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Supplemental Table 1. Key Inclusion Criteria 
Inclusion Criterion OPTIMA PREMIER 

General 
≥18 years old with RA (per 1987 revised American College of 

Rheumatology classification criteria)34; 
erythrocyte sedimentation rate ≥28 mm/h or CRP ≥15 mg/L 

Disease duration, y <1 <3 
Prior anti-TNF or MTX 
therapy 

No No 

Previous exposure to biologic 
DMARD or >2 synthetic 
DMARDs 

No No 

DAS28(CRP) ≥3.2 — 
TJC68 ≥8 ≥10 
SJC66 ≥6 ≥8 

Other 
≥1 joint erosion, rheumatoid 
factor positivity, or anticyclic 
citrullinated peptide positivity 

— 

CRP, C-reactive protein; DAS28(CRP), 28-joint Disease Activity Score based on CRP; 
DMARD, disease-modifying antirheumatic drug; MTX, methotrexate; RA, rheumatoid arthritis; 
SJC66, swollen joint count based on 66 joints; TNF, tumor necrosis factor; TJC68, tender joint 
count based on 68 joints. 
  



2 
 

Supplemental Figure 1. Backward logistic regression analysis of baseline predictors, 

including SDAI, of insufficient response to methotrexate at 6 months (A) and CRRP at 6 

months (B) in patients with early RA receiving methotrexate monotherapy. BL, baseline; 

BMI, body mass index; CRP, C-reactive protein; CRRP, clinically relevant radiographic 

progression; DAS28, 28-Joint Disease Activity Score; DMARD, disease-modifying 

antirheumatic drug; GC, glucocorticoid; mTSS, modified total Sharp score; MTX-IR, 

methotrexate insufficient responder; OR, odds ratio; PGA, Physician Global Assessment of 

Disease Activity on a 100-mm visual analog scale; Pt, patient; RF, rheumatoid factor; SDAI, 

Simplified Disease Activity Index. Insufficient response to methotrexate was defined as not 

achieving DAS28(CRP) <3.2 at weeks 22 and 26 (OPTIMA study) or weeks 20 and 24 

(PREMIER study). CRRP was defined as increase in mTSS of >1.5 from baseline to week 26 

(OPTIMA study) or week 24 (PREMIER study). Predictors analysis considered 500 

methotrexate insufficient responders and 156 methotrexate responders; CRRP analysis 

considered 481 patients without CRRP and 163 patients with CRRP. The OR for each 

continuous variable (BMI, CRP at BL, mTSS, PGA at BL, RF, Pt Pain at BL, SDAI at BL, 

SJC66 at BL, and weight) reflects the effect of a 1-unit change in that variable; thus, the ORs 

differ partly because of the different relative meaning of a 1-unit change, such as for DAS28 

(scale, about 1 to 10) compared with SDAI (scale, 0 to about 86). The full regression models, 

before elimination of factors with P≥0.1, included age, race (white vs nonwhite), sex (male vs 

female), weight, RA duration, RF, BMI, and mTSS; BL values for CRP, tender joint count based 

on 68 joints, swollen joint count based on 66 joints, Health Assessment Questionnaire Disability 

Index, Pt Pain, Pt Global Assessment of Disease Activity on a 100-mm visual analog scale, 
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PGA, and SDAI; and prior use of DMARDs (yes vs no), number of prior DMARDs, and prior 

use of GCs (yes vs no). *P<0.05; statistically significant difference.  

 



Supplemental Figure 2. Backward logistic regression analysis of baseline and postbaseline predictors, including SDAI, of 

insufficient response to methotrexate at 6 months (A) and CRRP at 6 months (B) based on data from weeks 0–4, weeks 0–8, 

and weeks 0–12 in patients with early RA receiving methotrexate monotherapy. BMI, body mass index; CRP, C-reactive protein; 

CRRP, clinically relevant radiographic progression; DAS28, 28-joint Disease Activity Score; GC, glucocorticoid; DMARD, disease-

modifying antirheumatic drug; GC, glucocorticoid; mTSS, modified total Sharp score; MTX-IR, methotrexate insufficient responder; 

OR, odds ratio; PGA, Physician Global Assessment of Disease Activity on a 100-mm visual analog scale; Pt, patient; RF, rheumatoid 

factor; SDAI, Simplified Disease Activity Index; TA, time-averaged; TJC68, tender joint count based on 68 joints. Week 4 analysis 

considered 485 MTX insufficient responders and 151 MTX responders, week 8 analysis considered 507 MTX insufficient responders 

and 160 MTX responders, and week 12 analysis considered 509 MTX insufficient responders and 160 MTX responders. Week 4 

analysis considered 471 patients without CRRP and 153 patients with CRRP, week 8 analysis considered 491 patients without CRRP 

and 163 patients with CRRP, and week 12 analysis considered 491 patients without CRRP and 165 patients with CRRP. Insufficient 

response to methotrexate was defined as not achieving DAS28(CRP) <3.2 at weeks 22 and 26 (OPTIMA study) or weeks 20 and 24 

(PREMIER study). CRRP was defined as an increase in modified total Sharp score of >1.5 from baseline to week 26 (OPTIMA study) 

or week 24 (PREMIER study). The OR for each continuous variable (age, BMI, mTSS, RF, TA-CRP, TA-PGA, TA-Pt Pain, TA-

SDAI, TA-TJC68, and weight) reflects the effect of a 1-unit change in that variable; thus, the ORs differ partly because of the 

different relative meaning of a 1-unit change, such as for DAS28 (scale, about 1 to 10) compared with SDAI (scale, 0 to about 86). 

The full regression models, before elimination of factors with P≥0.1, included age, race (white vs nonwhite), sex (male vs female), 
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weight, RA duration, RF, BMI, and mTSS; TA values for CRP, TJC68, swollen joint count based on 66 joints, Health Assessment 

Questionnaire Disability Index, Pt Pain, Pt Global Assessment of Disease Activity on a 100-mm visual analog scale, PGA, and SDAI; 

and prior use of DMARDs (yes vs no), number of prior DMARDs, and prior use of GCs (yes vs no). *P<0.05; statistically significant 

difference. 
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Supplemental Figure 3. Backward logistic regression analysis of baseline predictors, 

including CDAI, of insufficient response to methotrexate at 6 months (A) and CRRP at 6 

months (B) in patients with early RA receiving methotrexate monotherapy. BL, baseline; 

BMI, body mass index; CDAI, Clinical Disease Activity Index; CRP, C-reactive protein; CRRP, 

clinically relevant radiographic progression; DAS28, 28-joint Disease Activity Score; DMARD, 

disease-modifying antirheumatic drug; GC, glucocorticoid; mTSS, modified total Sharp score; 

MTX-IR, methotrexate insufficient responder; OR, odds ratio; PGA, Physician Global 

Assessment of Disease Activity on a 100-mm visual analog scale; Pt, patient; RF, rheumatoid 

factor; SDAI, Simplified Disease Activity Index; SJC66, swollen joint count based on 66 joints. 

Insufficient response to methotrexate was defined as not achieving DAS28(CRP) <3.2 at 22 and 

26 (OPTIMA study) or weeks 20 and 24 (PREMIER study). CRRP was defined as increase in 

mTSS of >1.5 from baseline to week 26 (OPTIMA study) or week 24 (PREMIER study). 

Predictors analysis considered 506 methotrexate insufficient responders and 160 methotrexate 

responders; CRRP analysis considered 488 patients without CRRP and 165 patients with CRRP. 

The OR for each continuous variable (BMI, CDAI at BL, CRP at BL, mTSS, PGA at BL, Pt Pain 

at BL, RF, SJC66, at BL and weight) reflects the effect of a 1-unit change in that variable; thus, 

the ORs differ partly because of the different relative meaning of a 1-unit change, such as for 

DAS28 (scale, about 1 to 10) compared with SDAI (scale, 0 to about 86). The full regression 

models, before elimination of factors with P≥0.1, included age, race (white vs nonwhite), sex 

(male vs female), weight, RA duration, RF, BMI, and mTSS; BL values for CRP, tender joint 

count based on 68 joints, SJC66, Health Assessment Questionnaire Disability Index, Pt Pain, Pt 

Global Assessment of Disease Activity on a 100-mm visual analog scale, PGA, and CDAI; and 
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prior use of DMARDs (yes vs no), number of prior DMARDs, and prior use of GCs (yes vs no). 

*P<0.05; statistically significant difference.  

 



Supplemental Figure 4. Backward logistic regression analysis of baseline and postbaseline predictors, including CDAI, of 

insufficient response to methotrexate at 6 months (A) and CRRP at 6 months (B) based on data from weeks 0–4, weeks 0–8, 

and weeks 0–12 in patients with early RA receiving methotrexate monotherapy. BMI, body mass index; CDAI, Clinical Disease 

Activity Index; CRP, C-reactive protein; CRRP, clinically relevant radiographic progression; DAS28(CRP), 28-joint Disease Activity 

Score; GC, glucocorticoid; DMARD, disease-modifying antirheumatic drug; HAQ-DI, Health Assessment Questionnaire Disability 

Index; mTSS, modified total Sharp score; MTX-IR, methotrexate insufficient responder; OR, odds ratio; PGA, Physician Global 

Assessment of Disease Activity on a 100-mm visual analog scale; Pt, patient; RF, rheumatoid factor; SDAI, Simplified Disease 

Activity Index; TA, time-averaged; TJC68, tender joint count based on 68 joints. Week 4 analysis considered 490 methotrexate 

insufficient responders and 156 methotrexate responders, week 8 analysis considered 508 methotrexate insufficient responders and 

160 methotrexate responders, and week 12 analysis considered 509 methotrexate insufficient responders and 160 methotrexate 

responders. Week 4 analysis considered 479 patients without CRRP and 154 patients with CRRP, week 8 analysis considered 491 

patients without CRRP and 164 patients with CRRP, and week 12 analysis considered 491 patients without CRRP and 165 patients 

with CRRP. Insufficient response to methotrexate was defined as not achieving DAS28(CRP <3.2) at 22 and 26 (OPTIMA study) or 

weeks 20 and 24 (PREMIER study). CRRP was defined as an increase in modified total Sharp score of >1.5 from baseline to week 26 

(OPTIMA study) or week 24 (PREMIER study). The OR for each continuous variable (BMI, mTSS, RF, TA-CDAI, TA-CRP, TA-

HAQ-DI, TA-PGA, TA-Pt Pain, TA-TJC68, and weight) reflects the effect of a 1-unit change in that variable; thus, the ORs differ 

partly because of the different relative meaning of a 1-unit change, such as for DAS28 (scale, about 1 to 10) compared with SDAI 
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(scale, 0 to about 86). The full regression models, before elimination of factors with P≥0.1, included age, race (white vs nonwhite), 

sex (male vs female), weight, RA duration, RF, BMI, and mTSS; TA values for CRP, TJC68, swollen joint count based on 66 joints, 

HAQ-DI, Pt Pain, Pt Global Assessment of Disease Activity on a 100-mm visual analog scale, PGA, and CDAI; and prior use of 

DMARDs (yes vs no), number of prior DMARDs, and prior use of GCs (yes vs no). *P<0.05; statistically significant difference.  
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