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SUPPLEMENTARY MATERIAL 

SUPPLEMENTARY METHODS 

Interventions 

At weeks 16, 24 and 36 of the dose-blind period, patients with <10% improvement from baseline in 

both the Patient Global Assessment of Disease Activity (PGADA) and numerical rating scale of spinal 

pain were eligible for rescue therapy with NSAIDs and/or corticosteroid joint injections, given at the 

investigator’s discretion, while continuing their randomised dose of bimekizumab. Patients who did not 

achieve an adequate response following bimekizumab plus rescue therapy and/or the investigator 

deemed that an alternative biologic was warranted discontinued the study.    

Randomisation and masking 

An interactive web system (IXRS) was used at baseline (day 1) to assign patients to a treatment 

regimen, and at week 12 to assign the placebo, bimekizumab 16 mg, and 64 mg groups to 

bimekizumab 160 mg or 320 mg, according to a randomisation schedule produced by an independent 

biostatistician with the Contract Research Organisation. Randomisation was stratified by geographic 

region (Western Europe, Eastern Europe and North America) and prior TNF inhibitor exposure. The 

IXRS provided unique numbers for kits of study drug, which masked the treatment contained. 

Bimekizumab was supplied as a sterile solution in single-use vials containing 160 mg/mL. Placebo 

was supplied as a 0.9% sodium chloride aqueous solution. Bimekizumab and placebo injections were 

prepared and administered by unblinded personnel, who were otherwise not involved in the study. All 

other study personnel and patients were blinded to treatment. Blinding of patients was maintained by 

using identical syringes/needles for all study arms and administering two injections to all patients.  

Outcomes 

The MRI sub-study only included those patients who were MRI-positive at baseline as this was an 

exploratory analysis as part of a Phase 2b study and did not involve all study sites. Baseline MRI of 

the sacroiliac (SI) joints and spine were performed after screening and before the first bimekizumab 

injection. Patients who were MRI-positive based on Assessment of SpondyloArthritis international 

Society (ASAS) criteria underwent MRI of the SI joints and spine at weeks 12 and 48. MRI SI joints 

were scored by Spondyloarthritis Research Consortium of Canada (SPARCC), and MRI spine by the 

Berlin method, a modification of the Ankylosing Spondylitis spine MRI score for activity. All timepoints 

of the MRIs of the patients included in the substudy were scored in one session by two readers 

independently who were blinded to time order, treatment group and patient information. The average 

score of the readers was used in the analyses. 

Statistical analysis  

The primary dose-response analysis and pairwise comparisons were repeated for all study 

participants in the per-protocol set (PPS) to evaluate the effect of important protocol deviations on the 

analysis. A logistic regression model was used to assess the effect of each individual dose on 
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ASAS40 response versus placebo as the secondary analysis. Time to onset of ASAS40 response 

was estimated and presented using the Kaplan-Meier product-limit method for each treatment group.  
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Supplementary Table 1 Pairwise comparisons of ASAS40 response at week 12 with logistic 
regression (NRI) 

 Placebo BKZ 16 mg BKZ 64 mg BKZ 160 mg BKZ 320 mg 

FAS (n=60) (n=61) (n=61) (n=60) (n=61) 

Responders, n (%) 8 (13.3) 18 (29.5) 26 (42.6) 28 (46.7) 28 (45.9) 

Odds ratio vs placebo (95% CI)* 
- 

2.6  
(1.04 to 6.48) 

4.5  
(1.83 to 10.86) 

5.5  
(2.27 to 13.48) 

5.3  
(2.19 to 12.92) 

p-value* - 0.040 0.001 <0.001 <0.001 

PPS (n=58) (n=57) (n=56) (n=54) (n=57) 

Responders, n (%) 8 (13.8) 17 (29.8)  24 (42.9) 25 (46.3) 27 (47.4) 

Odds ratio vs placebo (95% CI)* 
- 

2.6  
(1.03 to 6.52) 

4.3  
(1.74 to 10.63) 

5.3  
(2.13 to 13.14) 

5.4  
(2.21 to 13.36) 

p-value* - 0.044 0.002 <0.001 <0.001 

*For difference in relation to placebo: odds ratio, CI and p-value were derived from a logistic regression model including fixed 

effects for treatment, geographic region, and prior TNF inhibitor exposure. 

ASAS, Assessment of SpondyloArthritis international Society; BKZ, bimekizumab; CI, confidence interval; FAS, full analysis 

set; NRI, non-responder imputation; PPS, per-protocol set; TNF, Tumour necrosis factor
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Supplementary Figure 1 Study design. ASAS40, Assessment of SpondyloArthritis 

international Society improvements of ≥40%; Q4W, every 4 weeks; SFU, safety follow-up. 
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Supplementary Figure 2 CONSORT diagram. 
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Supplementary Figure 3 Kaplan-Meier plot of time to ASAS40 response (FAS). Patients 

who discontinued study drug prior to achieving a response were censored at the date of 

study drug discontinuation. Patients who reached week 12 without achieving the given 

response were censored at the date of the week 12 visit. ASAS40, Assessment in 

SpondyloArthritis international Society improvement ≥40%; BKZ, bimekizumab; FAS, full 

analysis set. 
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Supplementary Figure 4 (A) Change from baseline in SPARCC SI MRI and (B) spine Berlin 

score at week 12 and week 48 (FAS). Observed data; MRI of the spine and sacroiliac joints 

were performed in a subset of subjects who were MRI-positive at baseline. At week 12, 

placebo, bimekizumab 16 mg and bimekizumab 64 mg groups were re-randomised to either 

bimekizumab 160 mg or bimekizumab 320 mg. Patients randomised to bimekizumab 160 mg 

and bimekizumab 320 mg at baseline were not re-randomised at week 12 and remained on 

their original treatment; BKZ, bimekizumab; FAS, full analysis set; MRI, magnetic resonance 

imaging; SPARCC, Sponydloarthritis Research Consortium of Canada 

 

 

 

 

 

 

A) 
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SUPPLEMENTARY SAFETY 

Additional information on the thirteen SAEs:  

Two patients receiving bimekizumab 64 mg, both during the double-blind period, reported SAEs: one 

reported foot fracture and one reported intestinal haemorrhage/anaemia/haemorrhoids/colon 

adenoma. Five patients in the bimekizumab 160 mg group reported SAEs, of which one occurred 

during the double-blind period (cardiac arrest/pneumonia aspiration resulting in death [not considered 

related to treatment by the investigator]), and four occurred during the dose-blind period (pilonidal 

abscess, erysipelas/foot abscess, urinary tract infection, acute myocardial infarction). Six patients in 

the bimekizumab 320 mg group reported SAEs, four during the dose-blind period (pancreatitis, inner 

ear disorder/dizziness, bursa infection, new-onset Crohn’s disease) and two post-treatment (arm 

laceration, osteoarthritis). 

 

Additional information for the four IBD cases:  

New diagnosis of Crohn’s disease (bimekizumab 64 mg to bimekizumab 320 mg) 

A 31-year-old male with no history of colitis or IBD was receiving concomitant medication, including 

diclofenac 75 mg QD from October 2016, for AS. Concomitant medications were also mesalazine 2 g 

QD, budesonide 9 mg QD, metamizole 20 mg drops PRN, omeprazole 20 mg QD and neoneutrin 5% 

500 mL QD. The patient received their first dose of study drug in May 2017. The patient developed 

abdominal pain and constipation, that was moderate, considered not related to study drug, with no 

action taken, and dyspeptic syndrome, that was moderate, considered not related to treatment, which 

required drug treatment but no action was taken with the study drug. The patient was hospitalised in 

February 2019 to investigate the abdominal pain. A CT scan of the abdomen showed dilated loops of 

small intestine and dilated terminal ileum, a small amount of fluid between intestinal loops, intestinal 

inflammatory infiltration and several surrounding lymph nodes with up to 10 mm diameter. A 

colonoscopy showed no abnormalities in the visible colorectal region (the ileal part was not examined 

as intubation of the terminal ileum was not successful). Histology from caecum was negative. Faecal 

calprotectin was negative (46.1 μg/g), C. difficile and Yersinia serology was negative, ASCA IgA/IgG 

was positive and ANCA was negative. The patient was diagnosed with Crohn’s disease of the small 

intestine with passage symptoms because of post-inflammatory fibrotic changes and Crohn’s disease 

(SAE) was reported (starting February 2016), was moderate in severity, and was considered related 

to study drug. All symptoms resolved before the patient’s next scheduled treatment visit and study 

drug was not interrupted. The patient’s Crohn’s disease responded well to treatment and the patient 

continued the study to completion.  

New diagnosis of Crohn’s disease (bimekizumab 16 mg to bimekizumab 160 mg) 

A 33-year-old male with no past medical history of colitis or IBD reported the following AEs: 

gastroenteritis (with nausea and diarrhoea), reported 2 weeks after the first dose of study drug. The 

AE was moderate, lasted 3 days, and resolved. The patient reported abdominal pain and constipation 
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starting 194 days after the first dose of study drug, which were mild to moderate and considered not 

related to study drug. The AE lasted 49 days. An AE of haematochezia was also reported, which was 

mild, intermittent and also considered not related to study drug; it lasted for 38 days. The patient 

reported an AE of anal fissure, which was moderate and considered not related to study drug; the AE 

lasted 28 days and the study drug was temporarily withheld and the patient was referred for further 

evaluation by a gastroenterologist. Faecal calprotectin was tested in November 2017 and was 135 

μg/g. IBD was excluded at that time and after all reported AEs resolved, study drug was resumed. 

The patient withdrew consent from the study in March 2018 to father a child. The patient contacted 

the site in May 2018 to advise that he was diagnosed with Crohn’s disease in April 2018 (345 days 

after the first dose of study drug and 65 days after the last dose). Faecal calprotectin at the time of 

diagnosis was 369 μg/g. 

Exacerbation of ulcerative colitis (bimekizumab 16 mg to bimekizumab 320 mg) 

A 53-year-old male with a history of ulcerative colitis. Concomitant medications were mesalazine 500 

mg for ulcerative colitis, ramipril for hypertension, and ultracet and methylprednisolone for AS. The 

patient received their first dose of study drug in May 2017 and the AE of exacerbation of ulcerative 

colitis was reported with a start date of November 2017. The event was considered mild and 

continuous by the investigator, and resolved in February 2018. Patient initiated mesalazine plus 4 g 

enema/rectal suspension QD oral from January 2019. An additional AE was also reported of 

ascending colon polyp with a reported start date of January 2018, which was mild and considered not 

related to study drug. No action was taken with the study drug and the event resolved. The patient 

continued the study to completion.  

New diagnosis of ulcerative colitis (bimekizumab 16 mg to bimekizumab 320 mg) 

A 25-year-old male with a history of haemorrhoids since 2014, with occasional bleeding, but no 

history of colitis or IBD, had an AE of blood in stool reported with onset date of March 2017, 11 days 

prior to the first dose of study drug. The event was non-serious, mild, and intermittent. The patient 

was enrolled into the study, there was no concomitant medication and the event resolved in June 

2017, 66 days after the date of the first dose of study drug. The patient saw a gastroenterologist in 

May 2017, independently of the study. The patient had a colonoscopy, which indicated proctocolitis 

due to ulcerative colitis after undergoing biopsies. The event was considered not related to study 

drug. The gastroenterologist diagnosed ulcerative colitis in May 2017 and started mesalazine with a 

good response (decreased stools/decreased blood in stool/less abdominal discomfort); increased  

stool frequency or abdominal discomfort prior to being diagnosed with ulcerative colitis was not 

reported. Concomitant medications included mesalazine started on Day 52, and prior omeprazole 

(prevention of gastropathy) and diclofenac (for AS), all of which were ongoing. The patient recovered 

and continued the study to completion. 
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Additional information on uveitis cases: 

Two occurred in patients who received bimekizumab: one during the dose-blind period (bimekizumab 

160 mg) and one during the safety follow-up (129 days after last bimekizumab dose [320 mg]). The 

other two cases were in a patient during screening, which resolved prior to baseline and the patient 

continued in the study, and in a patient receiving placebo during the double-blind period. All patients 

had a history of uveitis at baseline and were HLA-B27 positive. 
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