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TCZ for systemic JIA 06-Sep-2021

Review Manager 5.4.1 1

6 ADL

6.1 CHAQ

Study or Subgroup
De Benedetti 2012

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 4.13 (P < 0.0001)

Mean Difference
-55.7

SE
13.4951

Weight
100.0%

100.0%

IV, Random, 95% CI
-55.70 [-82.15, -29.25]

-55.70 [-82.15, -29.25]

Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

Risk of Bias
A B C D E F G

Mean Difference
IV, Random, 95% CI

-100 -50 0 50 100
TCZ Placebo



TCZ for systemic JIA 06-Sep-2021

Review Manager 5.4.1 1

6 ADL

6.2 CHAQ-P50-PhS

Study or Subgroup
De Benedetti 2012

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 2.33 (P = 0.02)

Mean
7.3

SD
10.2

Total
75

75

Mean
2.4

SD
10.6

Total
37

37

Weight
100.0%

100.0%

IV, Random, 95% CI
4.90 [0.78, 9.02]

4.90 [0.78, 9.02]

TCZ Placebo Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

Risk o
A B C D

Mean Difference
IV, Random, 95% CI

-100 -50 0 50 100
TCZ Placebo



TCZ for systemic JIA 06-Sep-2021

Review Manager 5.4.1 1

5 

5.1 

Study or Subgroup
De Benedetti 2012

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 6.30 (P < 0.00001)

Mean Difference
-70.4

SE
11.1737

Weight
100.0%

100.0%

IV, Random, 95% CI
-70.40 [-92.30, -48.50]

-70.40 [-92.30, -48.50]

Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

Risk of Bias
A B C D E F G

Mean Difference
IV, Random, 95% CI

-100 -50 0 50 100
TCZ Placebo



TCZ for systemic JIA 06-Sep-2021

Review Manager 5.4.1 1

5 

5.2 

Study or Subgroup
De Benedetti 2012

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 4.06 (P < 0.0001)

Mean Difference
-86.9

SE
21.429

Weight
100.0%

100.0%

IV, Random, 95% CI
-86.90 [-128.90, -44.90]

-86.90 [-128.90, -44.90]

Mean Difference

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

Risk of Bias
A B C D E F G

Mean Difference
IV, Random, 95% CI

-100 -50 0 50 100
TCZ Placebo



TCZ for systemic JIA 31-Aug-2021

Review Manager 5.4.1 1

5 

5.1 

Study or Subgroup
De Benedetti 2012

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 1.47 (P = 0.14)

Events
12

12

Total
75

75

Events
2

2

Total
37

37

Weight
100.0%

100.0%

M-H, Random, 95% CI
2.96 [0.70, 12.55]

2.96 [0.70, 12.55]

TCZ Placebo Risk Ratio

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

Risk of Bias
A B C D E F G

Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
TCZ Placebo



TCZ for systemic JIA 31-Aug-2021

Review Manager 5.4.1 1

1 

1.1 Fever

Study or Subgroup
De Benedetti 2012

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 4.31 (P < 0.0001)

Events
6

6

Total
41

41

Events
19

19

Total
24

24

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.18 [0.09, 0.40]

0.18 [0.09, 0.40]

TCZ Placebo Risk Ratio

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

Risk of Bias
A B C D E F G

Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
TCZ Placebo



TCZ for systemic JIA 31-Aug-2021

Review Manager 5.4.1 1

1 

1.2 Rash

Study or Subgroup
De Benedetti 2012

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Z = 3.04 (P = 0.002)

Events
8

8

Total
22

22

Events
16

16

Total
18

18

Weight
100.0%

100.0%

M-H, Random, 95% CI
0.41 [0.23, 0.73]

0.41 [0.23, 0.73]

TCZ Placebo Risk Ratio

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

Risk of Bias
A B C D E F G

Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
TCZ Placebo



TCZ for systemic JIA 31-Aug-2021

Review Manager 5.4.1 1

4 MAS

4.1 MAS

Study or Subgroup
De Benedetti 2012

Total (95% CI)
Total events
Heterogeneity: Not applicable
Test for overall effect: Not applicable

Events
0

0

Total
75

75

Events
0

0

Total
37

37

Weight M-H, Random, 95% CI
Not estimable

Not estimable

TCZ Placebo Risk Ratio

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

Risk of Bias
A B C D E F G

Risk Ratio
M-H, Random, 95% CI

0.01 0.1 1 10 100
TCZ Placebo



















































































































































































































































































































































































































































































































































































































































































































































































































































































































































6417

154,318

4,972

155,797

40,308

657



903

11,808

245



2,001

20,948

3,447

364

105



16,374

137,559

8,040

389

















Giannini EH,  1992 Methotrexate in resistant juvenile rheumatoid arthritis. Results of the
U.S.A.-U.S.S.R. double-blind, placebo-controlled trial. The Pediatric
Rheumatology Collaborative Study Group and The Cooperative
Children's Study Group.
N Engl J Med. 1992, 326:16;1043-9

 Woo P,2000 Randomized, placebo-controlled, crossover trial of low-dose oral
methotrexate in children with extended oligoarticular or systemic
arthritis. Arthritis Rheum. 2000, 43:8;1849-57.

Takken T, 2001 Methotrexate for treating juvenile idiopathic arthritis. Cochrane Database
Syst Rev. 2001;3:CD003129.

Ince DO, 2000 Effect of methotrexate on the temporomandibular joint and facial
morphology in juvenile rheumatoid arthritis patients. Orthod
Dentofacial Orthop 2000, 118;1:75-83.

Harel L, 1993 Effects of methotrexate on radiologic progression in juvenile
rheumatoid arthritis. Arthritis Rheum 1993, 36;10:1370-4.

Ravelli A, 1998 Radiologic progression in patients with juvenile chronic arthritis treated
with methotrexate. J Pediatr 1998, 133;2:262-5.

Céspedes-Cruz A, 2008 Methotrexate improves the health-related quality of life of children with
juvenile idiopathic arthritis. Ann Rheum Dis 2008, 67;3:309-14.

Kugathasan S, 1996 Liver biopsy findings in patients with juvenile rheumatoid arthritis
receiving long-term, weekly methotrexate therapy. J Pediatr 1996,
128;1:149-51.

Hashkes PJ, 1997 The long-term effect of methotrexate therapy on the liver in patients
with juvenile rheumatoid arthritis. Arthritis Rheum 1997, 40;12:2226-
34.

Hashkes PJ, 1999 The relationship of hepatotoxic risk factors and liver histology in
methotrexate therapy for juvenile rheumatoid arthritis. J Pediatr 1999,
134;1:47-52.

 Leiskau C, 2012 Lung function in children and adolescents with juvenile idiopathic
arthritis during long-term treatment with methotrexate: a retrospective
study. Clin Exp Rheumatol 2012, 30;2:302-7.

Rose CD, 1990 Safety and efficacy of methotrexate therapy for juvenile rheumatoid
arthritis. J Pediatr, 1990 117;4:653-9.

Halle F and Prieur AM,  1991 Evaluation of methotrexate in the treatment of juvenile chronic arthritis
according to the subtype. Clin Exp Rheumatol 1991, 9;3:297-302.

Giannini EH, 1993 Comparative efficacy and safety of advanced drug therapy in children
with juvenile rheumatoid arthritis. Semin Arthritis Rheum
1993, 23;1:34-46

Camiciottoli G, 1998 Effect on lung function of methotrexate and non-steroid anti-
inflammatory drugs in children with juvenile rheumatoid arthritis.
Rheumatol Int 1998, 18;1:11-6.

Ruperto N, 1998 Performance of the preliminary definition of improvement in juvenile
chronic arthritis patients treated with methotrexate. Italian Pediatric
Rheumatology Study Group. Ann Rheum Dis 1998, 57;1:38-41.

Moroldo MB and Giannini EH,
1998

Estimates of the discriminant ability of definitions of improvement for
juvenile rheumatoid arthritis. J Rheumatol 1998, 25;5:986-9.

Aksit S, 1998 Low-dose oral methotrexate therapy in resistant juvenile rheumatoid
arthritis Cocuk sagligi ve hastaliklari dergisi 1998, 41;1:55 63

Ruperto N, 1999 Responsiveness of outcome measures in juvenile chronic arthritis.
Italian Pediatric Rheumatology Study Group. Rheumatology (Oxford)
1999, 38;2:176-80.



Ravelli A, 1999 The extended oligoarticular subtype is the best predictor of
methotrexate efficacy in juvenile idiopathic arthritis.  Pediatr 1999,
135;3:316-20

Schmeling H, 2002 Pulmonary function in children with juvenile idiopathic arthritis and
effects of methotrexate therapy. Z Rheumatol 2002, 61;2:168-72

Bharadwaj A, 2003 Methotrexate in juvenile rheumatoid arthritis: randomized, placebo
controlled study. J indian rheumatol assoc 2003, 11; 30 34

Brik R, 2005 Low-dose methotrexate treatment for oligoarticular juvenile idiopathic
arthritis nonresponsive to intra-articular corticosteroids. Clin Rheumatol
2005, 24;6:612-4.

Journal of the National Medical
Association, 2006

Effective medications for juvenile idiopathic arthritis. J. Natl. Med.
Assoc. 2006,98;1:101-102

Riddle R, 2006 The impact on health-related quality of life from non-steroidal anti-
inflammatory drugs, methotrexate, or steroids in treatment for juvenile
idiopathic arthritis. J Pediatr Psychol 2006, 31;3:262-71.

van der Meer A, 2007 Psychological side effects of MTX treatment in juvenile idiopathic
arthritis: a pilot study. Clin Exp Rheumatol 2007, 25;3:480-5.

Multicenter randomized clinical
trial in Patients with Juvenile
Idiopathic Arthritis and
Methotrexa, 2008

Multicenter randomized clinical trial in Patients with Juvenile
Idiopathic Arthritis and Methotrexate related side effects: psychological
Behavioural therapy versus switch to MTX parenteral versus standard
of care - MTX tolerance study

Methotrexate_ new indication.
Idiopathic juvenile arthritis_ the
standard
immunosuppressant_Lengthy,
2008

Methotrexate: new indication. Idiopathic juvenile arthritis: the standard
immunosuppressant. Lengthy follow-up, but mediocre comparative
assessment

Hyrich KL, 2010 Disease activity and disability in children with juvenile idiopathic
arthritis one year following presentation to paediatric rheumatology.
Results from the Childhood Arthritis Prospective Study.Rheumatology
(Oxford) 2010, 49;1:116-22.

JMCP

Kemper et al.BMC Pediatrics,
2012

Systematic review of disease-modifying antirheumatic drugs for
juvenile idiopathic arthritis.BMC Pediatr 2012, 15;12:29.

Papadopoulou C, 2013 Methotrexate therapy may prevent the onset of uveitis in juvenile
idiopathic arthritis. J Pediatr 2013, 163;3:879-84.

Kostik MM, 2015 The methotrexate treatment can prevent uveitis onset in juvenile
idiopathic arthritis: The experience in cohort with increased proportion
of methotrexate. Ann. Rheum. Dis. 2015,74;0:389

Chhabra A, 2017 Effectiveness of common treatment strategies for juvenile arthritis in
usual practice: Results from the research in arthritis in Canadian
children emphasizing outcomes cohort. Arthritis Rheum 2017, 69;

Bertoldo E, Can dmards therapy modify clinical history of oligoarticular juvenile
idiopathic arthritis (JIA)?

Chhabra A, 2020 Real-World Effectiveness of Common Treatment Strategies for Juvenile
Idiopathic Arthritis: Results From a Canadian Cohort. Arthritis Care
Res (Hoboken) 2020, 72;7:897-906.



























































































































































10677

263,240

11,161

265,148
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9,440

317
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1,157

4,661

52
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23,359

14,657

96,414
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