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to axSpA subpopulation, gender and age </> the median age of the randomised
set (32 years).

Results: During the 48-wk induction period, 43.9% of patients (323/736)
achieved sustained remission and 313 pts entered the 48-wk maintenance period
(r/nr-axSpA: 168/145 pts; males/females: 247/66 pts; age <32/>32: 165/148 pts).
During the maintenance period, responses in r- and nr-axSpA pts were compa-
rable across all three randomised arms. 83.9% r-axSpA and 83.3% nr-axSpA
pts receiving the full CZP maintenance dose did not experience a flare, and in
the reduced maintenance dose arm 82.1% r-axSpA and 75.5% nr-axSpA pts did
not experience a flare. In the PBO group this was reduced to 17.9% and 22.9%,
respectively. Similar responses were seen in pts stratified by gender or age, with
substantially higher percentages of pts randomised to CZP full or reduced main-
tenance dose remaining free of flares compared to PBO in all subgroups (Figure).
Conclusion: The results of C-OPTIMISE indicate that a reduced maintenance
dose is suitable for pts with axSpA who achieve sustained remission following
1 year of CZP treatment, regardless of axSpA subpopulation, gender or age.
Complete treatment withdrawal is not recommended due to the high risk of flare.
References: [1]Landewe R. Lancet 2018;392:134—44.

Figure. Patients not experiencing flares during the maintenance period of C-OPTIMISE,
stratified by: A) disease subpopulation (radiographic vs non-radiographic axSpA); B)
gender (male vs female); C) age (=32 years vs >32 years)
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axSpA: axial spondyloarthritis; CZP; certolizumab pegol; Q2W. every 2 weeks; Q4W.
every 4 weeks.
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CHANGES ON PREVALENCE OF FATTY LESIONS

IN PATIENTS WITH AXIAL SPONDYLOARTHRITIS
TREATED WITH CERTOLIZUMAB PEGOL.: 4-YEAR MRI
RESULTS FROM RAPID-AXSPA
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Background: Axial spondyloarthritis (axSpA) is a chronic disease char-
acterised by inflammation in the sacroiliac joints and spine, causing severe
back pain and stiffness. Emerging evidence suggests chronic spinal inflam-
mation may be associated with osteoproliferation leading to syndesmophyte
formation and spinal ankylosis, with subsequent worsening of patient mobil-
ity and function." Fatty lesions (FLs) on magnetic resonance imaging (MRI)
T1 sequences are considered to be post-inflammatory precursors to these
changes. Certolizumab pegol (CZP), an Fc-free, PEGylated tumour necrosis
factor inhibitor (TNFi), has proven efficacy in treating the signs and symptoms
of axSpA.23 CZP has also been shown to decrease spinal and sacroiliac joint
MRI inflammation, and limit radiographic progression of the spine over 4 years
of treatment.*
Objectives: To report the effect of early post-baseline (BL) inflammatory
changes on fatty lesion prevalence over 4 years in a broad axSpA patient popu-
lation treated with CZP.
Methods: RAPID-axSpA (NCT01087762) was a phase 3 trial which was dou-
ble-blind and placebo (PBO)-controlled to Week (Wk) 24, dose-blind to Wk
48 and open-label to Wk 204. CZP-randomised axSpA patients (Wk 0 CZP:
200mg every 2 wks [Q2W] or 400 mg Q4W) continued their assigned dose
throughout; PBO-randomised axSpA patients (Wk 0 PBO) received CZP from
Wk 24, or if non-responders, from Wk 16 onwards. Blinded spinal MRI scans at
Wks 0, 12, 48, 96 and 204 were assessed by 2 central readers to evaluate FL
and inflammatory lesions in vertebral edges (VEs). Changes in FL prevalence
are reported as odds ratios (OR; FL+/FL-) between time points or inflammation
states, with nominal 95% confidence intervals (Cl), for Wk 0 CZP. ORs were
estimated from a logistic regression model for VE level data with random effects
for patient and VE (within patient). The fixed model effects included time point,
inflammatory status of VEs at BL and Wk 12, FL status at BL, and interactions
if appropriate.
Results: Of 325 axSpA patients, 89 and 47 initially randomised to CZP or PBO,
respectively, had a BL and =1 post-BL MRI and therefore were eligible for these
analyses. In these patients, a total of 3,127 of VEs were assessed at BL; inflam-
mation was observed in 21.6% and FL in 29.3% of VEs, equating to mean counts
of 5.0 and 6.7 per patient; 10.5% of VEs had both inflammation and FL at BL.
At BL, FLs were relatively more often observed in inflamed VEs vs non-inflamed
VEs: OR (95% CIl) of 3.30 (1.94, 5.61). This difference increased over time, as
the OR of FL at Wk 204 vs BL was 2.82 (1.70, 4.66) in VEs that were inflamed
at BL compared with 1.08 (0.79, 1.48) in VEs that were not inflamed at BL (Fig-
ure 1A). Resolution of inflammation by Wk 12 appeared to lower the risk of FL
prevalence over 4 years. When adjusted for BL VE status with respect to inflam-
mation and FL, if inflammation prevailed at Wk 12, the OR of FL vs no FL was
1.80 (0.93, 3.49) at Wk 48, 2.54 (1.32, 4.91) at Wk 96 and 3.91 (1.87, 8.15) at Wk
204 (Figure 1B).
Conclusion: This is the first report from a clinical interventional PBO-controlled
study in a broad axSpA population showing that inflammation that prevailed after
the start of TNFi treatment was associated with increased FL prevalence over
4 years. Reduction of inflammation by Wk 12 mitigated the risk of FL over the
long-term, indicating the importance of early, effective and long-term treatment
targeting inflammation. Similarly, a complete and persistent reduction of inflam-
mation appears to be critical in these patients.
References:
[1] Maksymowych WP. Ann Rheum Dis 2013;72:23-8; 2. Van der Heijde D.
Rheumatology (Oxford) 2017;56:1498-509; 3. Deodhar A. Arthritis Rheuma-
tol 2019;71:1101-11; 4. Van der Heijde D. Ann Rheum Dis 2018;77:699-705.
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Figure 1. (A) OR for changes in FL prevalence vs presence or absence of
inflammation at BL; (B) OR of FL for VEs with vs without inflammation at Week 12
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A: An OR =1 represents an increase in FL from BL. A logistic regression with fixed effects forBL
inflammation status by visit (including BL) and random effects for patient and VVE (within patient).
B: An OR >1 represents increased FL in VEs with vs without inflammation at Week 12, adjusted
for BL VE status with respectto inflammation and FL. A logistic regression with fixed effects for
Week 12 inflammation by visit (excluding BL) and BL inflammation by BL FL, and random effects
for patient and VE (within patient). BL: baseline; FL: fatty lesion; OR: edds ratio; VE: vertebral
edge.

Acknowledgments: This study was funded by UCB Pharma. Editorial services
were provided by Costello Medical.

Disclosure of Interests: Xenofon Baraliakos Grant/research support from: Grant/
research support from: AbbVie, BMS, Celgene, Chugai, Merck, Novartis, Pfizer,
UCB and Werfen, Consultant of: AbbVie, BMS, Celgene, Chugai, Merck, Novar-
tis, Pfizer, UCB and Werfen, Speakers bureau: AbbVie, BMS, Celgene, Chugai,
Merck, Novartis, Pfizer, UCB and Werfen, Sebastian Kruse: None declared,
Simone Auteri Shareholder of: UCB Pharma, Employee of: UCB Pharma, Nata-
sha de Peyrecave Employee of: UCB Pharma, Tommi Nurminen Employee of:
UCB Pharma, Thomas Kumke Employee of: UCB Pharma, Bengt Hoepken
Employee of: UCB Pharma, Juergen Braun Grant/research support from: Abb-
vie (Abbott), Amgen, BMS, Boehringer, Celgene, Celltrion, Centocor, Chugai, Eli
Lilly and Company, Medac, MSD (Schering Plough), Mundipharma, Novartis,
Pfizer (Wyeth), Roche, Sanofi- Aventis, and UCB Pharma, Consultant of: Abb-
vie (Abbott), Amgen, BMS, Boehringer, Celgene, Celltrion, Centocor, Chugai,
EBEWE Pharma, Eli Lilly and Company, Medac, MSD (Schering-Plough), Mun-
dipharma, Novartis, Pfizer (Wyeth), Roche, Sanofi-Aventis, and UCB Pharma,
Speakers bureau: Abbvie (Abbott), Amgen, BMS, Boehringer, Celgene, Celltrion,
Centocor, Chugai, EBEWE Pharma, Eli Lilly and Company, Medac, MSD (Scher-
ing-Plough), Mundipharma, Novartis, Pfizer (Wyeth), Roche, Sanofi-Aventis, and
UCB Pharma

DOI: 10.1136/annrheumdis-2020-eular.4166

OP0105 EFFICACY AND SAFETY OF BIMEKIZUMAB IN

ANKYLOSING SPONDYLITIS: 48-WEEK PATIENT-
REPORTED OUTCOMES FROM A PHASE 2B,
RANDOMISED, DOUBLE-BLIND, PLACEBO-
CONTROLLED, DOSE-RANGING STUDY

D. Van der Heijde', L. S. Gensler?, A. Deodhar®, X. Baraliakos*, D. Poddubnyy?®,
A. Kivitz®, M. K. Farmer’, D. Baeten®, N. Goldammer®, J. Coarse’,

M. Oortgiesen’, M. Dougados'®". "Leiden University Medical Center, Leiden,
Netherlands; 2University of California San Francisco, San Francisco, United
States of America; 3Oregon Health & Science University, Portland, United
States of America; *Rheumazentrum Ruhrgebiet, Herne, Germany; °Charité

— Universitdtsmedizin Berlin, German Rheumatism Research Centre, Berlin,
Germany; SAltoona Center for Clinical Research, Duncansville, United States
of America; "UCB Pharma, Raleigh, United States of America; 8UCB Pharma,
Slough, United Kingdom; °UCB Pharma, Monheim am Rhein, Germany;
Université de Paris, Department of Rheumatology, Paris, France; " INSERM
(U1153): Epidémiologie Clinique et Biostatistiques, PRES Sorbonne Paris-Cité,
Paris, France

Background: Bimekizumab (BKZ), a monoclonal antibody that selectively neu-
tralises interleukin (IL)-17A and IL-17F, is a potential therapeutic option in anky-
losing spondylitis (AS).
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Objectives: To report 48-week (wk) patient-reported outcomes (PROs)
in patients (pts) with AS treated with BKZ in a phase 2b dose-ranging study
(BE-AGILE; NCT02963506).

Methods: Pts with active AS (Bath AS Disease Activity Index [BASDAI] >4; spinal
pain =4 [0-10]), fulfilling modified New York criteria (central reading), and inade-
quate response/intolerance to NSAIDs were randomised according to the study
design (Figure 1). PROs included spinal pain, fatigue (BASDAI Q1), morning
stiffness (mean of BASDAI Q5 +6), Bath AS Functional Index (BASFI), Medical
Outcomes Study (MOS) Sleep Problems Index Il and AS Quality of Life question-
naire (ASQol). Efficacy is reported for pts initially randomised to placebo (PBO)
or BKZ 160/320mg every 4 weeks (Q4W); treatment-emergent adverse events
(TEAES) are reported for pts who received >1 dose of study drug (Safety Set).
Results: Of 303 pts, 181 were randomised to PBO or BKZ 160/320 Q4W mg
at Wk 0; 179/181 completed Wk 12 and 161/181 completed Wk 48. At Wk 12,
improvements in pain, fatigue, morning stiffness, BASFI, sleep and ASQoL were
greater in BKZ pts vs PBO pts. Responses were further improved or maintained
to Wk 48, with no meaningful differences between BKZ 160mg and 320mg
(Table 1). Serious TEAEs occurred in 13/303 (4.3%) pts (Table 2), which included
2 major adverse cardiac events considered not related to study drug. Oral can-
didiasis occurred in 16 (5.3%) pts.

Figure 1. Study design
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Table 1. PRO efficacy endpoints to Week 48 (multiple imputation)

Mean (SD) Wk PBO - BKZ PBO - BKZ BKZ 160mg  BKZ
160mg 320mg (n=58) 320mg
(n=24) (n=36) (n=61)
Spinal pain 0 6.9 (1.4) 7.0 (1.9) 6.6 (2.0) 73 (15)
cfB 12 -1.5 (1.6) 0.7 (1.7) 2.6(22) -3.6(24)
48 -3.7 (2.0) -3.7 (2.6) -3.8(2.4) -4.7(2.1)
Fatigue 0 6.4 (17) 6.8 (1.6) 6.4(17) 6.4(19)
CfB 12 -0.7 (2.5) -1.0 (1.7) -21(22) -2.1(25)
48 2.7(22) 2.8 (2.4) -31(21) -3.3(24)
Morning stiffness 0 6.9 (1.7) 6.7 (2.0) 6.5(1.8) 6.6(2.1)
CfB 12 -15(1.7) -1.1 (1.5) -2.8(20) -34(2.7)
48 -3.9 (2.2) -3.6 (2.4) -3.9(22) -44(24)
BASFI 0 5.8 (1.8) 5.5(2.2) 55(2.2) 5.9(2.0)
CfB 12 -1.0 (2.1) -0.3(1.7) -17(1.8)  -2.2(2.0)
48 -2.9(2.2) -2.4(2.2) -25(2.0) -29(2.2)
MOS Sleep Problems 0 45.5 (8.1) 45.3 (7.9) 46.9 (75) 472 (9.4)
Index Il
CfB 12 2.1(8.3) 1.8 (6.8) 56(6.7) 6.8(75)
48 76 (8.7) 8.0 (9.1) 6.5(6.1) 8.0(79)
ASQoL 0 8.4 (4.7) 9.2 (4.7) 8.4 (4.3) 8.7(4.3)
CfB 12 -1.3(5.5) -1.3(3.7) -3.5(4.3) -4.6(4.8)
48 -4.2 (5.6) -5.3 (5.6) -4.9 (4.1) -5.4(4.8)

CfB: change from baseline

Conclusion: Pts with active AS demonstrated rapid and sustained improve-
ments in PROs, sleep and quality of life over 48 wks of BKZ treatment. BKZ
was generally well tolerated with no unexpected safety findings versus previous
studies.
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