
1 
 

Supplementary material 

Table S1. Search strategies 

 Search term 
 Pubmed 
1 "Arthritis, Rheumatoid"[Mesh] OR "rheumatoid arthritis"[Text Word] OR caplan 

syndrome [tw] OR "caplan's syndrome"[Text Word] OR Caplan Syndromes[tw] OR 
"rheumatoid nodules"[Text Word] OR "rheumatoid nodule"[Text Word] OR "rheumatoid 
nodulosis"[Text Word] OR "rheumatoid vasculitis"[Text Word] OR "vasculitis 
rheumatoid"[Text Word] OR "felty syndrome"[Text Word] OR "felty's syndrome"[Text 
Word] OR "sjogren's syndrome"[Text Word] OR "sjogrens syndrome"[Text Word] OR 
"sjogren syndrome"[Text Word] OR "sjoegren syndrome"[Text Word] OR "sjoegren's 
syndrome"[Text Word] OR "sicca syndrome"[Text Word] OR "still's disease, adult 
onset"[Text Word] OR "stills disease"[Text Word] OR "adult onset still's disease"[Text 
Word] OR "adult onset still disease"[Text Word] 

2 Abatacept[tw] OR Orencia[tw] OR Adalimumab[tw] OR Humira[tw] OR Baricitinib[tw] 
OR Canakinumab[tw] OR Certolizumab Pegol[tw] OR Cimzia[tw] OR 
Clazakizumab[tw] OR Etanercept[tw] OR Enbrel[tw] OR Golimumab[tw] OR 
Simponi[tw] OR Infliximab[tw] OR Remicade[tw] OR "Interleukin 1 Receptor Antagonist 
Protein"[Mesh] OR Anakinra[tw] OR Kineret[tw] OR Olokizumab[tw] OR Rituximab[tw] 
OR Rituxan[tw] OR Sarilumab[tw] OR Secukinumab[tw] OR Cosentyx[tw] OR 
Sirukumab[tw] OR Tocilizumab[tw] OR actemra[tw] OR biologic disease-modifying 
anti-rheumatic drugs[tw] OR bDMARDs[tw] OR tumor necrosis factor-alpha[tw] OR 
TNF-alpha[tw] OR TNF-α[tw] OR tumor necrosis factor[tw] OR biological therapy[tw] 
OR biological therapies[tw] OR biologic therapy[tw] OR biologic therapies[tw]  OR  
biological factors[tw] OR biological factor[tw] OR biological agents[tw] OR biological 
agent[tw] OR biological products[tw] OR biological product[tw] OR biologic agent[tw] 
OR biologic agents[tw] OR biologics[tw] 

3 Randomized [All Fields] OR random allocation”[TIAB] NOT Medline[SB]) OR “random 
allocation”[MH] OR randomized [TW] OR controlled [All Fields] AND (“clinical trials as 
topic”[MH] OR trial [TW]) OR placebo OR blinded OR randomized controlled trial 
[Publication Type]  

4 Initial [tw] OR Start [tw] OR DMARD-naive OR Methotrexate-naive 
 Clinical Queries 
1 rheumatoid arthritis and biologic therapy and initial 
2 rheumatoid arthritis and biologic therapy and DMARD-naive 
3 rheumatoid arthritis and biologic therapy and methotrexate-naive 
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Table S2. Excluded studies and reasons for exclusion. 

# Study Reason for exclusion 
# ADALIMUMAB  
1 Breedveld_2006 [1] PREMIER study. The rate of patients with a previous csDMARD was 9-

19% 
2 Kavanaugh_2013 

[2] 
OPTIMA study. The rate of patients with a previous csDMARD was 11% 
and 10% in ADA+MTX and MTX groups 

# ETANERCEPT  
3 Bathon_2000 [3] In the ETN group the rate of patients with a previous csDMARD was 

almost 20%  
4 Emery_2008 [4] COMET study. The rate of patients with a previous csDMARD was 18% in 

the ETN+MTX group and 24% in the MTX group 
5 Emery_2010 [5] COMET extension study 
6 Kekow_2010 [6] COMET sub-analysis 
# INFLIXIMAB  
7 Rantalaiho_2014 [7] NEO-RACo study. All patients received a previous csDMARD  
8 St Clair_2004 [8] ASPIRE study. The rate of patients with a previous csDMARD was 29%-

35% 
9 Tam_2012 [9] No data regarding previous csDMARDs 
# TOCILIZUMAB  

10 BurMter_2016 [10] FUNCTION study. The rate of patients with a previous csDMARD was 
19-23% 

11 Jones_2010 [11] AMBITION study. The rate of patients with a previous csDMARD was 
33%-34%  

12 Kume_2011 [12] No data regarding previous csDMARDs 
# SLR  

13 Simpson_2019 [13] The included articles have been already evaluated in our project 
14 Singh_2017 [14] The included articles have been already evaluated in our project 
15 Stevenson_2016 

[15] 
The included articles have been already evaluated in our project 

Abbreviations: csDMARD=classical synthetic disease-modifying anti-rheumatic drugs; RCT=randomized 
controlled trial; ADA=adalimumab; MTX=methotrexate; CZP=certolizumab pegol; ETN=etanercept; 
SLR=systematic literature review. 
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Table S3. Evidence table. Main characteristics of included studies. 

# Study Population Interventions Measures Quality 

# ADALIMUMAB 
1 Detert_2013 [16] - HIT HARD study 

- Comparisons 
• ADA+MTX (n=87) vs PBO+MTX (n=85) 24 w 
• MTX monotherapy up to 48 w 

- Population 
• Woman [n (%)]: 61 (70.1%) vs 57 (67.1%); p=0.67 
• Age (yr): 47.2±12.1 vs 52.5±14.3; p=0.009 
• Disease duration (m): 1.8±2.1 vs 1.6±1.7; p=0.57 

- Clinical characteristics 
• RF+ n (%): 55 (63.2%) vs 59 (69.4%); p=0.51 
• DAS28: 6.2±0.8 vs 6.3±0.9; p=0.60 
• TJC 0–28: 13.0±6.5 vs 13.1±5.9; p=0.61 
• SJC 0–28: 10.2±5.0 10.7±4.5; p=0.61 
• TJC 0–68: 20.9±12 vs 19.4±10.6; p=0.38 
• SJC 0–66: 13.6±7.1 vs 14.0±6.9; p=0.76 
• HAQ-DI 1–3: 1.4±0.61 vs 1.3±0.62; p=0.49 
• SF-36 mental: 46.7±9.9 vs 45.2±10.2; p=0.34 
• SF-36 physical: 28.3±7.7 vs 31.7±8.3; p=0.010 

- Structural damage: SHS  
• Total 0–448: 6.3±5.0 vs 11.4±14.8; p=0.19 
• Erosions 0–280: 2.2±3.0 vs 4.4±8.7; p=0.62 
• Joint space narrowing 0–168: 4.1±3.6 7.0±7.3; p=0.047 

- MTX (15 mg/w) monotherapy vs MTX + 
ADA  
• ADA (40 mg) or PBO sc / 2 w for 24 w  
• MTX monotherapy in both groups up to 

48 w 
 
- All patients: folic acid (10 mg/w) 
- Prednisone ≤10 mg/d allowed 
 
 

- Efficacy: 
• DAS28 48 w  
• DAS28 24 w 
• Remission (DAS28 <2.6) 
• ACR 20/50/70  
• TJC 0–28 
• SJC 0–28 
• HAQ-DI 
• ∆ SHS 
 
- Safety  
• AE and severe AE 
 

4 

2 Soubrier_2009 
[17] 

- GUEPARD study: MTX monotherapy vs MTX + ADA 
- Population 

• Woman [n (%)]: 26 (81.2%) vs 26 (78.8%); p=1.00 
• Age (yr): 49.3±15.2 vs 46.3±16.3; p= 0.44 
• Disease duration (m): [4.4 (3.3–5.1)] vs [4.4 (2.5–5.4)]; 

p=0.54 
- Clinical characteristics 

- MTX monotherapy vs MTX + ADA.  
- Every 3 m medications adjustments if 
DAS≤3.2  
 
- MTX: 0.3 mg/kg/w then up to 20 mg/kg/w  

• If remission ↓ doses (2.5 mg/m) up to 7.5 
mg/w 

- Efficacy 
• Low activity (w 12) 
• Time to low activity 
• Anti-TNF-α doses 
• Morning stiffness, pain, 

Physician VAS, fatigue, 
ESR 

3 
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• TJC: 14.1±6.4 vs 13.8±7.1; p= 0.87 
• SJC: 10.8±5.3 vs 9.5±4.5; p=0.26 
• ESR: 35.1±23.8 vs 39.4±20.9; p=0.45 
• DAS28-ESR: 6.15±0.88 vs 6.31±0.7; p=0.44 
• HAQ 0–3: 1.41±0.74 vs 1.69±0.59; p= 0.10 

- Structural damage: SHS 
• Total 0–448: 7.5±21.3 vs 2.4±4.6; p= 0.19 
• Erosions 0–280: 3.9±12.4 vs 1.2±2.1; p= 0.21 
• Joint space narrowing 0–168: 3.6±9.2 vs 1.3±3.2; p=0.19 
• Erosions hands and feet n (%): 12 (37.5) vs 10 (31.25); p= 

0.79 

- ADA: 40 mg/ 2 w 
•  If DAS28>3.2 stop ADA 

 
- Prednisone ≤10 mg/d allowed 

 

• ACR20/50/70 
• EULAR response 
• HAQ (0–3) 
• SF-36 

 
- Safety 
• AE and severe AE 

 

3 Hørslev-
Petersen_2014 
[18] 

- OPERA study: ADA+MTX (n=89) vs PBO+MTX (n=91) 
- Population 

• Woman (%): 63% vs 69%; p=0.46 
• Age (yr): 56.2 (25.8–77.6) vs 54.2 (28.3–76.7); p=0.71 
• Disease duration (d): 88 (42–162) vs 83 (42–150); p=0.74 
• RF+ (%): 70% vs 74%; p=0.67 
• TJC (0–40): 15 (5–38) vs 16 (6–34); p=0.78 
• SJC (0–40): 10 (3–33) vs 11 (3–31); p=0.66 
• DAS28-ESR: 5.5 (3.8–7.8) vs 5.6 (3.8–7.3); p=0.53 

- MTX: 7.5 mg/w oral, ↑ to 15 mg/w at 1 m, 
and up to 20 mg/w at 2 m 
- ADA: 40 mg/ 2 w 

 
- Intra-articular triamcinolone (4 ml) in 
swollen joints (maximum 4) at baseline and 
subsequent visits allowed 

- Efficacy at 12 m 
• Low disease activity 

(DAS28-CRP≤3.2)  
• Remission (DAS28-

CRP≤2.6, CDAI≤2.8, 
SDAI≤3.3) 

• ACR/EULAR 28/40  
• HAQ 
• SF-36 
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# CERTOLIZUMAB PEGOL 
4 Emery_2017 [19] 

 
- C-EARLY study: PBO+MTX (n=213) vs CZP+MTX (n=665) 
- Population 

• Age (yr): 51.2±13.0 vs 50.4±13.6 
• Woman n (%): 170 (79.8%) vs 497 (75.9%) 
• Disease duration (m): 2.9±2.9 vs 2.9±4.6 
• DAS28-ESR: 6.8±0.9 vs 6.7±0.9 
• CDAI: 42.6±12.9 vs 41.3±12.5 
• HAQ-DI: 1.7±0.6 vs 1.6±0.6 
• TJC (28): 16.2±6.5 vs 15.6±6.5 
• SJC (28): 13.0±5.6 vs 12.4±5.5 
• ESR [median (min, max)]:[44.0 (10.0-135.0)] vs [42.0 (2.0-

150.0) 
• RF+ (≥14 IU/mL) n(%): 206 (96.7) vs 634 (96.8) 

- PBO+MTX vs CZP+MTX 
 
- CZP: 400 mg sc 0, 2 and 4 w, then 200 mg/2 
w to w 52 
- MTX: 10 mg/w, ↑ doses (5 mg/2 w) up to 25 
mg/w.  

- Efficacy: 40 and 52 w 
• Remission (DAS28-

ESR<2.6) 
• Low disease activity 

(DAS-ESR≤3.2) 
- Efficacy: 52 w 
• ACR50 
• ∆ HAQ-DI y HAQ-

DI≤0.5 (%) 
• ∆ mTSS 
• ∆ DAS-ESR 
- Efficacy: 12, 24, and 52 w 
• DAS28-ESR <2.6 

4 
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• mTSS. [median (min. max)]: 2.8 (0. 161) vs 3.0 (0. 130) 
• mTSS: 8.5±17.5 vs 7.2±13.8 
• Joint space narrowing [median (min, max)]: 0 (0. 94) vs 0 

(0. 76) 
• Erosions. n (%): 169 (79.3%) vs 506 (77.3%) 

• CDAI≤2.8 
• SDAI≤3.3 

 
- Safety: AE and serious 

AE 
5 Hetland_2020 

[20] 
- MTX combined therapy: 

• Conventional treatment (CT): (prednisone or SFZ+CLQ 
and intraarticular steroids) 

• CZP 
• ABT 
• TCZ 

- (CT+MTX) vs (CZP+MTX) vs (ABT+MTX) vs (TCZ+MTX) 
- Population (n=812) 

• Age (yr): (54.6±14.5) vs (55.3±15.3) vs (54.7±14.4) vs 
(52.4±14.5) 

• Woman n(%): 139 (69.5) vs 139 (68.5) vs 140 (68.6) vs 129 
(68.6) 

• Disease duration (d): (195±167) vs (203±166) vs (212±168) 
vs (208 ±155) 

• RF+ n (%): 151 (75.5) vs 149 (73.4) vs 159 (77.9) vs 135 
(71.8) 

• CDAI: (28.6±12.1) vs (27.9±12.4) vs (28.6±11.3) vs 
(26.6±11.7) 

• DAS28-CRP: (5.1±1.1) vs (5.0±1.1) vs (5.1±1) vs (4.9±1) 
• TJC (68 art): (17±11.4) vs (15.3±10.4) vs (16.1±10.7) vs 

(14.8±10.2) 
• SJC (66 art): (11.4±7.3) vs (11.2±7.6) vs (11.1±7.3) vs 

(9.8±6.4) 
• HAQ (0-3): (1.1±0.6) vs (1±0.6) vs (1.1±0.6) vs (1.1±0.5) 

-MTX: Doses escalation/4 w up to 25 mg/w  
- MTX + CT: prednisone and ↓ doses up to 5-
20 mg/d in 9 w or SFZ (2 g/d) + HCQ (35 
mg/kg/w or 200 mg/d) and intra-articular 
steroids at each visit) 
- MTX + CZP 400 mg sc 0, 2 and 4 w, then 200 
mg/2 w  
- MTX + ABT (125 mg/w sc)  
- MTX + TCZ (8 mg/kg/4 w iv or 162 mg/w 
sc) 

- Efficacy: 2, 4, 8, 12, 16 
and 24 w 

• Remission CDAI (≤2.8), 
SDAI (≤3.3), DAS28-ESR 
(<2.6), ACR/EULAR 12, 
24 w 
 

- Safety: AE and serious AE  

3 

6 Weinblatt_2017 
[21] 
 

- C-EARLY study (CZP_Emery_2017): CZP + MTX 
- Low disease activity w 40 and 52 (n=293):  
• CZP standard dose (n=84): CZP (200 mg/2 w) + MTX 
• CZP optimization (n=127): CZP (200 mg/4 w) + MTX 
• CZP stop (n=82): PBO/2 w + MTX 

- CZP standard dose (200 mg/2 w + MTZ)  
- CZP optimization (200 mg/4 w + MTZ) 
- CZP stop (PBO/2 w + MTX)  
 

- Efficacy: w 104 
• Low disease activity 

(DAS-ESR≤3.2) 
• Remission (DAS<2.6) 

5 
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Population (C-EARLY study): 
CZP (standard dose) vs CPZ (optimization) vs CZP (stop) vs 
MTX responders 
- DAS28-ESR: 
• Basal: (6.4±1.0) vs (6.6±0.8) vs (6.5±0.8) vs (6.6±0.9) 
• W 52: (2.0±0.7) vs (2.0±0.6) vs (1.9±0.7) vs (2.2±0.7)   
- SJC (28 art.):  
• Basal: (11.3±5.3) vs (12.4±5.1) vs (11.3±4.8) vs (11.9±4.8)  
• W 52: (0.3±1.2) vs (0.5±1.4) vs (0.3±0.7) vs (0.7±1.6) 
 
- HAQ-DI: 
• Basal: (1.6±0.6) vs (1.6±0.6) vs (1.5±0.5) vs (1.5±0.6) 
• W 52: (0.3±0.4) vs (0.3±0.5) vs (0.3±0.5) vs (0.4±0.5) 
- SHS: 
• Basal: (3.1±5.4) vs (4.5±9.2) vs (5.1±8.5) vs (6.0±12.4) 
• W 52: (3.3±5.1) vs (4.5±8.9) vs (5.0±7.4) vs (6.8±12.7) 

- MTX: 10 mg/w and dose escalation 5 mg/ 2 
w up to25 mg/w (minimum 15 mg/w). This 
dose during 52-103 w 
 
-CZP: 200 mg/w 52-103 
 

• No radiographic 
progression (∆ SHS≤0.5) 

• HAQ-DI ≤0.5 
 
- Safety: AE and serious AE  

# ETANERCEPT 
7 Nam_2014 [22] 

 
- EMPIRE study: MTX+PBO (n=55) vs MTX+ETN (n=55)  
- Early synovitis (≥1 swollen and painful joint) 
- Population: MTX+PBO vs MTX+ETN 
• Age (yr): (48.4±13.3) vs (47.9±13.6) 
• Woman n (%): 40 (72.7%) vs 44 (80.0%) 
• Disease duration (m): [8 (6 a 11)] vs [6 (4 a 9)] 
• DAS44-CRP: (2.95±0.91) vs (2.94±0.92) 
• DAS28-CRP: (4.17±1.10) vs (4.10±1.14) 
• RF+ n (%): 30 (55.6%) vs 31 (56.4%) 
• HAQ-DI: (1.00±0.43) vs (1.01±0.47) 
• SF-36 mental: (42.45±12.23) vs (46.82±10.19) 
• SF-36 physical: (35.51±7.90) vs (36.00±8.04) 
• EQ-5D-3L: (0.569±0.252) vs (0.578±0.245) 
• Erosions: (1.36±2.95) vs (1.10±1.84) 
• Joint space narrowing: (6.65±6.03) vs (5.59±4.28) 
• mTSS: (8.01±8.06) vs 6.69±5.04) 

-ETN: 50 mg/w sc  
 
-MTX: 10 mg/w y ↑ (5 mg/4 w) up to 25 mg 
or maximum tolerate dose. If treatment 
objective MTX 15 mg/w 
 
- Intra-articular or intra-muscular steroids 
allowed (maximum metilprednisolone dose 
120 mg) 
 

- Efficacy: 
52 w:  
• No pain/swollen joints 
 
78 w:  
• VAS pain, fatigue 
• DAS44-CRP 
• Remission ACR/EULAR 
• HAQ-DI  
• EQ-5D 3L  
• SF-36 
• ∆ mTSS 
 
-Exploratory resuts: 
• DAS28-CRP 
• HAQ normal (≤0.5) 

5 
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- Safety: AE and serious AE 

# INFLIXIMAB 
8 Bejarano_2010 

[23] 
IFX+MTX vs MTX  
- Population (n=20)  
• Age (yr): [51 (41-55)] vs [46 (40-63)]; p=0.83 
• Woman n (%): 6 (67%) vs 6 (67%) 
• Disease duration (m): [6 (3-12)] vs [5 (3-11)]; p=0.82 
• RF+ (%): 6 (67%) vs 6 (67%) 
• CRP: [48 (15-66)] vs [20 (11-55)]; p=0.33 
• DAS-28: [6.3 (5.6-6.5)] vs [6.9 (6.1-7.9)]; p=0.09 
• HAQ 0-3: [1.3 (0.8-1.6)] vs [1.4 (1.1-1.9)]; p=0.66 
• RAQoL: [11 (9-21)] vs [23(14-26)]; p=0.04  

-IFX (3 mg/kg) or PBO iv during 1 yr: 0, 2, 6 
w and  then every 8 w 
-All patients with MTX (monotherapy)  

- Efficacy (8 yr): 
W 52:  
• HAQ 
• RAQoL 
• Remission (DAS28) 
• Remission without 

treatment 
 

2 

9 Durez_2007 [24] MTX vs MP-IV vs IFX 
Population (n=44): MTX (n=14) vs MTX+MP-IV (n=15) vs 
MTX+IFX (n=15)  
• Active disease (SJC≥6 and TJC≥8) 
• Woman: 71% vs 60% vs 67% 
• Age (yr): 53.8±15.2 vs 50.3±14.2 vs 50.0±9.9 
• Disease duration (yr): 0.45±0.29 vs 0.25±0.33 vs 0.36±0.31 
• RF+: 64% vs 100% vs 67% 
• Anti-CCP+: 42% vs 92% vs 73% 
• DAS28-CRP: (5.2±0.8) vs (5.3±1.3) vs (5.3±1.1) 
• SJC: (10.3±5.5) vs (12.4±7.6) vs (12.5±5.4) 
• TJC: (11.6±7.5) vs (13.2±9.1) vs (15.9±8.0) 
• HAQ: (1.3±0.6) vs (1.2±0.7) vs (1.5±0.8) 
• Radiographic erosions: 36% vs 33% vs 13% 

-All patients MTX: 7.5 mg/w then 20 mg/w at 
14 w 
-MP-IV: 1 g 
-IFX: 3 mg/kg w 0-2-6 then every 9 w up to w 
46 

- Efficacy:  
Basal-2-6-14-22-30- 38 w 
• MRI: synovitis, edema, 

erosion 
W 22 and 52 
• DAS28- CRP  
• ACR20/50/70 
• HAQ 

 
- Safety: Serious AE 

2 

10 Goekoop-
Ruiterman_2005 
[25] 

- BeSt study (1st yr) 
- csDMARD monotherapy sequential vs combined therapy 

sequential vs combination with prednisone vs combination 
with IFX  

- Population (n=508): 126 vs 121 vs 133 vs 128 
• Age (yr): (54±13) vs (54±13) vs (55±14) vs (54±14) 
• Woman n (%): 86 (68%) vs 86 (71%) vs 86 (65%) vs 85 (66%) 

1. csDMARD monotherapy sequential 
• MTX (15 mg/w and↑ 25-30 mg/w if 

DAS44>2.4). Low response (DAS44>2.4): 
SSZ, LFN, MTX+IFX combination 
sequential. Therapeutic failure: change to 
MTX+IFX; MTX+CSA+prednisone 

2. Combination with prednisone   

- Efficacy 12 m (every 3 m) 
• D-HAQ 
• Radiographic 

progression: SHS, 
erosions, joint space 
narrowing  

 

3 
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• Disease duration (w): [23 (14–54)] vs [26 (14–56)] vs [23 
(15–53)] vs [23 (13–46)] 

• RF+: 84 (67%) vs 77 (64%) vs 86 (65%) vs 82 (64%) 
• DAS44: (4.5±0.9) vs (4.5±0.8) vs (4.4±0.9) vs (4.3±0.9) 
• D-HAQ (0-3): (1.4±0.7) vs (1.4±0.6) vs (1.4±0.7) vs (1.4±0.7) 
• SHS (0-448): [3.5(1.5-9.5)] vs [5.0(1.5-8.1)] vs [3.5(1.5-8.5)] vs 

[4.0(1.5-8.5)] 
• Erosion (0-280): 4.1±6.2 vs 3.5±4.3 vs 3.3±4.3 vs 3.9± 5.8 
• Joint space narrowing (0-168): 3.2±4.9 vs 2.8±3.2 vs 2.6±3.2 

vs 3.1±5.2 
• Radiographic erosions hands and feet n (%): 89(72%) vs 

82(70%) vs 93(71%) vs 93(73%) 

• MTX (7.5 mg/w), SSZ (2000 mg/d) and 
prednisone (60 mg/d)  

• No response: MTX ↑ 25-30 mg/w; addition 
CSA and prednisone, IFX, LFN, MP, AZA 

3.  Combination with IFX 
• MTX (25-30 mg/w)+IFX (3 mg/kg; w 0-2-6 

and then every 8 w)  
• At 3 m ↑ IFX to 6 mg/kg/ 8 w if DAS44 >2.4   

- Safety: AE and serious AE  

11 Goekoop-
Ruiterman_2007 
[26] 

- BeSt study (2nd yr) 
- Population (n=508): 126 vs 121 vs 133 vs 128 
• Age (yr): (54±13) vs (54±13) vs (55±14) vs (54±14) 
• Woman n (%): 86 (68%) vs 86 (71%) vs 86 (65%) vs 85 (66%) 
• Disease duration (w): [23 (14–54)] vs [26 (14–56)] vs [23 

(15–53)] vs [23 (13–46)] 
• RF+: 84 (67%) vs 77 (64%) vs 86 (65%) vs 82 (64%) 
• DAS44: (4.5±0.9) vs (4.5±0.8) vs (4.4±0.9) vs (4.3±0.9) 
• D-HAQ (0-3): (1.4±0.7) vs (1.4±0.6) vs (1.4±0.7) vs (1.4±0.7) 
• SHS (0-448): [3.5(1.5-9.5)] vs [5.0(1.5-8.1)] vs [3.5(1.5-8.5)] vs 

[4.0(1.5-8.5)] 
• Erosion (0-280): 4.1±6.2 vs 3.5±4.3 vs 3.3±4.3 vs 3.9± 5.8 
• Joint space narrowing (0-168): 3.2±4.9 vs 2.8±3.2 vs 2.6±3.2 

vs 3.1±5.2 
• Radiographic erosions hands and feet n (%): 89(72%) vs 

82(70%) vs 93(71%) vs 93(73%) 

4. csDMARD monotherapy sequential 
• MTX (15 mg/w and↑ 25-30 mg/w if 

DAS44>2.4). Low response (DAS44>2.4): 
SSZ, LFN, MTX+IFX combination 
sequential. Therapeutic failure: change to 
MTX+IFX; MTX+CSA+prednisone 

5. Combination with prednisone   
• MTX (7.5 mg/w), SSZ (2000 mg/d) and 

prednisone (60 mg/d)  
• No response: MTX ↑ 25-30 mg/w; addition 

CSA and prednisone, IFX, LFN, MP, AZA 
6.  Combination with IFX 
• MTX (25-30 mg/w)+IFX (3 mg/kg; w 0-2-6 

and then every 8 w)  
At 3 m ↑ IFX to 6 mg/kg/ 8 w if DAS44 >2.4   

- Efficacy: 
• D-HAQ 
• Radiographic 

progression: SHS, 
erosions, joint space 
narrowing  

 
- Safety: AE and serious AE  

3 

12 Goekoop-
Ruiterman_2008 
[27] 

Best study (1st yr), see Goekoop-Ruiterman_2005 See Goekoop-Ruiterman_2005 See Goekoop-
Ruiterman_2005 

3 

13 Markusse_2016 
[28] 

Best study (10 yr), see Goekoop-Ruiterman_2005 See Goekoop-Ruiterman_2005 See Goekoop-
Ruiterman_2005 

3 
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14 Nam_2014 [29] - IDEA study: IFX+MTX vs MP-IV+MTX 
 
- Population (n=112) 
• Age (yr): 52.9±12.8 vs 53.7±13.0 
• Woman n (%): 41(71.9%) vs 36 (65.5%)  
• Disease duration (m): [1.2 (0.7. 2.1)] vs [1.2 (0.7. 1.7)] 
• CRP (mg/ml): [18 (10. 51)] vs [16 (7.61)] 
• DAS44: 3.56±0.98 vs 4.05±1.04 
• RF+ n (%): 34 (60.7%) vs 27 (49.1%) 
• HAQ-DI: 1.339±0.539 vs 1.426±0.527 
• Erosions: 3.51±8.73 vs 1.36±2.91  
• Joint space narrowing: 5.72±9.93 vs 4.69±8.38  
• mTSS: 9.23±18.31 vs 6.05±10.83 

- MTX+IFX (3 mg/kg) to w 26: 
• DAS44≤2.4: same treatment 
• DAS>2.4: ↑ IFX doses and then change 

csDMARD 
 
- MTX+MP-IV (250 mg) then PBO 
• DAS44≤2.4: same treatment 
• DAS>2.4: csDMARD escalation 

 
 
 

- Efficacy: 
Radiographic progression 
• ∆ mTSS (w 50) 
• ∆ Erosions 
• ∆ Joint space narrowing 
 
Remission 
• DAS44<1.6 
• During 6 m 
 
PROs 
• HAQ-DI y RAQoL  
 
- Safety: AE and serious AE 

4 

15 Quinn_2005 [30] IFX+MTX vs PBO+MTX  
 
- Population (n=20) 
• Age (yr): 51.3±9.5 vs 53.1±13.7 
• Disease duration (m): 7.4±4.6 vs 6±3.7 
• RF+: 70% vs 60% 
• CRP (mg/l): 47±27.9 vs 37±38.8 
• HAQ: [1.3 (0.875)] vs [1.3 (0.97)] 

- IFX (3 mg/kg): 0, 2, 6 and every 8 w up to w 
46 
 
-MTX (7.5 mg/w) + folic acid (5 mg 2/w) and 
↑ gradual dose escalation  

Efficacy 14 and 52 w:  
• MRI: synovitis, edema, 

erosion 
• Radiographic 

progression: SHS 
• DAS28  
• ACR20/50/70 response 
• HAQ and RAQoL 

3 

# TOCILIZUMAB 
16 Bijlsma_2016 

[31] 
U-Act-Early study: TCZ+MTX (n=106) vs TCZ (n=103) vs 
MTX (n=108). 
 
- Population (n=317):  
• Woman: 61% vs 76% vs 64% 
• Age (yr) [53.0 (46-60)] vs [55 (47-63)] vs [53.5 (44.5-62)] 
• RF+: 75% vs 75% vs 86% 
• Disease duration (d): [24.5 (16-45.5)] vs [25.5 (18-45)] vs [27 

(15-46)] 
• DAS28 median: 5.2 (1.1) vs 5.3 (1.1) vs 5.1 (1.2) 
• TJC44 median: 10 (7-17) vs 11 (7-18). vs 10 (5.5-17) 

• TCZ: 8 mg/kg/4 w iv (maximum 800 
mg/doses) 

• MTX: 10 mg/w oral + folic acid and ↑ 5 
mg/4 w up to 30 mg/w 

 
- If no remission with maximum MTX dose: 
addition HCQ 200 mg 2/d during 3 m 

- Efficacy 2 yr 
Remission: 
• DAS28<2.6 and SJC≤4 
• Maintained at least 24 w 
 
• EULAR response  
• ACR20/50/70/90 
• HAQ 
• Radiographic 

progression 
 

4 
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• SJC44 median: 9 (6-15) vs 11 (7-18) vs 10 (5.5-17) 
• ESR (mm/h): 23.5 vs 27.0 vs 25.0 
• CRP (mg/l): 8.0 vs 9.0 vs 9.6 

17 Verhoeven_2020 
[32] 

U-Act-Early study (3rd yr) 
n=226 (71% of initial study) 
 
TCZ+MTX (n=75) vs TCZ (n=79) vs MTX (72) 
• Woman: 63% vs 77% vs 67% 
• RF+: 71% vs 71% vs 82% 
• Age: 53.8±11.2 vs 55.5±11.6 vs 53.7±12.9 
• Disease duration (d): [27 (18-43)] vs [25 (19-43)] vs [28 (16-

46)] 
• DAS28: 5.1±1.1 vs 5.3±1.1 vs 5.0±1.2 
• HAQ: [1.3 (0.6-1.6)] vs [1.3 (0.9-1.8)] vs [1.0 (0.5-1.4)] 

Treatment during 2 yr:   
• TCZ: 8 mg/kg/4 w iv (maximum 800 

mg/doses) 
• MTX: 10 mg/w oral + folic acid and ↑ 5 

mg/4 w up to 30 mg/w 

 
If maintained remission MTX dose reduction 
until interruption, then TCZ dose reduction 
until interruption 
 

- Efficacy 3 yr 
 
• DAS28<2.6 and SJC≤4 
• EULAR response  
• ACR20/50/70/90 
• HAQ 
• Radiographic 

progression 

4 

Abbreviations: ABT=abatacept; ACR=American College Rheumatology; ADA=adalimumab; CDAI=Clinical Disease Activity Index; HAQ=health assessment questionnaire; D-HAQ=Dutch version of 
HAQ; mTSS= van der Heijde modified total Sharpe score; MP= metilprednisolone; RAQoL=Rheumatoid Arthritis Quality of Life Scale; SDAI=Simplified Disease Activity Index; SHS= Sharp-van der 
Heijde index; SFZ=sulphasalazine; TCZ=Tocilizumab; TJC=tender joint count; SJC=tender joint count; m=month; yr=year; d=day; AE=adverse event; sc=subcutaneous; iv=intravenous; ESR=erythrocyte 
sedimentation rate; VAS visual analogic scale; CRP=C reactive protein; MRI= magnetic resonance imaging. 
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Tabla S4. Main results of included studies. 

Study Efficacy  Safety Main conclusion 
ADALIMUMAB  
Detert 
2013 [16] 

ADA/MTX vs PBO/MTX: W 48 
• DAS28: 3.2±1.4 vs 3.4±1.6; p= 0.41 
• TJC (0–28): 3.4±5.1 5 vs 5.0±6.5; p= 0.080 
• SJC (0-28): 1.5±2.4 vs 2.9±4.3; p=0.011 
• ESR (mm): 19.5±15.0 vs 18.6±15.3; p=0.37 
• Remission DAS28: 42.4% vs 36.8%; p=0.47 
• Response: 
o ACR20 (%):66.0 vs 74.9; p=0.21 
o ACR50 (%):52.6 vs 51.4; p=0.88 
o ACR70 (%): 40.5 vs 34.0; p=0.40 

• HAQ-DI (1-3): 0.61±0.6 vs 0.66±0.6; p=0.40 

ADA/MTX (n=87) vs PBO/MTX (n=85) 
Serious AE: 12 (13.7%) vs 22 (19.5%)  
Total serious infections 3 vs 4 
Total cardiac events: 1 vs 3 
Total psychiatric events 0 vs 1 
Reactive depression 1 vs 0 
Cancer 0 vs 3 
Total gastrointestinal events 1 vs 0 
Total vascular events 1 vs 1 
Total autoimmune events 1 vs 0 
 

A greater reduction in radiographic 
progression after initial combination 
therapy with ADA and MTX was seen at 
week 48, even after discontinuation of 
ADA treatment at week 24. This 
sustained effect was not found at the 
primary endpoint (DAS28 reduction). 

Soubrier 
2009 [17] 

MTX vs MTX+ADA 
Low disease activity (DAS) (n): 7 vs 11 (p=0.28) 
Time to low disease activity: 19.6 (16.9-26.0) vs 12.0 (8.3-12.6) w; p=0.017 
Nº of visits with low disease activity: 10.4 (7.6-13.3) vs 13.4 (10.6-16.2); p=0.11  
 
W 12: MTX+ADA vs MTX 
• Improvement in morning stiffness: p=0.028 
• Improvement VAS physician: p=0.0017 
• No differences in pain (p=0.19), fatigue (p=0.20), ESR (p=0.12) 
 
W 12: MTX vs MTX+ADA: 
• ACR20: 50% vs 84%; p<0.05 
• ACR50: 27% vs 66%; p<0.05 
• ACR70: 19% vs 44%; p<0.05 
• EULAR (good response: DAS <3.2 y ↓punt basal >1.2): 25% vs 63.6%; p=0.0014 
• EULAR (low activity: DAS<3.2): 25% vs 63.6%; p=0.0014 
• EULAR (remission DAS<2.6): 12.5 vs 36.4; p=0.0223 
 

MTX+ADA vs MTX 
 
Cancers: 2 vs 0 
Serious AE 3 vs 0 
Hospitalizations 5 vs 0 
 

Initial combination of MTX and ADA and 
then an adjusted based on the disease 
activity status achieved a faster control of 
disease activity but did not increase the 
number of patients for whom anti-TNF-_ 
treatment was not needed after 12 weeks 
nor a better subsequent clinical or 
radiological outcome than a 3-month 
delayed initiation of anti-TNF in patients 
with still active disease despite MTX. 
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W 52 MTX vs MTX+ADA: 
• ACR20: 81% vs 85%; p>0.05 
• ACR50: 68% vs 67%; p>0.05  
• ACR70: 42 vs 58%; p>0.05 
• EULAR (good response: DAS <3.2 y ↓punt basal >1.2): 65.6% vs 63.6%; p=0.98 
• EULAR (low activity: DAS<3.2): 65.6% vs 63.6%; p=0.98 
• EULAR (remission DAS<2.6): 59.4% vs 39.4%; p=0.15 
 
HAQ: MTX vs MTX+ADA (95% CI) 
• W 12: -0.51; (-0.30.-0.72) vs -0.82 (-0.52. -1.11), p=0.26  
• W 52: -0.93 (-0.69. -1.17) vs -1.02 (-0.81. -1.24), p=0.79 
No differences in radiographic progression (p=0.18), SF-36 at 1 yr 

Hørslev-
Petersen 
2014 [18] 

ADA+MTX vs PBO+MTX 
Year 1 
• TJC (0–28): 0 (0–13) vs 0 (0–9); p=0.08 
• SJC (0–28): 0 (0–6) vs 0 (0–3); p=0.20 
• CRP (7–161):  7 (7–21) vs 7 (7–44); p=0.21 
• DAS28-CRP (1.7–8.7): 2.0 (1.7–5.2) vs 2.6 (1.7–4.7); p=0.009 
• CDAI (0–76): 1.9 (0–27.9) vs 3.9 (0.1–17.2); p=0.01 
• SDAI (0.7–82): 2.7 (0.7–30.4) vs 5.0 (0..8–20.2); p=0.006 
• DAS28-ESR<3.2: 80% vs 76. p=0.65 
 
Remission 
• DAS28-CRP<2.6: 74% vs 49%; p=0.0008 
• CDAI≤2.8: 61% vs 41%; p=0.008 
• SDAI<3.3: 57% vs 37%; p=0.007 
• ACR/EULAR 28: 48% vs 30%; p=0.014 
• ACR/EULAR 40: 47% vs 26%; p=0.005 
 
Response 
• ACR20 86% vs 78%; p=0.21 
• ACR50 80% vs 63%; p=0.020 
• ACR70 65% vs 45%; p=0.012 
 

- Adalimumab added to methotrexate and 
intra-articular triamcinolone as first-line 
treatment did not increase the proportion 
of patients who reached the 
DAS28CRP<3.2 treatment target, but 
improved DAS28CRP, remission rates, 
function and quality of life in DMARD-
naïve ERA. 
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Function and quality of life: ∆ 0-12 m 
• HAQ (0-3): -0.88 (-2.46; -0.13) vs -0.63 (-1.82; -0.38); p=0.012 
• SF12 physical (0-100): 13.2 (-2.3; 33.0) vs 10.6 (-11.2; -22.7); p=0.015 
• SF12 mental (0-100): 5.5 (-8.5; -20.1) vs 4.3 (-9.3; -27.4); p=0.83 
• EQ-5D (0-1): 0.22 (-0.05; -0.67) vs 0.20 (-0.06; -0.56); p=0.095 

    
CERTOLIZUMAB PEGOL  
Emery 
2017 [33] 
 

CZP+MTX vs PBO+MTX 
W 52:  

• Remission maintained (DAS28-ESR<2.6): 28.9% vs 15.0%; p<0.001 
• Low disease activity maintained (DAS≤3.2): 43.8% vs 28.6%; p<0.001 
• ACR50: 61.8% vs 52.6%; p=0.023 
• ∆ HAQ-DI: -1.00 vs -0.82; p<0.001 
• HAQ-DI≤0.5: 48.1% vs 35.7%; p=0.002 
• ∆ mTSS: 0.2 vs 1.8; p<0.001 
• DAS28-ESR<2.6: 42.6% vs 26.8%; p<0.001 
• ACR-EULAR remission: 32.4% vs 20.7%; p=1.8 
• CDAI≤2.8: 38.9% vs 26.3%; p=0.001 
• SDAI≤3.3: 38.9 vs 24.9; p<0.001 
 
ACR response: CZP+MTX vs PBO+MTX W 2; 12; 24; 52 
• ACR20: (51.9% vs 25.8%)*; (73.3% vs 69.5%); (70.8% vs 68.1%); (69.0% vs 61.5%) 
• ACR50: (18.5% vs 3.3%)*; (51.0% vs 40.8%)*; (56.5% vs 50.2%); (61.8% vs 

52.6%)* 
• ACR70: (6.1% vs 0.5%)*; (33.1% vs 19.7%)* (41.1% vs 29.1%)*; (51.3% vs 39.9%)* 
*p<0.05 
 
Significant ↓ disease activity from w 2 to 52 CZP+MTX vs PBO+MTX w 2, 12, 24 
and 52 
• DAS28-ESR: (5.1±1.3 vs 5.9±1.3); (3.9±1.4 vs 4.4 ±1.5); (3.5±1.5 vs 4.1±1.5); 

(3.1±1.6 vs 3.8±1.7) 
• CDAI: (23.7±12.9 vs 31.5±14.8); (13.3±12.0 vs 17.2±13.7); (10.8±11.3 vs 14.1±13.0); 

(8.7±11.6 vs 14.0±14.3) 

N (%)-incidence (IC95%): PBO+MTX vs 
CZP+MTZ 
Any EA (≥5%): 158 (72.8%)-195 (166.3-
228-7) vs 527 (79.7%)-250.8 (229273) 
Serious AE: 20 (9.2%)-10.7 (6.6-16.6) vs 
70 (10.6%)-12.1 (9.4-15.2) 
 

CZP+dose-optimised MTX treatment of 
DMARD-naïve early RA resulted in 
significantly more patients achieving 
sustained remission and sustained low 
disease activity, improved physical 
function and inhibited structural damage 
compared with PBO+dose-optimised 
MTX. 
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• SDAI: (24.4±13.1 vs 33.4±15.8); (14.1±12.6 vs 18.3±14.4); (11.5±12.0 vs 15.1±13.6); 
(9.4±12.4 vs 14.0±14.3) 

• SJC: (6.8±4.9 vs 9.0±6.0); (3.2±4.4 vs 5.1±5.4); (2.6±3.8 vs 3.9±4.6); (2.1±3.9 vs 
3.6±4.5) 

• ESR: (29 vs 41); (22 vs 30); (20 vs 30); (17 vs 21.5) 
• CRP: (2.17 vs 8.35); (2.33 vs 4.69); (2.05 vs 3.74); (2.07 vs 3.96) 

Hetland 
2020 [20] 

W 24 
 
Remission CDAI: 
% (IC 95%) 

 
 
Rate differences 
(%- IC95%) 
• ACR/EULAR  
• Remission 

DAS28  
• Remission SDAI  
W 12 
• Remission CDAI  
• ACR/EULAR  
• Remission 

DAS28 
• Remission SDAI  

CZP+MTX vs TC 
 

46.5% (39.9-53.1) 
 
 

3.9 (-5.5;10.3) 
3.6 (-5.7;12.9) 
2.6 (-6.6; 11.4) 
6.4 (-3;15.7) 

 
4.5 (-4.4;13.3) 
7.1 (-1.3;15.6) 
5.8 (-3.3;10.9) 
6.9 (-2;15.7) 

ABA+MTX vs TC 
 

52.0% (45.5-58.6) 
 
 

9.4 (0.1;18.7) 
4.6 (-4.6;13.9) 
4.5 (-4.2;13.2) 
8.9 (-0.3;18.2) 

 
2.6 (-6.1;11.4) 
7.2 (-1.2;15.7) 
2.2 (-6.9;11.3) 
3.6 (-5.2;12.3) 

TCZ+MTX vs TC 
 

42.1% (35.3-48.8) 
 
 

-0.6 (-0.1;8.9) 
-3.8 (-13.2;5.6) 
-0.7 (-0.8;8.4) 
1.4 (-8.1;10.9) 

 
4.6 (-4.4; 13.7) 

9.2 (0.5;18) 
14 (4.8;23.1) 

7.5 (-1.5;16.6) 

TC (n=197) vs CZP+MTX 
(n=202) vs ABT+MTX (n=204) 
vs TCL+MTX (n=184) 
 
N.º events (nº patients; % 
patients) 
• AE: 562 (170; 86.3) vs 530 

(167; 82.7) vs 527 (163; 79.9) 
• Serious: 13 (11; 5.6) vs 20 (17; 

8.4) vs 10 (10; 4.9) vs 10 (9; 
4.9) 

 
Special interest AE: 
• Infections: 93 (68; 34.5) vs 

103 (74; 36.6) vs 102 (70; 
34.3) vs 126 (84; 45.7) 

• Cardiovascular: 3 (3; 1.5) vs 
8 (7; 3.5) vs 10 (9; 4.4) vs 6 (6; 
3.3) 

• Diabetes: 2 (2; 1) vs - vs - vs - 
• Herpes zoster 3 (3; 1.5) vs 1 

(1; 0.5) vs – vs - 
• Cancer: - vs 1 (1; 0.5) vas 2 

(2; 1) s 3 (3; 1.6) 
• Osteoporosis: 1 (1; 0.5) vs 3 

(3; 1.5) vs – vs 1 (1; 0.5) 

All four treatments achieved high 
remission rates. Higher CDAI remission 
rate was observed for abatacept versus 
active conventional treatment, but not for 
certolizumab pegol or tocilizumab versus 
active conventional treatment. Other 
remission rates were similar across 
treatments. Non-inferiority analysis 
indicated that active conventional 
treatment was non-inferior to 
certolizumab pegol and tocilizumab, but 
not to abatacept. The results highlight the 
efficacy and safety of active conventional 
treatment based on methotrexate 
combined with corticosteroids, with 
nominally better results for abatacept, in 
treatment naive early rheumatoid 
arthritis 

Weinblatt_201
7 [21] 

W 104 CZP (standard dose) vs CPZ 
(optimization) vs CZP (stop) vs MTX 

The study failed to meet its primary 
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 CZP (standard dose) vs CPZ (optimization) vs CZP (stop); p value (standard-
stop), p value (optimization-stop) 
• Low activity: 48.8% vs 53.2% vs 39.2%; p=0.112 and p=0.041 
• Maintained remission 44% vs 43.4% vs 33.3%. p=0.274 and p=0.253  
• Radiographic progression: 9.7% vs 15.9% vs 18.9% 
• No progression (∆ SHS≤0.5): 79.2% vs 77.9% vs 70.3%) 
• Flares according to patients: 8.3% vs 2.4% vs 12.7% 
• HAQ-DI ≤0.5: 71.4% vs 70.6 % vs 57.0% 
 

responders vs CPZ at any time (n (%) 
/incidence) 
 
Any AE (≥5%): 53 (63.9) vs 81 (63.8) vs 
48 (59.3) vs 33 (50.0) vs 145 (65.0) /163.5 
Gastrointestinal: 5 (6.0) vs 6 (4.7) vs 8 
(9.9) vs 7 (10.6) vs 13 (5.8) /6.9 
Infections:  26 (31.3) vs 49 (38.6) vs 22 
(27.2) vs 10 (15.2) vs 82 (36.8) /57.8 
Neurologic: 6 (7.2) vs 7 (5.5) vs 1 (1.2) vs 
1 (1.5) vs 15 (6.7)/14.1 
Renal: 5 (6.0) vs 2 (1.6) vs 0 vs 1 (1.5) vs 
15 (6.7)/14.1 
Respiratory: 5 (6.0) vs 8 (6.3) vs 3 (3.7) 
vs 1 (1.5) vs 13 (5.8)/6.9 
Skin: 8 (9.6) vs 9 (7.1) vs 3(3.7) vs 2 (3.0) 
vs 17 (7.6)/8.6 
Cancer: 0 vs 3 (2.4) vs 2 (2.5) vs 0 vs 4 
(1.8)/1.7 
 
Serious AE: 4 (4.8) vs 9 (7.1) vs 6 (7.4) vs 
4 (6.1) vs 16 (7.2)/6.9 

end point. However, there were no 
clinically meaningful differences between 
the standard and reduced frequency 
doses of CZP plus MTX; both controlled 
RA more effectively than stopping CZP. 

ETANERCEPT  
Nam_2014 
[22] 

W 52: MTX+PBO vs MTX+ETN 
(value; OR (95% CI); p value) 
• No swollen or painful joints: 28.1% vs 

32.5%; 1.32 (0.56-3.09); NS 
• Remission ACR: 22.5% vs 26.7%; 1.24 

(0.49-3.12); p>0.05 
• Remission (SDAI≤3.3): 37.0% vs 47.5%; 

1.57 (0.68-3.61); p>0.05 
• DAS44-CRP: -1.32 vs -1.45; -0.11 (0.47-

0.26); NS 

W 72: MTX+PBO vs MTX+ETN 
(value; OR (95% CI); p value) 
• No swollen or painful joints: 

28.1% vs 24.6%; 0.94 (0.37-2.41); 
p>0.05 

• Remission ACR: 20.5% vs 20.9%; 
1.04 (0.37-2.89); p>0.05 

• Remission SDAI: 38.5% vs 39.5%; 
1.08 (0.45-2.59); p>0.05 

• DAS44-CRP: -1.33 vs -1.29; 0.05 (-
0.34-0.44); p>0.05 

MTX+PBO vs MTX+ETN 
 
Any AE n (%): 55 (100%) vs 53 (96.4%) 
Total number AE: 338 vs 358 
Nº AE/100 patient-year: 417.3 vs 451.6 
 
Severity of AE 
• Mild: 231/338 (68.3%) vs 236/358 

(65.9%) 
• Moderate: 104/338 (30.8%) vs 107/358 

(29.9%) 

Patients with early inflammatory 
arthritis, almost a third had no tender, 
swollen joints after 1 year. MTX+ETN 
was not superior to MTX monotherapy in 
achieving this outcome. Clinical 
responses, however, including DAS28-
CRP<2.6, were achieved earlier with 
MTX+ETN combination therapy. 
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• HAQ-DI: -0.31 vs -0.40; -0.09 (-0.29-
0.11); NS 

• SF-36 mental: 2.99 vs 0.97; 0.29 (-4.05-
4.64); NS 

• SF-36 physical: 6.39 vs 8.10; 2.17 (-4.17-
4.60); p>0.05 

• EQ5D-3L: 0.113 vs 0.128; 0.052 (-0.063-
1.166); p>0.05 

• Erosions: 0.37 vs 0.23; -0.13 (-0.44-0.18); 
p>0.05 

• Joint space narrowing: 0.54 vs 
0.68; -0.25 (-0.24-0.74); p>0.05 

• mTSS: 0.91 vs 0.90; 0.12 (-0.47-0.72); 
p>0.05 

• HAQ-DI: -0.37 vs -0.34; -0.04 
(-0.17-0.26); NS 

• SF-36 MCS: 2.94 vs 2.48; 1.42 
(-3.10-5.95); p>0.05 

• SF-36 PCS: 7.06 vs 6.50; -0.98 
(-4.77-2.80); p>0.05 

• EQ5D-3L: 0.151 vs 0.102; -0.029 (-
0.130-0.073); p>0.05 

• Erosions: 0.60 vs 0.50; -0.029 
(-0.130-0.073); p>0.05 

• Joint space narrowing: 0.99 vs 
0.87; -0.03 (-0.52- 0.46); p>0.05 

• Serious 3/338 (0.9%) vs 15/338 (4.2%) 
 
Total number serious AE: 3 vs 13 
 

INFLIXIMAB    
Bejarano_2010 
[23] 

8 yr: INF+MTX vs MTX+PBO  
 
• DAS-28: [2.7 (2.2-3.7)] vs [4.3 (3.3-5.3)]; p=0.02 
• CRP: [5 (5-11)] vs [6 (5-12)]; p=0.1 
• HAQ: [1.0 (0.1-1.8)] vs [1.5 (1.2-2.1)]; p=0.12 
• RAQoL: [3 (1-18)] vs [8 (5-27)]; p=0.1 
• Remission (DAS28≤2.6): 4 vs 0 
• Remission without treatment: 1 vs 0 

- A remission induction regime with an 
INF–MTX combination for 1 year in early 
RA can improve long-term clinical 
outcomes. Larger studies will be required 
to confirm the implications of these 
findings. 

Durez_2007 
[24] 

∆ basal-18 w and ∆ basal-52 w: Median (ICR) 
  
- Synovitis: MTX vs MP-IV vs IFX 
• ∆ basal-18 w: [-1(2)] vs [-3(10)] vs [-7(8)]; IFX vs MTX: p<0.05 
• ∆ basal-52 w: [-4.5(9)] vs [-8(13)] vs [-10.5(11)]; IFX vs MTX: p<0.05 
- Edema: MTX vs MP-IV vs IFX 
• ∆ basal-18 w: [-2(7)] vs [-2(6)] vs [-5.5(15)]; IFX vs MTX: p<0.05  
• ∆ basal-52 w: [-2(6)] vs [-2(5)] vs [-9(20)]; IFX vs MTX: p<0.05 
- Erosions: MTX vs MP-IV vs IFX 
• ∆ basal-18 w: [1(2)] vs [3(5)] vs [1(2)]  
• ∆ basal-52 w: [1(6)] vs [6(10)] vs [1(3)]; MP-IV vs MTX: p<0.05  

N=1 serious AE in MTX+IFX at w 30 
 

The combination of MTX and infliximab 
is superior to MTX alone for reducing 
MRI-detected signs of synovitis and bone 
edema in patients with early RA. 
Progression of MRI-detected erosion was 
greater in patients treated with MTX plus 
IV MP compared with that in patients 
who received MTX plus infliximab. 
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∆ DAS-28-CRP MTX vs MTX+MPIV vs MTX+IFX (w 52) 
↓4.85±0.96 to 3.26±1.32 (p=0.005) vs ↓5.39±1.22 to 2.77±1.09 (p<0.0001) vs 
↓5.57±1.03 to 2.79±0.77 (p<0.0001) 
 
ACR20/50/70 response:  
W 22: MP-IV and IFX vs MTX: p<0.005  
W 52: no differences 
 
Remission EULAR (w 52): MP-IV (70%) vs MTX (40%); p<0.05 

Goekoop-
Ruiterman_20
05 [25] 

Monotherapy sequential vs combination sequential vs combination with 
prednisone vs combination with IFX  
 
- D-HAQ 
• Basal: (1.4±0.7) vs (1.4± 0.6) vs (1.4 ±0.7) vs (1.4± 0.7); p>0.05 
• M 3: (1.0± 0.7) vs (1.0± 0.6) vs (0.6± 0.6) vs (0.6±0.6); p<0.001 group 1 and 2 vs 3 

and 4 
• M 6: (0.9± 0.7) vs (0.9± 0.7) vs (0.5± 0.5) vs (0.5± 0.5); p<0.001 group 1 and 2 vs 3 

and 4 
• M 9: (0.8± 0.7) vs (0.8± 0.7) vs (0.6± 0.6) vs (0.5± 0.6); p=0.001 group 1 and 2 vs 3 

and 4 
• M 12: (0.7±0.7) vs (0.7± 0.6) vs (0.5± 0.5) vs (0.5±0.5); p=0.009 group 1 and 2 vs 3 

and 4 
 
- Radiographic progression: 
• SHS total (0–448): (7.1±15.4) vs (4.3±6.5) vs (2.0±3.6) vs (1.3±4.0); p<0. group 1 

and 2 vs 3 and 4 
• Erosions (0–280): (3.5± 8.2) vs (2.6±4.7) vs (0.9±1.9) vs (0.7± 2.1); p<0.001 group 1 

and 2 vs 3 and 4 
• Joint space narrowing (0–168): (3.6±8.4) vs (1.6±2.9) vs (1.0±2.4) vs (0.6±2.6); 

p<0.001 group 1 and 2 vs 3 and 4 

Monotherapy sequential vs 
combination sequential vs combination 
with prednisone vs combination with 
IFX  
 
AE≥1: 54 (43%) vs 57(43%) vs 49 (37%) 
vs 50 (39%); p=0.367 
• Gastrointestinal: 20 (16%) vs 18 (15%) 

vs 11 (8%) vs 14 (11%) 
• Skin: 12 (10%) vs 15 (12%) vs 12 (9%) 

vs 8 (6%) 
• Respiratory infections: 5(4%) vs 8(7%) 

vs 10 (8%) vs 10 (8%) 
• Cardiovascular: 3 (2%) vs 2 (2%) vs 8 

(6%) vs 2 (2%) 
• TBC (latent): 9 pacientes group 4 
 
Serious AE: 8 vs 9 vs 17 vs 6; p=0.438 

In patients with early RA, initial 
combination therapy including either 
prednisone or infliximab resulted in 
earlier functional improvement and 
less radiographic damage after 1 year 
than did sequential monotherapy or step-
up combination therapy. 

Goekoop-
Ruiterman_20
07 [26] 

Best Study: 2nd year  
Monotherapy sequential vs combination sequential vs combination with 
prednisone vs combination with IFX  

Best Study: 2nd year  
Monotherapy sequential vs 
combination sequential vs combination 

Currently available antirheumatic drugs 
can be highly effective in patients with 
early rheumatoid arthritis in a setting of 
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- HAQ (∆ from baseline):  
• M 3: (0.4±0.6) vs (0.3±0.6) vs (0.8±0.7) vs (0.7±0.6); p<0.001 
• M 6: (0.5±0.7) vs (0.5±0.7) vs (0.9±0.7) vs (0.8±0.6); p<0.001 
• M 9: (0.6±0.7) vs (0.6±0.7) vs (0.8±0.7) vs (0.8±0.6); p= 0.010 
• M 12: (0.7±0.7) vs (0.7±0.7) vs (0.9±0.7) vs (0.9±0.7); p= 0.031‡ 
• M 15: (0.7±0.7) vs (0.8±0.7) vs (0.7±0.8) vs (0.9±0.7); p=0.299 
• M 18: (0.7±0.7) vs (0.8±0.7) vs (0.8±0.8) vs (0.9±0.7); p=0.255 
• M 21: (0.7±0.7) vs (0.8±0.7) vs (0.8±0.7) vs (0.9±0.7); p=0.220 
• M 24: (0.7±0.7) vs (0.8±0.7) vs (0.9±0.7) vs (0.9±0.7); p=0.257 
 
- Radiographic progression (∆ from baseline): 
• SHS total: (9.0±17.9) vs (5.2±8.1) vs (2.6±4.5) vs (2.5±4.6); p=0.005 
• Erosions: (7±9.0) vs (3.1±5.0) vs (1.1±2.2) vs (1.3±2.7); p<0.001 
• Joint space narrowing: (4.3±9.8) vs (2.1±3.8) vs (1.5±3.2) vs (1.2±2.9); p= 0.072 
 
- Disease activity (≤2.4 m 6 and 24): 22% vs 21% vs 28% vs 40% 

with prednisone vs combination with 
IFX  
 
Any AE 
• Gastrointestinal: 14 (12%) vs 11 (9%) 

vs 12 (9%) vs 15 (12%) 
• Skin: 12 (10%) vs 10 (8%) vs 15 (11%) 

vs 7 (6%)  
• Infections: 10 (8%) vs 10 (8%) vs 10 

(8%) vs 13 (10%) 
• Cardiovascular: 5 (4%) vs 5 (4%) vs 9 

(7%) vs 8 (6%) 
 
 
Serious AE 
• 1st year: 8 vs 9 vs 17 vs 6 patients  
• 2nd year (n=56): 16 (13 patients] vs 10 

(10 patients) vs 17 (11 patients) vs 13 
(8 patients)] 

 

tight disease control. Initial combination 
therapies seem to provide earlier clinical 
improvement and less progression of 
joint damage, but all treatment strategies 
eventually showed similar clinical 
improvements. In addition, combination 
therapy can be withdrawn successfully 
and less treatment adjustments are 
needed than with initial monotherapies. 

Goekoop-
Ruiterman_20
08 [27] 

Best Study: 2nd year  
Monotherapy sequential vs combination sequential vs combination with 
prednisone vs combination with IFX  
- DAS44≤2.4: 63 (53%) vs 72 (64%) vs 87 (71%) vs 89 (74%); (p=0.004 group 1 vs 3; 

p=0.01 group 1 vs 4; rest p>0.05) 
 
- D-HAQ 
• Basal: (1.4±0.7) vs (1.4±0.6) vs (1.4±0.7) vs (1.4±0.7); p=NS 
• M 2: (1.0±0.7) vs (1.0±0.6) vs (0.6±0.6) vs (0.6±0.6); p<0.001 
• M 6: (0.9±0.7) vs (0.9±0.7) vs (0.5±0.5) vs (0.5±0.5); p<0.001 
• M 9: (0.8±0.7) vs (0.8±0.7) vs (0.6±0.6) vs (0.5±0.6); p=0.001 
• M 12: (0.7±0.7) vs (0.7±0.6) vs (0.5±0.5) vs (0.5±0.5); p=0.009 
 
- Radiographic progression: SHS 

Best Study: 2nd year  
Monotherapy sequential vs 
combination sequential vs combination 
with prednisone vs combination with 
IFX  
 
• EA ≥1: 43% vs 47% vs 37% vs 39%; 

p=0.367 
 
EA more prevalent:  
• GastrointestinaI: 16% vs 15% vs 8% 

vs 11% 
• Skin: 10% vs 12% vs 9% vs 6% 
• Infections: 4% vs 7% vs 8% vs 8% 

In patients with early RA, initial 
combination therapy including either 
prednisone or infliximab resulted in 
earlier functional improvement and less 
radiographic damage after 1 year than 
did sequential monotherapy or step-up 
combination therapy. 
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• No progression (total): 67% vs73% vs 87% vs 93%; p<0.001(group 1 vs 3-4); 
p=0.010 (2 vs 3); p<0.001 (2 vs 4) 

• Erosions (0–280): (3.5± 8.2) vs (2.6±4.7) vs (0.9±1.9) vs (0.7± 2.1); p<0.001 
• Joint space narrowing (0–168): (3.6±8.4) vs (1.6±2.9) vs (1.0±2.4) vs (0.6±2.6); 

p<0.001 

• Cardiovascular: 2% vs 2% vs 6% vs 
2% 

• No TBC 
 
Serious AE: 8. 9. 17 y 6 (p=0.438) 

Markusse_201
6 [28] 

Best Study: 10 year  
Monotherapy sequential vs combination sequential vs combination with 
prednisone vs combination with IFX  
 
- DAS44≤2.4: 84% vs 77% vs 83% vs 84%; p=0.72 
- Remission: 51% vs 49% vs 53% vs 53%. p=0.94    
- Remission without treatment at least 1 visit: 27% vs 24% vs 22% vs 29%  

• Radiographic progression: ∆ SHS [2.0 (0-11.0)] vs [2.5 (0-13.5)] vs [3.0 (0.3-
11.3)] vs [1.5 (0.0-6.0)] 

 
-Year 10: Patients with initial treatment n (%): 21 (17%) vs 13 (11%) vs 33 (25%) vs 
52 (41%) 
 

Best Study: 2nd year  
Monotherapy sequential vs 
combination sequential vs combination 
with prednisone vs combination with 
IFX  
 
AE: 3109 in 453 patients (89%) during 
10 yr:  
• Incidence: 74/100 patient-year  
• No differences by group (p=0.159) 
• Most frequent infections withoud 

differences among groups (p=0.158) 
• Group 3: > frequency of 

cardiovascular AE 
 
Serious AE: 486 in 240 patients (47%) 
• Incidence: 12/100 patient-year 
• No differences by group (p=0.47) 

In patients with early RA, initial 
(temporary) combination therapy results 
in faster clinical improvement and 
targeted treatment determines long-term 
outcomes. Drug-free remission, with 
prevention of functional deterioration 
and clinically relevant radiographic 
damage, and normalized survival are 
realistic outcomes 

Nam_2014 
[29] 

MP-IV vs IFX 
- Radiographic progression (w 50) 
• ∆ mTSS: 2.81±6.88 vs 1.20±2.27; p=0.132 
• ∆ erosion: 11.28±3.26 vs 0.49±1.21; p=0.224 
• ∆ Joint space narrowing: 1.53±3.95 vs 0.71±1.31; p=0.141  
 
- Radiographic progression (w 78) 
• ∆ mTSS: 3.19±7.75 vs 1.69±3.28; p=0.253 
• ∆ erosion: 1.32±3.46 vs 0.75±2.03; p=0.564 
• ∆ Joint space narrowing: 1.87±4.58 vs 0.94±1.69; p=0.178 
 

MP-IV vs IFX:  
 
Patients with any AE: 54 (97.4%) vs 54 
(98.2%) 
Total number of any AE: 372 vs 369 
 
AE severity 
• Mild: 230/372 (61.8%) vs 226/369 

(73.2%)  
• Moderate: 133/372 (35.8%) vs 122/369 

(33.1%)  

In DMARD-naive early RA patients, 
initial therapy with MTX+high-dose 
intravenous steroid resulted in good 
disease control with little structural 
damage. MTX +IFX was not statistically 
superior to MTX+intravenous steroid 
when combined with a treat-to-target 
approach 
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Remission: %; OR (95% CI); p value 
- W 6 
• Remission (DAS44): 7.1% vs 18.3%; 5.02 (1.30-19.33); p=0.019 
• Low disease activity (DAS44): 30.4% vs 46.0%; 3.75 (1.46-9.62); p=0.006 
• Remission (DAS28): 7.5% vs 22.3%; 6.16 (1.61-23.54); p=0.008 
• Low disease activity (DAS28): 23.9% vs 33.5%; 2.63 (1.00-6.93); p=0.051 
• Remission (SDAI): 3.6% vs 4.4%; 1.54 (0.21-11.48); p=0.674 
 
- W 14 
• Remission (DAS44): 31.0% vs 34.8%; 1.89 (0.78-4.62); p=0.161 
• Low disease activity (DAS44): 61.4% vs 66.8%; 3.44 (1.21-9.76); p=0.020 
• Remission (DAS28): 40.0% vs 42.3%; 1.68 (0.70-4.05); p=0.250 
• Low disease activity (DAS28): 54.1% vs 55.4%; 1.61(0.67-3.83); p=0.285 
• Remission (SDAI): 16.7% vs 24.5%; 2.04 (0.70-5.92); p=0.191 
 
- W 26 
• Remission (DAS44): 40.0% vs 31.6%; 0.82 (0.36-1.88); p=0.644 
• Low disease activity (DAS44): 68.4% vs 65.9%; 1.48 (0.57-3.84); p=422 
• Remission (DAS28): 50.8% vs 40.6%; 0.76 (0.34-1.70); p=0.510 
• Low disease activity (DAS28): 66.6% vs 64.6%; 1.32 (0.54-3.27); p=0.545 
• Remission (SDAI): 24.1% vs 29.6%; 1.55 (0.63-3.79); p=0.340 
• Remission (ACR-EULAR): 19.3% vs 14.5%; 0.75 (0.27-2.08); p=0.587 
• ACR20: 75.2% vs 71.0%; 0.81 (0.35-1.89); p=0.626 
• ACR50: 55.1% vs 54.0%; 0.95 (0.45-2.03); p=0.898 
• ACR75: 31.8% vs 32.7%; 1.04(0.46-2.33); p=0.927 
• ∆ HAQ-DI (mean difference): -0.61±0.47 vs -0.70±0.56; -0.05 (-0.23. 0.13); 

p=0.568 
 
- W 50 
• Remission (DAS44): 36.1% vs 48.5%; 2.13 (0.91-5.00); p=0.082 
• Low disease activity (DAS44): 70.6% vs 70.4%; 1.26 (0.51-3.12); p=0.617 
• Remission (DAS28): 49.6% vs 55.7%; 1.71(0.73-3.99); p=0.218 
• Low disease activity (DAS28): 63.4% vs 68.7%; 1.68 (0.68-4.19); p=0.264 
• Remission (SDAI): 27.2% vs 45.3%; 2.98 (1.18-7.56); p=0.021 
• Remission (ACR-EULAR): 19.4% vs 16.5%; 0.84(0.31-2.25); p=0.729 

• Serious 9/372 (2.4%) vs 21/369 (5.7%) 
 
Number of serious AE: 9 vs 20 
• TBC n=1 with IFX 
• Herpes zoster n=1 with MP-IV 
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- W 78 
• Remission (DAS44): 50.0% vs 47.7%; 1.12 (0.47-2.68); p=0.795 
• ACR50: 80.4% vs 72.7%; 0.92 (0.29-2.93); p=0.888 
• Low disease activity (DAS44): 80.4% vs 72.7%; 0.92 (0.29-2.93); p=0.888 
• Remission (DAS28): 65.3% vs 54.3%; 0.74 (0.31-1.76); p=0.4888 
• Low disease activity (DAS28): 76.4% vs 63.3%; 0.60 (0.23-1.53); p=0.282 
• Remission (SDAI): 49.4% vs 37.6%; 0.73 (0.30-1.76); p=0.480 
• Remission (ACR-EULAR): 15.9% vs 15.7%; 1.04 (0.35-3.08); p=0.950 
• ACR20: 71.1% vs 70.7%; 0.98 (0.39-2.46); p=0.973 
• ACR50: 63.4% vs 64.3%; 1.03 (0.43-2.48); p=0.953 
• ACR75: 50.1% vs 46.2%; 0.84(0.37-1.88); p=0.669 
• ∆ HAQ-DI (mean difference): -0.79±0.54 vs -0.85±0.60; - 0.03(-0.26-0.21); p=0.826 
• ∆ RAQoL (mean difference): -7.96±6.32 vs -9.71±7.08; - 0.62 (-0.34-2.09); p=0.650 

Quinn_2005 
[30] 

IFX+MTX vs PBO+MTX 
 
- Remission (ACR): 7 patients vs 2 patients (w 104); Time (median) in remission: 

26 w vs 0 w (p<0.05) 
 

- Activity:  
• CRP: ↓ favoring IFX up to w 54 (p<0.05) 
• ↓ DAS28 (p<0.005) in IFX vs PBO in w 14, 54 and 104 
 
- MRI (median) 
• Synovitis: (↓5.5 to 3.4) vs (↓6.2 to 5.9); p<0.05 (w 14) and values 3.8 vs 6.6; 

p<0.05 (w 54) 
• Edema: better with IFX (p<0.05) in w 4, 14 and 54  
• Erosions: ↓ significant with IFX+MTX in w 24 (p=0.012) 
 
- SHS): no differences (10 vs 12) at m 24  
 
- ACR response 
W 14 
• ACR20: 60% vs 20% p<0.05 

- Remission induction with infliximab 
plus MTX provided a significant 
reduction in MRI evidence of synovitis 
and erosions at 1 year. At 2 years, 
functional and quality of life benefits 
were sustained, despite withdrawal of 
infliximab therapy. These data may have 
significant implications for the optimal 
use of expensive biologic therapies 
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• ACR50: 60% vs 0%; p<0.05 
• ACR70: 60% vs 0%; p<0.05 
W 54 
• ACR20: 80% vs 60% 
• ACR50: 80% vs 40%; p<0.05 
• ACR70: 70% vs 30%; p<0.05 
W 104 
• ACR20: 70% vs 50%; NS 
• ACR50: 70% vs 50%; NS 
• ACR70: 50% vs 50%; NS 
 
- Function and quality of life 
• HAQ: Improvement (p<0.005) favoring IFX in w 14, 54 and 104  
• RAQoL: Improvement (p<0.005) favoring IFX in w 14, 54 and 104  

TOCILIZUMAB  
TCZ 
Bijlsma_2016 
[31] 

TCZ+MTX vs TCZ vs MTX 
 
Remission maintained (DAS28) 
Initial treatment: 86% vs 83% vs 44%; TCZ+MTX vs MTX p<0.0001; TCZ vs MTX 
p<0.0001; TCZ+MTX vs TCZ p=0.062 
All the study 86% vs 88% vs 77%; TCZ+MTX vs MTX p=0.06; TCZ vs MTX 
p=0.035; TCZ+MTX vs TCZ p=0.059 
 
EULAR response 
W 24:  
• Good 89% vs 87% vs 49%: TCZ+MTX vs MTX: p<0.0001; TCZ vs MTX: 

p<0.0001. TCZ+MTX vs TCZ: p=0.43 
• Moderate: 5% vs 11% vs 32%: TCZ+MTX vs MTX: p<0.0001; TCZ vs MTX: 

p<0.0001. TCZ+MTX vs TCZ: p=0.43 
 
W 52:  
• Good 75% vs 88% vs 72%: TCZ+MTX vs MTX: p=0.26; TCZ vs MTX: p=0.0074; 

TCZ+MTX vs TCZ: p=0.06 

TCZ+MTX vs TCZ vs MTX 
 
• Any EA: 105 (99.1%) vs 99 (96.1%) vs 

106 (98.1%). p=0.32 
• Serious AE: 17 (16.0%) vs 19 (18.4%) 

vs 13 (12.0%). p=0.44 
• Serious infections: 4 (3.8%) vs 6 

(5.8%) vs 5 (4.6%). p=0.76 
 

For patients with newly diagnosed 
rheumatoid arthritis, strategies aimed at 
sustained remission by immediate 
initiation of tocilizumab with or without 
methotrexate are more effective, and with 
a similar safety profile, compared with 
initiation of methotrexate in line with 
current standards. 
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• Moderate 6% vs 4% vs 7%: TCZ+MTX vs MTX: p=0.26; TCZ vs MTX: p=0.0074; 
TCZ+MTX vs TCZ: p=0.06 

 
W 104: 
• Good 66% vs 76% vs 68%: TCZ+MTX vs MTX: p=0.87; TCZ vs MTX: p=0.13; 

TCZ+MTX vs TCZ: p=0.10 
• Moderate 8% vs 8% vs 8%: TCZ+MTX vs MTX: p=0.87; TCZ vs MTX: p=0.13; 

TCZ+MTX vs TCZ: p=0.10 
 
ACR20/50/70/90 response 
W 24 
• ACR20 TCZ+MTX vs MTX p=0.0099; TCZ vs MTX p=0.0343 
• ACR50 TCZ+MTX vs MTX p<0.0001; TCZ vs MTX p=0.0009 
• ACR70 TCZ+MTX vs MTX p<0.0001; TCZ vs MTX p=0.0003 
• ACR90 TCZ+MTX vs MTX p=0.0027 
 
W 52:  
• ACR90 TCZ+MTX vs MTX p=0.0045; TCZ vs MTX p=0.0026 
 
W 104: no differences  
 
HAQ 
• W 24: 0.50±0.55 vs 0.63±0.66 vs 0.65±0.54; p=0.0275 
• W 52: 0.46±0.50 vs 0.48±0.55 vs 0.55±0.51; p=0.14 
• W 104: 0.48±0.55 vs 0.61±0.61 vs 0.62±0.50; p=0.06 
 
∆ mTSS media (DE)/median (ICR) 
• W 52: 0.50±1.495 vs 0.79±3.242 vs 0.96±2.870; TCZ+MTX vs MTX p<0.0164; TCZ 

vs MTX p=0.06; TCZ+MTX vs TCZ p=0.49 
• W 104: 1.18±3.919 vs 1.45±4.272 vs 1.53±2.421; TCZ+MTX vs MTX p=0.0207; 

TCZ vs MTX p=0.0381; TCZ+MTX vs TCZ p=0.53 
 
Maintained remission without treatment during 3 m: 
• 35% vs 27% vs 11%; TCZ+MTX vs MTX p<0.0001; TCZ vs MTX p=0.0037; 

TCZ+MTX vs TCZ p=0.28 
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Maintained remission without treatment (w):  
• [44 (1-56)] vs [32 (20-48)] vs [28 (20-44)]: TCZ+MTX vs MTX: p=0.10; TCZ vs 

MTX: p=0.50; TCZ+MTX vs TCZ p=0.16 
Verhoeven_20
20 [32] 

DAS28 mean difference C95% CI)  
During 5 yr 
• TCZ+MTX vs MTZ -0.11 (-0.32 to 0.10) 
• TCZ vs MTZ -0.12 (-0.32 to 0.09) 
• TCZ+MTX vs TCZ -0.00 (-0.20 to 0.21) 
Year 1 
• TCZ+MTX vs MTZ -0.75 (-0.89 to -0.61) 
• TCZ vs MTZ -0.65 (-0.79 to -0.51) 
• TCZ+MTX vs TCZ -0.10 (-0.23 to 0.04) 
Year 2 
• TCZ+MTX vs MTX -063 (-0.77 to -0.49) 
• TCZ vs MTZ -0.55 (-0.69 to -0.40) 
• TCZ+MTX vs TCZ -0.08 (0.23 to 0.06) 
Year 3 
• TCZ+MTX vs MTZ: -0.07 (-0.19 to 0.33) 
• TCZ vs MTZ: -0.09 (-0.17 to -0.34) 
• TCZ+MTX vs TCZ: -0.02 (-0.27 to 0.24) 
Year 4 
• TCZ+MTX vs MTX -0.09 (-0.17 to 0.35) 
• TCZ vs MTX -0.10 (-0.16 to 0.36) 
• TCZ+MTX vs TCZ -0.01 (-0.27 to 0.24) 
Year 5 
• TCZ+MTX vs MTX -0.11 (-0.16 to 0.37) 
• TCZ vs MTX -0.12 (-0.14 to 0.38) 
• TCZ+MTX vs TCZ -0.01 (-0.27 to 0.25) 
 
Maintained remission during 5 yr (n=226) TCZ+MTX vs TCZ vs MTX 
• At least 1 n (%): 75 (100%) vs 77 (98%) vs 72 (100%); p=0.15 
• Accumulated duration w: [216 (152-251)] vs [190 (135-240)] vs [172 (129-202]); 

p<0.01 
• Without treatment at least 1 n (%): 26 (35%) vs 19 (26%) vs 14 (19%). p=0.10 

TCZ+MTX vs TCZ vs MTX 
 
No significant differences 
 
Serious AE: 23 (28%) vs 23 (29%) vs 15 
(21%) 

 

Although in the short-term the strategies 
initiating TCZ yielded the most clinical 
benefit, in the longer-term differences in 
important clinical outcomes between the 
strategies disappeared, probably due to 
continuation of the treat-to-target 
principle. 
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• Accumulated duration without treatment (w) [119 (76-157)] vs [107 (53-157)] vs 
[83 (37-146)]; p<0.27 

 
∆ SvdH during 5 yr: TCZ+MTX vs TCZ vs MTX 
• Total [0 (0-1)] vs [0 (0-1)] vs [0 (0-2)]; TCZ+MTX vs MTX p=0.41; TCZ vs MTX 

p=0.05; TCZ+MTX vs TCZ p=0.67 
• Erosions [0 (0-0)] vs [0 (0-1)] vs [0 (0-1)]; TCZ+MTX vs MTX: p=0.62; TCZ vs 

MTX: p=0.80; TCZ+MTX vs TCZ; p=0.62 
• Joint space narrowing [0 (0-0)] vs [0 (0-0)] vs[ 0 (0-1); TCZ+MTX vs MTX 

p=0.03; TCZ vs MTX p=0.11; TCZ+MTX vs TCZ p=0.31 
Abbreviations: ABT=abatacept; ACR=American College Rheumatology; ADA=adalimumab; CDAI=Clinical Disease Activity Index; HAQ=health assessment questionnaire; D-HAQ=Dutch version of 
HAQ; mTSS= van der Heijde modified total Sharpe score; MP=metilprednisolone; PBO=placebo; RAQoL=Rheumatoid Arthritis Quality of Life Scale; SDAI=Simplified Disease Activity Index; SHS= 
Sharp-van der Heijde index; SFZ=sulphasalazine; TCZ=Tocilizumab; TJC=tender joint count; SJC=tender joint count; m=month; yr=year; d=day; AE=adverse event; sc=subcutaneous; iv=intravenous; 
ESR=erythrocyte sedimentation rate; VAS visual analogic scale; CRP=C reactive protein; MRI= magnetic resonance imaging; CI=confidence interval. 
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