3-<2.1; ID: ASDAS <1.3. ASDAS <2.1 includes both ASDAS-LD and ASDAS-ID.

AS: ankylosing spondylitis; ASAS40: Assessment of SpondyloArthritis international Society 40% response; ASDAS: Ankylosing Spondylitis Disease Activity Score; BASDAI: Bath Ankylosing Spondylitis Disease Activity Index; BKZ: bimekizumab; HD: high disease; ID: inactive disease; IL: interleukin; LD: low disease; OC: observed case; OLE: open-label extension; Q4W: every 4 weeks;
SD: standard deviation; VHD: very high disease.
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