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Supplementary Tables  
 

Supplementary Table 1. Number of events, person-years, crude incidence rates (95% 

confidence limits) of the combined outcome (any neuroinflammatory event), separately for 

patients with PsA and patients with AS/SpA. Hazard ratios (95% confidence intervals) 

obtained from the meta-analyses of Cox regression results comparing oTNFi to etanercept. 
 

N events Person-years Crude incidence rates 

per 1000 person-years 

(95% CL) 

Meta-analysis HR 

(95% CI)1 

Patients with PsA     

all TNFi 61 117,972 0.52 (0.40-0.66) - 

etanercept 22 40,057 0.55 (0.36-0.83) Reference  

oTNFi 39 77,915 0.50 (0.37-0.69) 0.88 (0.51, 1.50) 

Patients with AS/SpA     

all TNFi 117 148,775 0.79 (0.65-0.98) - 

etanercept 29 38,333 0.76 (0.53-1.09) Reference 

oTNFi 88 110,442 0.80 (0.65-0.98) 1.21 (0.75, 1.93) 

AS/SpA: ankylosing spondylitis and spondyloarthritis; CI: confidence interval; CL: confidence 

limits; HR: hazard ratio; oTNFi: other TNFi (adalimumab, certolizumab pegol, infliximab, 

golimumab); PsA: psoriatic arthritis ; TNFi tumor necrosis factor inhibitor 
1 The Cox regression analyses were adjusted for age, sex, calendar period of TNFi start, disease 

duration, CRP and concomitant use of methotrexate, and stratified on the number of 

b/tsDMARDs the patients had been exposed to prior to the TNFi start. HRs resulted from a 

random effects meta-analysis of the analyses performed in Denmark (Danish data) and in 

Sweden (pooled data from Finland, Iceland, Norway and Sweden; with Cox regressions also 

stratified on country). 
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Supplementary Table 2. Sensitivity analyses results. Hazard ratios and 95% confidence 

intervals obtained from Cox regressions comparing oTNFi to etanercept. 
 

HR (95% CI) 

Denmark 

HR (95% CI) 

Other countries 

Meta-analysis  

HR (95% CI)* 

Patients with RA    

“On-drug”1    

Outcome    

Any 2.34 (0.65-8.48) 1.16 (0.60-2.22) 1.34 (0.75, 2.39) 

DML 1.30 (0.32-5.24) 1.02 (0.45-2.28) 1.08 (0.54, 2.18) 

IPN NA 1.52 (0.49-4.66) NA 

MS 1.39 (0.21-9.02) 0.62 (0.13-2.83) 0.85 (0.26, 2.77) 

    

“first ever bDMARD”2    

Any 2.55 (0.75-8.67) 1.00 (0.58-1.71) 1.16 (0.71, 1.90) 

DML 1.48 (0.42-5.29) 0.75 (0.41-1.37) 0.85 (0.49, 1.46) 

IPN NA 3.39 (0.76-15.18) NA 

MS 2.95 (0.36-24.47) 0.68 (0.21-2.15) 0.95 (0.35, 2.62) 

    

“3-month delay”3    

Any 1.09 (0.51-2.33) 1.02 (0.67-1.56) 1.04 (0.72, 1.50) 

DML 0.82 (0.32-2.11) 0.75 (0.46-1.24) 0.77 (0.50, 1.19) 

IPN 1.68 (0.45-6.23) 2.41 (0.97-5.97) 2.14 (1.01, 4.52) 

MS 0.78 (0.24-2.54) 0.70 (0.26-1.88) 0.73 (0.34, 1.56) 

    

Patients with SpA    

“On-drug”1    

Outcome    

Any 0.56 (0.20-1.57) 1.08 (0.60-1.94) 0.92 (0.56, 1.53) 

DML 0.46 (0.14-1.49) 0.81 (0.43-1.54) 0.71 (0.41, 1.25) 

IPN 1.22 (0.12-12.82) 6.17 (0.78-48.95) 3.05 (0.65, 14.34) 

MS 0.38 (0.08-1.91) 0.78 (0.30-2.05) 0.65 (0.28, 1.48) 

    

“first ever bDMARD”2    

Any 0.95 (0.38-2.39) 1.20 (0.69-2.07) 1.13 (0.70, 1.80) 

DML 0.87 (0.28-2.75) 1.07 (0.58-1.97) 1.03 (0.60, 1.76) 

IPN 1.02 (0.21-4.92) 1.89 (0.51-7.00) 1.47 (0.54, 4.02) 

MS 0.71 (0.18-2.81) 0.86 (0.38-1.95) 0.82 (0.41, 1.65) 

    

“3-month delay”3    

Any 0.95 (0.47-1.94) 1.12 (0.75-1.68) 1.08 (0.76, 1.53) 

DML 0.98 (0.37-2.55) 1.05 (0.68-1.64) 1.04 (0.70, 1.55) 

IPN 0.97 (0.33-2.89) 1.56 (0.56-4.33) 1.25 (0.59, 2.63) 

MS 0.71 (0.18-2.81) 1.09 (0.56-2.10) 1.00 (0.55, 1.82) 
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1 “on-drug”: the follow-up started at TNFi start and ended at first registered event date, 

emigration, death, treatment discontinuation, or end of the study period, whichever 

comes first. Patients could be on any line of biological therapy. 
 2 “first line”: the follow-up started at TNFi start and ended at first registered event date, 

emigration, death, or end of the study period, whichever comes first. Only patients on 

their first line of biological therapy were included. 
3 “3 months delay”: the follow-up started at TNFi start + three months (91 days) and 

ended at first registered event date, emigration, death, or end of the study period, 

whichever comes first. Patients could be on any line of biological therapy. 

* the meta-analysis was performed with the Cox analyses results provided in Denmark 

and for Finland, Iceland, Norway and Sweden (pooled together). The Cox analyses were 

adjusted for age, sex, calendar year, CRP, disease duration and concomitant 

methotrexate. They also were stratified on the number of previous b/ts-DMARD 

(stratified Cox), except for the “first line” sensitivity analysis.  
Any: any neuroinflammatory event (DML, IPN or MS); CI: confidence interval; CRP:C-

reactive protein (mg/L); DML: demyelinating event; HR: hazard ratio; IPN: inflammatory 

polyneuropathy; MS: multiple sclerosis; oTNFi: other TNFi (adalimumab, certolizumab 

pegol, infliximab, golimumab); RA: rheumatoid arthritis; SpA: spondylarthritis (including 

psoriatic arthritis (PsA) and ankylosing spondylitis (AS/SpA)); TNFi tumor necrosis factor 

inhibitor. 
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Supplementary Table 3. Sensitivity analyses results. Crude incidence rates and 95% 

confidence limits in etanercept and oTNFi treated patients, in different time intervals since 

treatment start. All countries’ numbers pooled. 
 

etanercept oTNFi 

Outcome Crude IR (95% CI) 

per 1000 person-years 

Crude IR (95% CI) 

per 1000 person-years 

Patients with RA   

Any neuroinflammatory event   

0 to 1 year 0.23 (0.09 - 0.62) 0.50 (0.29 - 0.87) 

1 to 5 years 0.21 (0.10 - 0.44) 0.37 (0.23 - 0.59) 

more than 5 years 0.37 (0.18 - 0.73) 0.16 (0.06 - 0.42) 

demyelinating event   

0 to 1 year 0.23 (0.09 - 0.62) 0.35 (0.18 - 0.67) 

1 to 5 years 0.09 (0.03 - 0.28) 0.17 (0.09 - 0.34) 

more than 5 years 0.32 (0.15 - 0.67) 0.08 (0.02 - 0.32) 

inflammatory polyneuropathy   

0 to 1 year 0.00 ( - ) 0.16 (0.06 - 0.41) 

1 to 5 years 0.12 (0.05 - 0.32) 0.25 (0.13 - 0.49) 

more than 5 years 0.05 (0.01 - 0.33) 0.08 (0.02 - 0.32) 

multiple sclerosis   

0 to 1 year 0.12 (0.03 - 0.46) 0.12 (0.04 - 0.36) 

1 to 5 years 0.03 (0.00 - 0.21) 0.02 (0.00 - 0.15) 

more than 5 years 0.14 (0.04 - 0.43) 0.04 (0.01 - 0.28) 

   

Patients with SpA   

Any neuroinflammatory event   

0 to 1 year 1.03 (0.59 - 1.82) 0.57 (0.34 - 0.94) 

1 to 5 years 0.35 (0.17 - 0.74) 0.60 (0.41 - 0.86) 

more than 5 years 0.58 (0.26 - 1.29) 0.34 (0.16 - 0.70) 

demyelinating event   

0 to 1 year 0.86 (0.46 - 1.60) 0.42 (0.23 - 0.75) 

1 to 5 years 0.35 (0.17 - 0.74) 0.43 (0.27 - 0.66) 

more than 5 years 0.58 (0.26 - 1.29) 0.24 (0.10 - 0.58) 

inflammatory polyneuropathy   

0 to 1 year 0.17 (0.04 - 0.69) 0.15 (0.06 - 0.40) 

1 to 5 years 0.00 ( - ) 0.17 (0.09 - 0.34) 

more than 5 years 0.00 ( - ) 0.10 (0.02 - 0.38) 

multiple sclerosis   

0 to 1 year 0.52 (0.23 - 1.15) 0.19 (0.08 - 0.45) 

1 to 5 years 0.15 (0.05 - 0.47) 0.15 (0.07 - 0.31) 

more than 5 years 0.19 (0.05 - 0.77) 0.14 (0.05 - 0.45) 

CI: confidence interval; oTNFi: other TNFi (adalimumab, certolizumab pegol, infliximab, 

golimumab); RA: rheumatoid arthritis; SpA: spondylarthritis (including psoriatic arthritis 

(PsA) and ankylosing spondylitis (AS/SpA)); TNFi tumor necrosis factor inhibitor. 
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