HERERBLESH O

BJIA CQ1 (JIA DEIEIREY - ZRAEIRE 1)

BJIA CQ2 (JIA DEIEIREY- ZRAEIRE 2)

BJIA CQ3 (JIA DEIEIREY - ZRAERE 3)

HJIA CQ4 (JIA DEIEIREY - ZRAEIRE 4)

BJIA CQ5 (JIA DEIEIREY- ZRAEIRE 5)

BJIA CQ6 (JIA DEIEIREY - ZRAEIRE 6)

KIARIWD )Y I THEAR=DICHEEILET.




ERA JIACQl ii&E= (PubMed)

No. BRI RRIFEL
(arthritis, juvenile[MeSH Terms]) OR

#1 11,682
(arthritis, juvenile[Title/Abstract])

4 (((polyarthritis[MeSH Terms]) OR (pauciarthritisfMeSH Terms])) OR 291 695
(oligoarthritis[MeSH Terms])) OR (monoarthritis[MeSH Terms]) ’
polyarthritis[Title/Abstract] OR
pauciarthritis[Title/Abstract] OR

#3 11,114
oligoarthritis[Title/Abstract] OR
monoarthritis[Title/Abstract]

#4 (#2) OR (#3) 293,749

#5 (#1) AND (#4) 11,567

#6 "methotrexate "[ MeSH Terms] OR "methotrexate"[ Title/Abstract] 59,674

#7 (#5) AND (#6) 953

#8 (#5) AND (#6) Filters from2021/1/1 - 2022/12/31 80

T —&Z~R—X : PubMed, ~2022/12/31

®%EH 2023/2/12




&ERA JIACQl x@kiEER=t (Cochrane)

No. Y NS
#1 Mesh descriptor: [Arthritis, Juvenile] explode all trees 379
#2 (arthritis, juvenile):ti,ab,kw 1,018
#3 #1 or #2 1,018
#4 MeSH descriptor: [Methotrexate] explode all trees 4,737
#5 ("methotrecate"):ti,ab,kw 12,676
#6 #4 or #5 12,676
#7 #3 and #6 257
#8 #7 Custom Range: 2021/1/1 - 2022/12/31 19

T — X R—2X : Cochrane, ~2022/12/31

®%EH 2023/2/12




BEXA JIACQl XmiRER (Bt

No. E= EEN
#1 BEEI A -EEME/TH or B F MR RMEREIA/AL 3,762
#2 BAERZL/AL or 2 BIEA/AL or ZEIEA/AL 2,203
#3 #1 and #2 402
#4 Methotrexate/TH or X k b L ¥4 — ~/AL 22,894
#5 #3 and #4 118
#6 (#5) and (PT=525%<) 85
#7 (#6) and (DT=2021/1/1:2022/12/31) 9

T—aN—2  EFEE, ~2022/12/31

®%A 2023/2/12




EHRIA JIACQ1 x@iiexR=, (Embase)

No. BER R

(‘arthritis, juvenile'/exp OR 'arthritis, juvenile':ti,ab,kw) AND ([english]/lim OR
[japanese]/lim) AND [abstracts]/lim 16,374
(polyarthritis:ti,ab,kw OR pauciarthritis:ti,ab,kw OR oligoarthritis:ti,ab,kw OR
monoarthritis:ti,ab,kw) AND ([english]/lim OR [japanese]/lim) AND [abstracts]/lim 137,559

3|methotrexate AND ([english]/lim OR [japanese]/lim) AND [abstracts]/lim 8,040
(('arthritis, juvenile'/exp OR 'arthritis, juvenile':ti,ab,kw) AND ([english]/lim OR
[japanese]/lim) AND [abstracts]/lim) AND ((polyarthritis:ti,ab,kw OR pauciarthritis:ti,ab,kw

4|OR oligoarthritis:ti,ab,kw OR monoarthritis:ti,ab,kw) AND ([english]/lim OR [japanese]/lim) 389

AND [abstracts]/lim) AND (methotrexate AND ([english]/lim OR [japanese]/lim) AND
[abstracts]/lim)

F—X~_—X : Embase, ~2020/12/28

®%AB 2020/12/28




“HB JIACQlL XHRRTTO—F v — b

CQ&E= JIACQ1
MEDLINE N R - . N .
(via Pubmed) CENTRALA & Embase? 5 EfiEsr o Z DDIERIEDL D
g L 1R e L1 HIE L 73 HIE L7 X W L fo SRR
953 257 389 85 0
FEEBRBRINME D STRREL BEEXHE Z D DIERIFED OHFE L 7= STEEK
(n= 1510 ) (n= 174 ) (n= 0 )
27— T LI XEEK (1st Screening) Beak L 7= XXk sk
(n= 1510 ) (h= 1468 )
TS 2 574 L 7= 38303 (2nd Screening) ok L 7= 508K
(n= 42 ) (h = 24 )
<BRHAER>
1 - PHEEEBLET (n= 0 )
C/CHEEER-ST (n 0 )
BRI E ITHAANT-HF R/ 5w 33K CTFHAURERD (n 22 )
(n= 18 e/ 18 $w30) cOWEEEFEST (n 2 )
- Ongoing study (n 0o )
l - Publication date$%2022/7/1L1& (n 0o )
< (TNFOHR)HA KF4:2014/202012 (n 0 )

EMRAEICINA 7R
(n= 3

(meta-analysis)
T X3 BIRXIARIIAFTET

T TICHMAENTWD




EHC JACQl NRAFZADURY GEBIEASEE )

Intention—to-
treat Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5  Overall
JIA cQt Giannini MTX Placebo Number of joints with active arthritis ~ NA ® e ' 06 O @ Lowrisk
JIA CQ1-2 Woo MTX Placebo Number of joints with active arthritis 1 . . ! . . @ ! Some concerns

@ ricnrisk

D1 Randomisation process

D2 Deviations from the intended interventions
D3 Missing outcome data

D4 Measurement of the outcome

D5 Selection of the reported result



HHEC JIACQl INALFTAMD') R4 (ACR Pedi 30I5ELILI= 4B RESIEE)

!crr]tezrt‘tlon_to_ Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall

JIA CQ2 Giannini MTX Placebo Core Variables 1 . ' I . . @ . Low risk

JIA CQ2-2  Woo MTX Placebo Core Variables 1 . . I . . @ I Some concerns
. High risk
D1 Randomisation process
D2 Deviations from the intended interventions
D3 Missing outcome data
D4 Measurement of the outcome

D5 Selection of the reported result



EHC JUIA CQl1 /A FAMDY R4 (Limited joint range score )

Intention—to—
treat Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
JIA CQ3 Giannini MTX Placebo Limited joint range score 1 . . ! . . @ . Low risk
JIA CQ3-2 Woo MTX Placebo Limited joint range score 1 . . ! ‘ . @ ! Some concerns

@ i

D1 Randomisation process
D2 Deviations from the intended interventions
D3 Missing outcome data

D4 Measurement of the outcome

D5 Selection of the reported result



HEHC JACQl INALTFTRAD)RY (Toxicity )

Intention—to—
treat

Unique ID
JIA CQ5

Study ID
Giannini

Experimental
MTX

Comparator
Placebo

Outcome

Toxicity

Weight

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BHC JACQl NATPRADYRY (EFIHHEES )

Intention—to—
treat Unique ID Study ID Experimental Comparator Outcome Weight D3

DI D2 D3 D4 D5
JIA cQ7 Giannini MTX Placebo RAEEE 1 CORC I RN . @ Lowrisk

! Some concerns

@ e s

D1 Randomisation process

D2 Deviations from the intended interventions
D3 Missing outcome data

D4 Measurement of the outcome

D5 Selection of the reported result



BED JACQl TEF U RFuZ7 AL Question: MTXpo compared to none/PBO

Certainty assessment Ne of patients Effect

I - Jr—— Certainty Importance
o of . . ) . ) - . ) elative solute
studies Study design | Risk of bias Inconsistency Indirectness Imprecision Other considerations MTXpo none/PBO (95% Cl) (95% CI)

Outcomes used for the recommendation

TEBIBI A%
2 randomised not serious not serious serious? serious® none 117 81 - MD 1.96 lower CRITICAL
trials (5.24 lower to @ @ O O
1.32 higher) Low
ACR Pedi 30 I35l L 7B R G A FaiE
2 randomised not serious not serious seriousa seriouse none 56/118 (47.5%) 22/82 (26.8%) RR1.73 196 more per CRITICAL
trials (0.94103.18) 1,000 @@OO
(from 16 fewer Low
to 585 more)
Limited joint range score
2 randomised not serious serious? serious? serious® none 99 63 - MD 0.67 lower CRITICAL
trials (6.31 lower to @OOO
4,97 higher) Very low
Toxicity
1 randomised not serious not serious serious? very seriouse none 14/86 (16.3%) 5/41 (12.2%) RR1.33 40 more per CRITICAL
trials (0.52 to 3.45) 1,000 @OOO
(from 59 fewer to Very low
299 more)
ARSI &
1 randomised not serious not serious seriousa seriousf none 74186 (86.0%) 34/41 (82.9%) RR 1.04 33 more per CRITICAL
trials (0.88101.22) 1,000 @@OO
(from 100 fewer Low
to 182 more)

Cl: confidence interval; MD: mean difference; RR: risk ratio

Explanations

a. s-JIA in Giannini1992

b. 95% CI of MD probably crosses one of the MID

¢. 95% Cl of RR crosses 1.25 of the decision threshold.

d. The results of the two studies are in different directions.

€. 95% Cl of RR crosses both 0.75 and 1.25 of the decision thresholds.
f. small sample size



BEE JACQL 7#L X r7AY b

Outcomes used for the recommendation

TE BB
MTX Placebo Mean difference Mean difference

Study or Subgroup Mean SD Total Mean sSD Total Weight IV, Random, 95% Cl IV, Random, 95% CI

Giannini EH 1992 -6.365333 14.204933 75 -5.2 9.367497 39 56.7% -1.17[-5.52,3.19] —

Woo P 2000 -3 11.665333 42 0 11.665333 42  43.3% -3.00[-7.89, 1.99] —

Total (95% Cl) 117 81 100.0% -1.96 [-5.24, 1.32] ?

Heterogeneity: Tau® = 0.00; Chi* = 0.29, df =1 (P = 0.59); *= 0% ; ) . ;

Test for overall effect: Z=1.17 (P = 0.24) -10 > 0 5 10

Test for subgroup differences: Mot applicable Fawvours [MTX] Favours [Placebo]
ACR Pedi 30 IC B L 7= tHESI RE S TEIE

MTX Placebo Risk ratio Risk ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% CI

Gianninl EH 1992 36 75 14 39 58.6% 1.34 [0.83 , 2.16] B

Woo P 2000 20 43 8 43  41.4% 2.50[1.24 , 5.05] N —

Total (95% Cl) 118 82 100.0% 1.73 [0.94 , 3.18] .‘..

Total events: 56 22

Heterogeneity: Tau® = 0.10; Chi* =210, df = 1 (P = 0.15); I* = 52% 01 02 05 1 2 5 10

Test for overall effect: Z=1.77 (P = 0.08)
Test for subgroup differences: Mot applicable

Limited joint range score

Favours [Placebo]

Favours [MTX]

MTX Placebo Mean difference Mean difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Giannini EH 1992 -2.982667 10.347586 75 0.7  8.118497 38 T61% -2.28 [-5.74 , 1.18] —EH-
Woo P 2000 447 17.979255 24 0 17.979255 24  23.9% 447 [-5.70, 14.64] B S —
Total (95% Cl) 99 63 100.0% -0.67 [-6.31, 4.97]
Heterogeneity: Tau®* = 7.77; Chi* =1.52,df = 1 (P = 0.22); I*= 34% : : ; ;
Test for overall effect: Z = 0.23 (P = 0.82) 20 .10 0 10 20
Test for subgroup differences: Not applicable Favours [MTX] Favours [Placebo]
Toxicity
MTX Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Giannini EH 1992 14 86 5 41 100.0% 1.33 [0.52 , 3.45] _.._
Total (95% CI) 86 41 100.0% 1.33 [0.52 , 3.45]
Total events: 14 5

Heterogeneity: Not applicable
Test for overall effect: Z = 0.60 (P = 0.55)
Test for subgroup differences: Not applicable

01 0.2
Favours [MTX]

05 1 2 5 10
Favours [Placebo]



Al A&

MTX Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Giannini EH 1992 74 86 34 41 100.0% 1.04 [0.88 , 1.22]
Total (95% Cl) 86 41 100.0% 1.04 [0.88 , 1.22]
Total events: 74 34
Heterogeneity: Not applicable 01 02 05 1 2 5 10
Test for overall effect: Z = 0.44 (P = 0.66) Favours [Placebo] Favours [MTX]

Test for subgroup differences: Not applicable



BHA JIACQ2 X%z (PubMed)

No. RER N2
1|(arthritis, juvenile[MeSH Terms]) OR (arthritis, juvenile[Title/Abstract]) 11,814
. (((polyarthritis[MeSH Terms]) OR (pauciarticular[MeSH Terms])) OR 294 841

(oligoarthritis[MeSH Terms])) OR (monoarthritis[MeSH Terms]) ’

3 (((polyarthritis[Title/Abstract]) OR (pauciarticular[Title/Abstract])) OR 11733
(oligoarthritis[Title/Abstract])) OR (monoarthritis[Title/Abstract]) '
4(#2 OR #3 296,958
5|#1 AND #4 11,696

"salazosulfapyridine" OR "sulfasalazine" OR "iguratimod" OR "bucillamine" OR
6|"leflunomide” OR "tacrolimus" OR "mizoribine" OR "azathioprine" OR 96,173
"cyclosporine"
T|#5 AND #6 285

T — & ~_—2X . PubMed, ~2022/12/31

®EAB 2023/3/21




BRIA JIACQ2 Xtz =\ (Cochrane)

No. BRI R
1|arthritis, juvenile 1,111
2|polyarthritis OR pauciarticular OR oligoarthritis OR monoarthritis 514
3|#1 AND #2 80

salazosulfapyridine OR sulfasalazine OR iguratimod OR bucillamine OR leflunomide 14.846
OR tacrolimus OR mizoribine OR azathioprine OR cyclosporine
5|#3 AND #4 14

F— & ~N—2X : Cochrane, ~2022/12/31

®EH 2023/3/21




ERA JIACQ2 XiER= (B4

No. S IR
1|BEEn & -EFM/TH or BEMERFRMEREEI /AL 3,769
2|BIEAZL/AL or 2 E8EA/AL or ZE8EH/AL 2,205
3[#1 and #2 402

(Sulfasalazine/TH or %2/ 2L 7 7 £ 2> /AL) or (Sulfasalazine/TH or X

L7 7% 7 /AL) or (Iguratimod/TH or 4 75 F % K/AL) or

(Bucillamine/TH or 7> % < >/ /AL) or (Leflunomide/TH or L 7L/ = K/AL) 41 640

or (Mizoribine/TH or = /' £ > /AL) or (Tacrolimus/TH or 22 81 L\ Z/AL) ’

or (Azathioprine/TH or 7% F 4 7"V >»/AL) or (Ciclosporin/TH or &7 0 27K

Yy > /AL)
5|#3 and #4 28
6(#5 and (PT=23&8kx <) 18

T—AaN—2X 1 EREE ~2022/12/31

#®%H 2023/3/12



BRIA JIACQ2 xiRz®E= (Embase)

No. Y R
(‘arthritis, juvenile:ab,ti OR 'arthritis, juvenile'/exp OR 'arthritis, juvenile’) AND 16.397
([english]/lim OR [japanese]/lim) AND [abstracts]/lim ’

2|polyarthritis:ab,ti OR pauciarticular:ab,ti OR oligoarthritis:ab,ti OR monoarthritis:ab,ti 8,482
salazosulfapyridine OR sulfasalasine OR igratimod OR bucillamine OR leflunomide e
OR tacrolimus OR mizoribine OR azathioprine OR cyclosporine ’

222

A1#1 AND #2 AND #3

F— & ~N—2Z : Embase, ~2020/12/31

®%&H 2021/1/30




BEHB JACQ2 XBRFZ7O—Fv— b

CQEZ JIA CQ2
i '\F/)IEEL”:; 5 CENTRAL#H' 5 Embasen L Er Z DDIERERED S
Via Fubme N o oy S I, . ST 4 = Rk
ST L SRR BE L 7 3CikEk BE L 73Xk BE L 7 3XEkEk BE L 73Xk
285 14 222 18 4
FEXBRBRINME D STRREL BEEXHEK Z D DIERIFED OFFE L 7= STEEK
(n= 519 ) (n= 20 ) (n= 4 )
2o ) == 7 LXK (1st Screening) BRok L 7= 3CEkEk
(n= 523 ) (n= 432 )
WA % 5 L 725w (2nd Screening) Mok L 7osmsask
(n= 91 ) (n= 88 )
<BRHNER >
l CPHEEER-ST (n 6 )
C/CHEEER-ST (n 3 )
BRI E ITHA AN/ 5w 33K cTHAUBRELD (n 75 )
(n= 3 e/ 3 w30 O EEEEGEEST (n 0o )
- Ongoing study (n 0o )
l « Publication date$%2023/1/1LL& (n 0 )
CAFTES (n 4 )

ENHEAICMA TR
(n= 0 )

(meta-analysis)




&EHC JIA CQ2 /AL FTAMD'J RS (ANumber of active joints)

Intention—to-

treat Unigue ID Study ID Experimental ~ Comparator ~Outcome Weight D1 D2 D3 D4 D5 Overall
61.A Kvein 1986 AZP Placebo  Number of active joints 1 ® 0 0 6 O
398 Silverman 2005  LEF MTX Number of active joints 1 ® ®© 0 06 O
518 Rossum 1998 SASP Placebo  Number of active joints 1 ® ®© 0 06 O

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BHC JIA CQ2 /NMT7ARMD' A% (ACR Pedi 30)

Intention—to—
treat

Unigque ID
39 A

Study ID
Silverman 2005

Experimental
LEF

Comparator
MTX

Outcome
ACR Pedi 30

Weight

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BHC JIA CQ2 /AT ARAD' A% (AC-HAQ DI)

Intention—to—
treat

Unigque ID
39.C

Study ID
Silverman 2005

Experimental
LEF

Comparator
MTX

Outcome
C-HAQ DI

Weight
1

@e

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



&EHC JIA CQ2 /LT AD'J RS (ANumber of limited joints)

Intention—to—-

treat Unigue ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
39D Silverman 2005  LEF MTX Number of limited joints 1 ® ®© 0 © 06 O
51A Rossum 1998 SASP Placebo  Number of limited joints 1 ® ®© 0 © 06 O

Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BHC JIACQ2 /AL TFTAMD A% (Serious adverse events, Serious infection)

Intention—to—
treat Unigue ID Study ID Experimental = Comparator Outcome Weight D1

39 E Silverman 2005  LEF MTX EELEIEA 1

51.C Rossum 1998 Y4 Placebo EELEIEA 1

® 6606 0
39 F Silverman 2005  LEF MTX BROBLE I TS Y
® 666 0

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



&HC JA CQ2 /SLFAMD'JR% (Drug continuation rate)

Intention—to—

treat Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
61.C Kvein 1986 AZP Placebo Drug continuation rate 1 . . . . . . .
39.G Silverman 2005 LEF MTX Drug continuation rate 1 . . . . . . !

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



B D JACQ2 T¥FvR7u77A4n (AZPvsPBO)  Question: AZP compared to placebo for articular JIA

Certainty assessment Ne of patients
. Certainty Importance
Ne of . . . . . - . . Relative Absolute
StUdy deSIgn e O ConsierEions (95% Cl) (95% Cl)

Outcomes used for the recommendation

Drug continuation rate (follow-up: 16 weeks)

1 randomised not serious not serious serious? very seriousp none 13/17 (76.5%) 11/15 (73.3%) RR 1.18 132 more per CRITICAL
trials (0.24 10 5.86) 1,000 @OOO
(from 557 Very low
fewer to 1,000
more)

Cl: confidence interval; RR: risk ratio

Explanations

a. Differences in population.
b. The 95% confidence interval of the risk ratio include decision thresholds of 0.75 and 1.25.




EHD JACQR T¥FvRFu77A4n (LEFvsMTX)  Question: LEF compared to MTX for articular JIA

. Certainty Importance
Ne of . . . . . - . . REEWY Absolute
Smdy dESIgn e S consiGerRions (95% Cl) (95% Cl)

Outcomes used for the recommendation

A Number of active joints (follow-up: 16 weeks)

1 randomised very serious? not serious not serious seriouse none 47 47 - MD 0.8 higher CRITICAL
trials (0.4 higher to 1.2 higher) @ O O O

Very low

ACR Pedi 30 (follow-up: 16 weeks)

1 randomised very serious® not serious not serious seriousb none 32/47 (68.1%) 42147 (89.4%) RR 0.76 214 fewer per 1,000 CRITICAL
trials (0.61t0 0.95) (from 349 fewer to 45 fewer) @ O O O

Very low

AC-HAQ DI (follow-up: 16 weeks)

1 randomised not serious not serious not serious serious® none 47 47 - MD 0.05 lower CRITICAL
trials (0.09 lower to 0.01 lower) @ @ @ O

Moderate

A Number of limited joints (follow-up: 16 weeks)

1 randomised very serious? not serious not serious seriouse none 47 47 - MD 0.1 higher CRITICAL
trials (0.22 lower to 0.42 higher) @ O O O

Very low

Serious adverse events (follow-up: 16 weeks)

1 randomised not serious not serious not serious very seriousd none 3147 (6.4%) 0/47 (0.0%) RR 7.00¢ 0 fewer per 1,000 CRITICAL
trials (0.37 0 131.89) (from 0 fewer to 0 fewer) @ @ OO
Low
3.2%h 192 more per 1,000"

(from 20 fewer to 1,000 more)

Serious infection (follow-up: 16 weeks)

1 randomised not serious not serious not serious very seriousd none 1/47 (2.1%) 0/47 (0.0%) RR 3.00¢ 0 fewer per 1,000 CRITICAL
trials (0.13t0 71.82) (from 0 fewer to 0 fewer) @ @ O O
Low
1.6%" 32 more per 1,000

(from 14 fewer to 1,000 more)

Drug continuation rate (follow-up: 16 weeks)

1 randomised not serious not serious not serious seriousb none 44/47 (93.6%) 46/47 (97.9%) RR 0.96 39 fewer per 1,000 CRITICAL
trials (0.88 to 1.04) (from 117 fewer to 39 more) @ @ @ O

Moderate

Cl: confidence interval; MD: mean difference; RR: risk ratio

Explanations

a. Many missing outcome data may affect the result.

b. The 95% confidence interval of the risk ratio include decision thresholds of 0.75.

c. The total sample size is small.

d. The 95% confidence interval of the risk ratio include decision thresholds of 0.75 and 1.25.
e. Calculated assuming control event count as 0.5.

h. Extrapolated from the paper: Ruperto H, et al. Lancet. 2008; 372: 383-391.



BRI D JACQ2 TEF

St,t!d?és S S e O ConsierEions o

v A7 177 AN (SASPvsPBO)

Question: SASP compared to placebo for articular JIA

Certainty assessment

Ne of patients

Relative Absolute IS
(95% Cl) (95% ClI)
Outcomes used for the recommendation
ANumber of active joints (follow-up: 24 weeks)
1 randomised Very serious? not serious not serious very seriouscd none 35 34 - MD 4.76 lower CRITICAL
trials (8.06 lower to @ O O O
1.04 lower) Very low
ANumber of limited joints (follow-up: 24 weeks)
1 randomised very serious® not serious not serious seriousb none 35 34 - MD 0.52 lower CRITICAL
trials (3.22 lower to @ O O O
2.18 higher) Very low
Serious adverse events (follow-up: 24 weeks)
1 randomised not serious not serious not serious extremely none 1/35 (2.9%) 3.2%0 RR 2.92f 61 more per CRITICAL
trials seriousbe (0.12 t0 69.20) 1,0000 @ O O O
(from 28 fewer Very low
101,000 more)

Cl: confidence interval; MD: mean difference; RR: risk ratio

Explan

a. Many missing outcome data may affect the result.
b. The total sample size and the total number of the events are small.

ations

¢. The 95% confidence interval of the mean difference includes the minimally important difference of -4.
d. The total sample size is small.
e. The 95% confidence interval of the risk ratio includes both the decision thresholds of 0.75 and 1.25.

f. Calculated assuming control event count as 0.5.

g. Extrapolated from the paper: Ruperto H, et al. Lancet. 2008; 372: 383-391.




BRE JACQ2 7L X +Zav + (AZP vs PBO)

Outcomes used for the recommendation

Drug continuation rate (follow-up: 16 weeks)

Azathioprine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI1
Kyein 1986 13 17 11 15 100.0% 1.18[0.24, 586
Total (95% CI} 17 15 100.0% 1.18 [0.24, 5.86]
Total events 13 11
Heterageneity: Mot applicable ’ t ' ’ |
Test for overall effect: Z=020F =084 0.01 0.1 ! 0 100

Fasours Placebo  Favours Azathioprine



BEE JACQ2 7+ L X +r7AY b

(LEF vs MTX)

Outcomes used for the recommendation

A Number of active joints (follow-up: 16 weeks)

Leflunomiile Methotrexate

Mean Difference

Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI1

Sikerrman 20035 -8.1 1 47 -84 1

Total (95% CI) 47
Heterogeneity: Mat applicable

47 100.0% Qa0[o.4o 1.200

47 100.0% 0.80 [0.40, 1.20]

R _ 100 -0 0 50 100
Test for averall effect: 2= 3.88 F = 0.0001) Favours methotrexate  Favours leflunaomide
ACR Pedi 30 (follow-up: 16 weeks)
Leflunomiide Methotrexate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Sikverman 2005 32 a7 42 47 100.0% 0.76 [0.61, 0.95
Total {95% CI) 47 47 100.0% 0.76 [0.61, 0.95] &
Total events a2 42
Heterogeneity: Mot applicable IIZI o1 051 7 150 1IZIDI
Test for averall effect 2= 2.43 (F = 0.02) Favours methotrexate  Favours leflunormide
A C-HAQ DI (follow-up: 16 weeks)
Leflunomiie Methotrexate Mean Difference Mean Difference
Study ofr Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI1
Sikverman 2004 -0.44 008 47 -0.38 01 47 100.0% -0.05 [-0.09, -0.01]
Total (95% CI) 47 47 100.0%  -0.05 [-0.09, -0.01]
Heterogeneity: Mot applicable : t T t |
. B -100 -50 0 ] 100
Test for averall effect: Z = 2.68 (F = 0.007) Fawours mehotrexate  Favours leflunarmide
A Number of limited joints (follow-up: 16 weeks)
Leflunomiile Methotrexate Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI1
Silverman 2005 -52 0.8 47 -53 0.8 47 100.0% 010022, 0,47
Total {95% CI) 17 47 100.0% 0.10 [0.22, 0.42]
Heterageneity: Mat applicable : f t y |
T B -100 -0 i a0 100
Test for averall effect 2= 061 F = 0.54 Favours methaotrexate  Favaurs leflunarmide
Serious adverse events (follow-up: 16 weeks)
Leflunomiide Methotrexate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Sikverman 2005 3 a7 1] 47 100.0% 700037, 131.89 *
Total {95% CI) 47 47 100.0% 7.00[0.37, 131.89] ——emen R ———
Total events 3 I
ity i ; } ; |
Heterogeneity: Mot applicable 001 0 i 10 100

Test for averall effect Z=1.30F =019

Favours leflunomide

Fawaurs methotrexate



Serious infection (follow-up: 16 weeks)

Leflunomiide Methotrexate Risk Ratio

Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Sikverman 2005 1 a7 1] 47 100.0% 3000013, 71.82
Total (95% CIy 47 47 100.0% 3.00 [0.13, 71.82] — e ——
Total events 1 I
Heterogeneity: Mot applicable ; f y
Test for averall effect: £ = 0.68 F = 0.50) 0.01 0.1 ! 10 100

Favours leflunomide  Fawours methotrexate

Drug continuation rate (follow-up: 16 weeks)

Leflunomiide Methotrexate Risk Ratio

Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Sikverman 2005 14 a7 46 47 100.0% 0.96 [0.88, 1.04]
Total {95% CI) 47 47 100.0% 0.96 [0.88. 1.04]
Total events 14 46
Heterogeneity: Mot applicable ; f T y |
Test for averall effect: £2=1.02 F = 0.31) 0.01 0.1 ! 10 100

Favours methatrexate  Fawours [eflunomide



BEE JACQ2 7+ L X rZ7Aw b (SASP vs PBO)

Outcomes used for the recommendation

A Number of active joints (follow-up: 24 weeks)

Salazosulfapyridine Placebo Mean Difference Mean Difference

Study or Subgroup Mean SO Total Mean SD Total Weight IV, Random, 95% CI V. Random, 95% CI

Rossurm 19493 -5.54 G696 3B 07 TN 3 1000% -4.76[-8.06 -1.46]

Total (95% CI) 35 34 100.0% -4.76 [-8.06, -1.46] )

Heterageneity: Mot applicable F t J y

-100 -50 0 50 100
Test for overall effect, £ =283 F =0.004) Favours SASF Favours Placeho
A Number of limited joints (follow-up: 24 weeks)
Salazosulfapyridine Placeho Mean Difference Mean Difference

Study or Subgroup Mean SO Total Mean SO Total Weight V. Random. 95% CI V. Random, 95% CI

Rozsum 1998 -244 662 3/ -1.97 466 3 1000% -052[-3.22 218

Total (95% CIl} 35 34 100.0% -0.52 [[3.22, 2.18]

Heterogeneity: Mot appllcable -_1 I -E:D E'I 5'|:| P
Test for overall effect Z=038F =071) Favours SASP Favours Placehn

Serious adverse events (follow-up: 24 weeks)
Salazosultapyridine Placebho Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H. Random. 95% CI M-H. Random, 95% ClI

Rossum 15598 1 35 0 34 100.0% 2920012, 69.20
Total {95% CI} 35 34 100.0% 2.92[012, 69.20] — e ———
Total events 1 0

Heterogeneity: Mat applicable F t t |
Test for averall effect: £ =066 F =0.91) 0.01 0.1 ! 1o 100

Favours SASF Fawours Placebo



BERIA JIACQ3 @&z, (Pubmed)

No. R BRI
1 (arthritis, juvenile[MeSH Terms]) OR (arthritis, juvenile[Title/Abstract]) 11,818
) (polyarthritis[lMeSH Terms]) OR (pauciarticluar[MeSH Terms]) OR 294,929

(oligoarthritis[MeSH Terms]) OR (monoarthritis[MeSH Terms)) '
3 (polyarthritis[Title/Abstract]) OR (pauciarticular[Title/Abstract]) OR 11733
(oligoarthritis[Title/Abstract]) OR (monoarthritis[Title/Abstract]) ’
4 |(#2) OR (#3) 297,046
5 (#1) AND (#4) 11,701
5 (corticosteroid [MH]) OR (prednisolone[TIAB]) OR (glucocorticoid 469 199
[TIAB]) OR (steroid[TIABI]) ’
(#5) AND (#6) 1,046
8 #7 Filter from 1000/1/1-2022 1,036

T —AZ~N—2Z : PubMed, ~2022/12/31

#®%A 2023/3/1




BHRIA JIACQ3 xHiteZE= (Cochrane)

No. R BRI
1|arthritis, juvenile 1,123
2|(polyarthritis) OR (pauciarticluar) OR (oligoarthritis) OR (monoarthritis) 501
3 (polyarthritis):ti,ab,kw OR (pauciarticular):ti,ab,kw OR (oligoarthritis):ti,ab,kw 437

OR (monoarthritis):ti,ab,kw
4(#2 OR #3 517
5(#1 AND #4 80
6|(corticosteroid) OR (prednisolone) OR (glucocorticoid) OR (steroid) 40,042
. (corticosteroid):ti,ab,kw OR (prednisolone):ti,ab,kw OR (glucocorticoid):ti,ab,kw 38,536
OR (steroid):ti,ab,kw ’
8[#6 OR #7 40,042
9[#5 AND #8 20
10|#9 with Cochrane Library publication date to Dec 2022 20

F— & ~N—2X : Cochrane, ~2022/12/31

"% H

2023/3/1




BERA JIACQ3 iRER (EEs

No. R BRI
BIEAA-EFEM/TH or DEIEIR A E FIHR R LRI 28 /AL or ZEEEN KIS F 4 3,068
K314 BREN A
glucocorticoid/TH or steroid/AL or A7 @ A K/AL or corticosteroid/AL or 7L 86,892
JaJLF a4 F/AL or prednisolone/AL

3|#1 and #2 354
4| (#3) and (PT=2Z8%% <) 210
5(#4 and (DT=1900:2022) 210

T—AN—2R 1 EHE, ~2022/12/31

#®%A 2023/3/1



BRA JIACQ3 x@ti&eER= (Embase)

No. Ry RBRHE
1|arthritis, juvenile':ab,ti OR 'arthritis, juvenile'/exp 22,831
) polyarthritis:ab,ti OR pauciarticular:ab,ti OR oligoarthritis:ab,ti OR 14657
monoarthritis:ab,ti
3|corticosteroid OR prednisolone OR glucocorticoid OR steroid 829,931
(‘arthritis, juvenile:ab,ti OR 'arthritis, juvenile'/exp) AND (polyarthritis:ab,ti OR
A pauciarticular:ab,ti OR oligoarthritis:ab,ti OR monoarthritis:ab,ti) AND 120

(corticosteroid OR prednisolone OR glucocorticoid OR steroid) AND
([english]/lim OR [japanese]/lim) AND [abstracts]/lim

T — KX ~N—2X : Embase, ~2020/12/31

®%&A 2021/1/11




BEFB JACO3 XEMREZA—F v — b

CQ&ES JIACQ3
MEDLINE ~
) N CENTRALA % Embasen o EFREEN D Z D DERIED ©
ia Pubmed) > | o xmtE | BELAXEE | RE L B L - X
pOBELLXEE | TR e e
1036 20 420 210 2
BEESRBRNME O STRREL B Z D DIFEHRIED D RFE L 72 3XE K
(n= 1685 ) (n= 1 ) (n= 2 )
2o —=v o L=k (1st Screening) B L 7= STHkER
(n= 1687 ) (nh= 1673 )
TS 7 5 L 7= 5m30EK (2nd Screening) Bk L =308
(n= 14 ) (n= 12 )
<BRANEH>
l - PHAEEEBST (h= 0 )
C/CHE#REAE-ST (h= 0 )
B E ITEA AN R/ R THAUNERD (n= 12 )
(n= 2 e/ 2 39 OV EEAEST (h= 0 )
- Ongoing study (h= 0 )
l - Publication dateA%2022/7/1 L% (h= 0 )
- (TNFOHR)HA KZ4:2014/202012 (n= 0 )

ENFEAICINA =R
(n= 2

(meta-analysis)

i)

JTICHEARAENTLS




&EHHC JIACQ3 /IXMMTADYRY

SAE

Unique ID

Study ID
Umang.2022

Umang.2022
Umang.2022
Umang.2022
Umang.2022
Hissink.2017
Hissink.2017
Hissink.2017
Hissink.2017

Hissink.2017

Experimental

o o o o o » » » » >

Comparator

O U U U U W W W W W

Outcome

ACR Pedi 30
ACR Pedi 50
ACR Pedi 70

AE Hyperglycemia
AE Cushing

ACR Pedi 30
ACR Pedi 50
ACR Pedi 70

AE

SAE

=
2000000000"
0000000000

0000000000:
(]

0000000000
2000000000rF

000000

(o)
<
®
B

D1
D2
D3
D4

Low risk
Some concerns

High risk

Randomisation process
Deviations from the intended interventions
Missing outcome data

Measurement of the outcome



BED JACQ3 x=bEFrARFm77A/v (DEX)  Question: Dex versus Placebo for JIA.

Cert assessment Ne of patients

Ne of Stud f oth Relat ut Certainty Importance
o u 0 er elaf solute
studies desig - Inconsistenc Indirectness Imprecision T RTX placebo (85% Cl) 5% Cl)

ACR Pedi30
1 randomized | not serious not serious Serious? Serious? none 24130 21/28 RR 1.07 53 more per CRITICAL
trials (80.0%) | (75.0%) | (0.81t01.41) 1,000 @ @ O O
(from 142 low
fewer to 307
more)
ACR Pedi50
1 randomized | not serious not serious Serious? Very seriousb none 18/30 17/28 RR 0.99 6 fewer per IMPORTANT
trials (60.0%) | (60.7%) | (0.65to 1.50) 1,000 @O O O
(from 212 very low
fewer to 304
more)
ACR Pedi70
1 randomized | not serious not serious Seriousa Very seriousb none 11/30 11/28 RR 0.93 27 fewer per IMPORTANT
trials (36.7%) | (39.3%) | (0.481t01.80) 1,000 @O O O
(from 204 very low
fewer to 314
more)
SAE
1 randomized | not serious not serious Serious? seriouse none 0/30 0/28 CRITICAL
tials ) SDOO
>RE
Cushing
1 randomized | not serious not serious Serious® very serious® none 8/30 4128 RR 1.87 124 more per IMPORTANT
trials (26.7%) | (14.3%) | (0.63t05.52) 1,000 @ O O O
(from 53 fewer very low
to 646 more)
Hyperglycemia
1 randomized | not serious not serious Seriousa Very seriouse none 2/30 0/28 RR 4.68 d IMPORTANT
trials (6.7%) | (0.0%) | (0.23t093.37) @ O O O
very low

Cl: confidence interval; RR: risk ratio.

Explanations

a. Patients with other types of JIA are included.

b. 95%CI of RR includes the decision thresholds of 1.25

c. 95%CI of RR includes both the decision thresholds of 0.75 and 1.25
d. Unable to extrapolate

e. The total sample size is small.



BHD JACQ3 T®FUARFuTZ7 AL (PSL)  Question: DMARD+PSL versus DMARD for JIA.

Certainty assessr Ne of patients

‘ F—— i - - Certainty Importance
isk 0 ) ) : er ative solute
g Inconsistency Indire s | Imprecisi D R placebo (95% Cl) (95% Cl)

EERHIIETE BN IR BEZ R &S (Wallace preliminary criteria)

1 randomized | serious? not serious not serious Very serious® none 3/32 (9.4%) 8/32 RR 0.38 155 fewer CRITICAL
trials (25.0%) (0.11t01.29) | per 1,000 @ O O O

(from 223 very low
fewer to
73 more)

ACR Pedi30

1 randomized | serious® not serious not serious Very serious? none 17132 16/32 RR 1.06 30 more

trials (53.1%) (50.0%) | (0.66t01.71) | per 1,000 @OOO

(from 170 very low
fewer to

355 more)

CRITICAL

ACR Pedi50

1 randomized | serious® not serious not serious Very serious? none 12/32 10/32 RR 1.20 62 more

trals @5 | @raw | 0610237 | perroco | OO0

(from 122 very low
fewer to

428 more)

IMPORTANT

ACR Pedi70

1 randomized | serious® not serious not serious Very serious? none 6/32 8/32 RR0.75 63 fewer IMPORTANT

trials (18.8%) (25.0%) | (0.29t01.92) | per 1,000 @ O O O

(from 178 very low
fewer to

230 more)

SAE

1 randomized | serious? not serious not serious Very serious® none 1/32 (3.1%) | 2/32 (6.3%) RR 0.50 31 fewer CRITICAL
trials (0.05t05.24) | per 1,000 @ O O O
(from 59 very low
fewer to
265 more)

Any AE

1 randomized | serious® not serious not serious Very serious® none 9/32 7132 RR 1.29 63 more

trials (281%) | (21.9%) | (055103.03) | per1,000 SOoO00

(from 98 very low
fewer to

444 more)

IMPORTANT

Gastrointestinal

trials (43.8%) (21.9%) | (0.93t04.29) | per 1,000
(from 15
fewer to

720 more)

1 randomized | serious® not serious not serious serious® none 14/32 7132 RR 2.00 219 more @ @OO IMPORTANT
Low

Infection

1 randomized | serious® not serious not serious Very serious® none 6/32 8/32 RR0.75 63 fewer IMPORTANT

trals ass% | @ow | 02019 |perioo | OO0

(from 178 very low
fewer to

230 more)

Cl:

confidence interval; RR: risk ratio.

Explanations

a. Insufficient randomization,

b. The 95% CI of the RR includes both the decision thresholds of 0.75 and 1.25.
c. The 95% CI of the RR includes the decision thresholds of 1.25.



BERE JACQ3 7L X +r7AaY b (DEX)

ACR Pedi30
Dex Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random. 95% Cl M-H. Raclom, 95% CI
Urnang Bhardwaj, 2022(Dex vs Placebo) 24 30 21 28 100.0% 1.07 [0.81,1.47]
Total (95% CI) 30 28 100.0% 1.07 [0.81, 1.41]
Total events 24 21
Heterogeneity. Mot applicable k + T + |
R - 0.01 01 1 10 100
Test for overall effect Z= 0.45 (P = 0.65) Favours [Placebo] Favours [Dex]
ACR Pedi50
Dex Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M.H.Random, 95% CI M-H. Random, 95% CI
Umang Bhardwaj, 2022(Dex vs Placebo) 18 30 17 2% 100.0%  0.99[065,1.50]
Total (95% CI) 30 28 100.0% 0.99 [0.65, 1.50]
Total events 18 17
Heterogeneity: Mot applicable k + t |
ol _ 0.01 0.1 1 10 100
Test for overall effect: Z= 0.06 (F = 0.96) Favours [Placebo] Favours [Dex]
ACR Pedi70
Dex Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H.Random, 95% Cl M-H. Random, 9% CI
Umang Bhardwaj, 2022{Dex vs Placebo) i 30 11 28 100.0% 0.93[0.48, 1.80]
Total (95% CI) 30 28 100.0%  0.93[0.48, 1.80]
Total events 11 11
Heterogeneity. Mot applicable k + f |
o A i 1 1
Test for overall effect Z=021 (P =0284) 0.0 Fa\rDL?rs [Placebo] Favours [DEl']x] 00
Cushing
Dex Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H.Random. 95% CI M-H. Random, 95% CI
Urnang Bhardwaj, 2022(Dex vs Placeho) 8 30 4 28 100.0% 1.87 [0.63, 5.52]
Total (95% CI) 30 28 100.0% 1.87 [0.63, 5.52]
Total events 8 4
Heterogeneity: Mot applicable 0:1 1 110 r DD:

Testfor overall effect: Z=1.13 (P = 0.26)

Hyperglycemia

Favours [Dex] Favours [Placebo]

Dex Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight [M.H.Random. 95% Cl IM-H. Random, 95% €I
Umang Bhardwaj, 2022(Dex vs Placebo) 2 30 0 28 1000% 4.68(0.23, 93.37]

Total (95% CI) 30 28 100.0% 4.68[0.23,93.37]

Total events 2 0
Heterogeneity: Not applicable
Test for averall effect Z=1.01 (P=0.31)

e

0.1 10
Favours [Dex] Favours [Placebo]

100



BERE JACQ3 7L X +7Ev + (PSL)

EEPRMIFETEBIIRREZE R EI A (Wallace preliminary criteria)

DMARD+PSL DMARD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random. 95% CI M-H. Randoim, 95% CI
Muller 2017, DMARD+PSL ve DMARD 3 32 8 32 100.0% 0.38[0.11,1.29) B
Total {95% Cl) 32 32 100.0% 0.38[0.11,1.29] =T
Total events 3 8
Heterogeneity: Not applicable I t t i
iy _ 0.01 0.1 10 100
Lo Favours [DMARD] Favours [DMARD+PSL]
ACR Pedi30
DMARD+PSL DMARD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H.Random. 95% CI| M-H. Random. 95% CI
Muller 2017, DMARD+FSL vs DMARD 17 32 16 32 100.0% 1,06 [0.66,1.71]
Total (95% CI) 32 32 100.0% 1.06 [0.66, 1.71]
Total events 17 16
Heterogeneity: Mot applicable F i + t ]
= _ 0.01 0.1 1 10 100
Testfor overall effect Z=0.25 (P = 0.80) Favours [DMARD] Favours [DMARD+PSL]
ACR Pedi50
DMARD+PSL DMARD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M.H. Random. 95% Cl M-H. Radom, 95% CI
Muller 2017, DMARD+FSL vs DMARD 12 32 10 32 100.0% 1.20[0.61, 2.37]
Total (95% CI) 32 32 100.0% 1.20 [0.61, 2.37]
Total events 12 10
Heterogeneity: Mot applicable F i + ]
= _ 0.01 0.1 1 10 100
Testfor overall effect Z=0.52 (P = 0.60) Favours [DMARD] Favours [DMARD+PSL]
ACR Pedi70
DMARD+PSL DMARD Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M.H.Random. 95% CI M-H. Random, 95% CI
Muller 2017, DMARD+PSL vs DMARD 6 32 8 32 100.0% 0.75(0.28,1.92]
Total (95% CI) 32 32 100.0% 0.75[0.29,1.92]
Total events 6 ES
Heterogeneity: Mot applicable I t 1 t {
0.0 0.1 1 10 100
Test for overall effect Z= 0.60 {P = 055) Favours DMARD'] Favours [DMARD*PSLJ
SAE
DMARD+PSL DMARD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M.H.Random. 95% CI -H, Ranndom, 95% CI
Muller 2017, DMARD+PSL vs DMARD 1 32 2 32 100.0% 0.50[0.05, 5.24] .
Total (95% Cl) 32 32 100.0%  0.50[0.05,5.24] i ———
Total events 1 2
Heterogeneity: Not applicable =U o1 01'1 150 00

Testfor averall efiect Z= 0.58 (P = 0.56) Favours [DMARD+PSL] Favours [DMARD]



Any AE

DMARD+PSL DMARD Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random. 95% CI M-H. Random, 95% CI
Muller 2017, DMARD+PSL vs DMARD 9 32 ¥ 32 100.0% 1.29[0.55,3.03]
Total (95% Cl) 32 32 100.0%  1.29 [0.55, 3.03]
Total events g 7

Heterageneity: Not applicable I f t {

i _ 0.01 0.1 1 10 100
Testfor overall effect Z= 0.57 (P =0.57) Favours [DMARD+PSL] Favours [DMARD]
Gastrointestinal
DMARD+PSL DMARD Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Random. 95% CI

Muller 2017, DMARD+PSL vs DMARD 14 32 732 100.0%  2.00([0.93, 4.29)

Total (95% Cl) 32 32 100.0% 2.00 [0.93, 4.29]

Total events 14 7

Heterogeneity. Not applicable b t i |

iy _ 0.01 0.1 1 10 100
Testfor overall effect Z=1.78 (P=0.08) Favours [DMARD+PSL] Favours [DMARD]
Infection
DMARD+PSL DMARD Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H.Random. 95% CI M-H. Random, 95% CI

Muller 2017, DMARD+PSL ve DMARD ] 32 a8 32 1000% 0.75[0.29,1.92]

Total (95% Cl) 32 32 100.0%  0.75[0.29,1.92]

Total events 3 8

Heterogereity. Mot applicable I'001 051 1 150 100:

Testfor overall effect Z=0.60 (P =0.55) Favours [DMARD+PSL] Favours [DMARD]



BRIA JIACQ4 @itz (PubMed)

No. BEA RERHEL
1|(arthritis, juvenile[MeSH Terms]) OR (arthritis, juvenile[Title/Abstract]) 11,631
(polyarthritisiMeSH Terms]) OR (pauciarticular[MeSH Terms]) OR 290,608
(oligoarthritisfMeSH Terms]) OR (monoarthritis[MeSH Terms]) '
(polyarthritis[Title/Abstract]) OR (pauciarticular[Title/Abstract]) OR 11646
(oligoarthritis[Title/Abstract]) OR (monoarthritis[Title/Abstract]) '
4|(#2) OR (#3) 292,689
5[(#1) AND (#4) 11,518
etanercept OR adalimumab OR infliximab OR golimumab OR certolizumab OR TNF 82,337
inhibitor OR TNF blockage
7|(#5) AND (#6) 875

T —&~X—2X : PubMed, ~2022/12/31

®¥®H 2023/1/9




BHRIA JIACQ4 ktzE= (Cochrane)

No. S RERHEL

1| (arthritis, juvenile):ti,ab,kw 1,013

(etanercept OR adalimumab OR infliximab OR golimumab OR certolizumab OR TNF 9691
inhibitor OR TNF blockage)

3| (#1) AND (#2) 242

F— &KX ~_—2X : Cochrane, ~2022/12/31

®¥®H 2023/1/9




BERA JIACQ4 XERFR (EHES

No. BB EEREE
1|(BEEn - B EM/TH or BEMFFRMEE4/AL) 3,748
2|B8ENAY/AL or A BEE/AL or ZEIEN/AL 2,200
3[#1 and #2 402

(Etanercept/TH or T& /Lt 7 k/AL) or (Adalimumab/TH or 7 & U L.~ 7 /AL) or
(Infliximab/TH or 4 > 7 1) %< 7/AL) or (Golimumab/TH or 3 L~ 7/AL) or
(("Certolizumab Pegol"/TH or Certolizumab/AL) and Pegol/TH or /L k U X~ 7/AL)
Alor ((FEBZEFELRF 7 /L7 7 /TH or TNF/AL) and inhibitor/AL or (fEBIEFRKRF 7L 7 7 16,537
/TH or TNF/AL) and blockage/AL or (&R F 7 /L7 7 /TH or TNF/AL) and
blockade/AL or (fEEEEIERE F 77 /L 7 7 /TH or TNF/AL) and blocker/AL and orf&E&
LR FREEZE/AL)
543 and #4 80
6|#5 and (PT=%8 <) 46

T—RN—2 1 [EHEE, ~2022/12/31

®¥®H 2023/1/9




BRIA JIACQ4 iR (Embase)

No. BB EEREE
1|arthritis, juvenile:ab,ti OR 'arthritis, juvenile'/exp 22,831
2|juvenile rheumatoid arthritis':ab,ti OR 'juvenile rheumatoid arthritis'/exp 23,359
3|polyarthritis:ab,ti OR pauciarticular:ab,ti OR oligoarthritis:ab,ti OR monoarthritis:ab,ti 14,657

etanercept OR adalimumab OR golimumab OR tocilizumab OR abatacept OR "
infliximab OR biosimilar '
(‘arthritis, juvenile':ab,ti OR 'arthritis, juvenile'/exp) AND (polyarthritis:ab,ti OR
pauciarticular:ab,ti OR oligoarthritis:ab,ti OR monoarthritis:ab,ti) AND (etanercept OR 231

adalimumab OR golimumab OR tocilizumab OR abatacept OR infliximab OR
biosimilar) AND ([english]/lim OR [japanese]/lim) AND [abstracts]/lim

F — &KX _—2X : Embase, ~2020/12/31

%A 2021/1/10




BRIB JIACQ4 X@igZR7O—F v — b

CQ&E= JIA CQ4
MEDLINE . . N o N
(via Pubmed) CENTRALAH 5 Embasen o EdFEH, 5 Z DDIFEHRERED S
oo s . T T
T~ i€ L 7= 303K FiiE L 7= 303K FiiE L 7= 303K RiiE SCHRER
875 242 281 46 0
BRI BR 2 D XXRRER BENEE ZDMOIERED DFFE L 7= Xk
(n= 1397 ) (n= 47 ) (n 0 )
2T —Zv T LI=XXEE (1st Screening) Bk L 7= SCEk K
(n= 1397 ) (n= 1102 )
TS 7% 574 L 7= 58308 (2nd Screening) Beak L 7= 508
—_—
(n= 61 ) (h= 41 )
<BRS\EMH >
1 cPAEEE®ET (n= 3 )
- /CHEELE BT (h= 18 )
BHR A ITHA AN TR/ 308K CTFHAUNERD (n= 9 )
(n= 19 e/ 20 30 O EEEE-ST (h= 11 )
- Ongoing study (n= 0 )
l + Publication date$»%2022/7/1L1F% (n= 0 )

(n=

ENRE ISR 7ZHHRE
4 it

(meta-analysis)




EHC JIA CQ4 /AL TRD')RY (paralle_ACRpedi30)

Intention—to—
treat

Unique ID
17

Study ID
Ruperto, 2007

Experimental
IFX+MTX

Gomparator
MTX

Outcome
ACR pedi 30

Weight
NA

D1

@R
N

C

L
=

CE

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BHC JIA CQ4 /LT AM') R4 (parallel ACRpedi50)

Intention—to—
treat

Unique ID

Study ID

18

Ruperto, 2007

Experimental
IFX+MTX

Comparator
MTX

Outcome
ACR pedi 50

Weight
NA

L=

@
N

@s
[

LI
=

@5
a

(0]

verall
1

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BHC JIA CQ4 /LT AM') R4 (parallel_ ACRpedi70)

Intention—to-—
treat

Unique ID

Study ID

19

Ruperto, 2007

Experimental
IFX+MTX

GComparator
MTX

Outcome
ACR pedi 70

@R
N

@x
=

@z
(3]

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EHC JIACQ4 /NALTARDRY (paralle_CHAQ-DIZE L E

~—

Intention—to—
treat

Unique ID

Study ID

20

Ruperto, 2007

Experimental
[FX+MTX

Comparator
MTX

Outcome

CHAQ

Weight
NA

D1

D2
®

R
(]

L
=

@
(3]

Overall

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BHC JIA CQ4 /AL TFADYRY (withdrawal{vs.MTX)_Flare)

Intention—to—
treat

Unique ID
39

45

Study ID
Lovell, 2008

Brunner, 2018

Experimental
ADA+MTX

GOL+MTX

Comparator
MTX

MTX

Outcome

Flare

Flare

® O
OO
® ok
®ox

Iy

Overall

. . Low risk

D1
D2
D3
D4
D5

Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EHC JIA CQ4 /LT RAMD!) R4 (withdrawal{vs.MTX)_ACRpedi30)

Intention—to—
treat Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
35 Lovell 2008 ADA+MTX MTX acRpedizo N @ O O @ @ @ @ Lowrisk
41 Brunner, 2018 GOL+MTX MTX ACR pedi 30 NA ‘ ‘ ‘ ‘ ‘ . ! Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BHHC JIA CQ4 /AL T ADYRY (withdrawal{vs.MTX)_ACRpedi50)

Intention—to—
treat

Unique ID
36

42

Study ID
Lovell, 2008

Brunner, 2018

Experimental
ADA+MTX

GOL+MTX

Comparator
MTX

MTX

Outcome

ACR pedi 50
ACR pedi 50

® O
OO
® ok
®ox

Iy

Overall

. . Low risk

D1
D2
D3
D4
D5

Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



FHGC JACQ4 /LT AD)RY (withdrawal{vs.MTX)_ACRpedi70)

Intention—to—
treat

Unique ID
37

43

Study ID
Lovell, 2008

Brunner, 2018

Experimental
ADA+MTX

GOL+MTX

Comparator
MTX

MTX

Outcome
ACR pedi 70

ACR pedi 70

®Oc
®ox
®ox
®ox
®Or
CY

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EHC JIA CQ4 /LT ADY RS (withdrawal{vs.MTX)_ACR Pedi90 )

Intention—to—
treat Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
38 Lovel, 2008 ADA*MTX  MTX ACRpedi9  NA COBC I R R R @ Lowrisk
44 Brunner, 2018 GOL+MTX  MTX ACRpedi 90 NA COBC I R R R ! Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EHC JIA CQ4 /AT RAMD! R (withdrawal{vs.MTX)_SAE)

High risk

Intention—to—
treat Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
40 Lovel, 2008 ADA*MTX  MTX SAE NA N € @ Lowrisk
46 Brunner, 2018 GOL*MTX  MTX SAE M @0 0060 6 ! Some concerns

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BEHC JIA CQ4 /LT RAMD') X4 (withdrawal{vs.PBO) Flare)

Intention—to—
treat

Unique ID
27

Study ID
Lovell, 2000

Experimental
ETA

Comparator
Placebo

Outcome

Flare

Weight

D1
D2
D3
D4

D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EHC JIA CQ4 /AT AMDY A% (withdrawal{vs.PBO)Y_ACRpedi30)

Intention—to-—
treat

Unique ID

Study ID

24

Lovell, 2000

Experimental
ETA

Comparator
Placebo

Outcome
ACR pedi 30

Weight
NA

@=
N

| J=
(%)

Or
=

Lk
(3]

Overall

@

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BFHC JIA CQ4 /LT AMD') R4 (withdrawal{vs.PBO)_ACRpedi50 )

Intention—to-—
treat

Unique ID

Study ID

25

Lovell, 2000

Experimental
ETA

GComparator
Placebo

Outcome
ACR pedi 50

Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BFHC JIA CQ4 /LT AMD') R4 (withdrawal{vs.PBO)_ACRpedi70 )

Intention—to-—
treat

Unique ID

Study ID

26

Lovell, 2000

Experimental
ETA

GComparator
Placebo

Outcome
ACR pedi 70

Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BEHGC JIA CQ4 /LT AD'Y A% (withdrawal{vs.PBO)_SAE)

Intention—to—
treat

Unique ID

Study ID

28

Lovell, 2000

Experimental
ETA

Comparator
Placebo

Outcome

SAE

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BHD JACQ4 = EF U RFuT7A)b (parallel)  Question: TNFi+ MTX compared to MTX for JIA

assessmen
ol st RELSE; nconsistency | Indirectness | Imprecisi i IRAEYD Al ey MPATEEe
design bias Y p (95% CI) (95% CI)
ACRpedi30
1 randomised | not serious not serious serious? seriousb none 37/58 (63.8%) | 29/59 (49.2%) RR 1.30 147 more CRITICAL
trials (0.94t01.79) | per 1,000 @ @ OO
(from 29 Low
fewer to
388 more)
ACRpedi50
1 randomised | not serious not serious serious? serioust none 29/58 (50.0%) | 20/59 (33.9%) RR 1.48 163 more IMPORTANT
trials (0.95t02.29) | per 1,000 @ @ O O
(from 17 Low
fewer to
437 more)
ACRpedi70
1 randomised | not serious not serious seriousa seriousb none 13/58 (22.4%) | 7/59 (11.9%) RR 1.89 106 more IMPORTANT
trials (0.81t0 4.40) | per 1,000 @ @ O O
(from 23 Low
fewer to
403 more)
CHAQ-DIZELE
1 randomised | not serious not serious serious? seriouse none 58 59 - MD 0.12 CRITICAL
trials lower @@OO
(037 Low
lower to
0.13
higher)

Cl: confidence interval; MD: mean difference; RR: risk ratio

Explanations

a. Patients with other types of JIA are included.
b. The 95% confidence interval of risk ratio includes decision threshold of 1.25.
c. The 95% confidence interval of risk ratio includes decision threshold of -0.22.



BHD JACQ4 TEFURFaT7 A/ (withdrawal (vs.MTX)) Question: TNFi + MTX compared to MTX for JIA

Certainty assessment Ne of patients Effect
Certainty

Importance

ot Sy IRELX @ Inconsistenc Indirectness Imprecisio! it TNFi+M IRAEIY Mirlis
studies S bias y P considerations (95% CI) (95% ClI)

flare

2 randomised | not serious serious? not serious seriouse none 46/116 60/113 RR0.75 133 fewer CRITICAL

trials (39.7%) (53.1%) | (0.56t00.99) per 1,000 @ @ O O

(from 234 Low

fewer to 5
fewer)

ACRpedi30

2 randomised | not serious serious? not serious serious? none 65/116 56/113 RR1.13 64 more per CRITICAL
trials (56.0%) (49.6%) | (0.88t0 1.45) 1,000 @ @ O O
(from 59 Low
fewer to 223
more)

ACRpedi50

2 randomised | not serious serious? not serious serious® none 64/116 55/113 RR 1.13 63 more per IMPORTANT
trials (55.2%) | (48.7%) | (0.88to 1.46) 1,000 @ @ O O
(from 58 Low
fewer to 224
more)

ACRpedi70

2 randomised | not serious serious? not serious seriousb none 61/116 46/113 RR1.29 118 more IMPORTANT
trials (52.6%) | (40.7%) | (0.97t01.72) | per 1,000 @ @O O
(from 12 Low
fewer to 293
more)

ACRpedi90

2 randomised | not serious not serious not serious serious® none 46/116 34/113 RR1.32 96 more per IMPORTANT
trials (39.7%) (30.1%) | (0.92t0 1.89) 1,000 @ @ @ O
(from 24 Moderate
fewer to 268
more)

SAE

2 randomised | not serious not serious not serious very seriousbe none 8/116 11/113 RR0.72 27 fewer per CRITICAL
trials (6.9%) (9.7%) | (0.31t01.67) 1,000 @ @ O O
(from 67 Low
fewer to 65
more)

Cl: confidence interval; RR: risk ratio

Explanations

a. 12 is more than 40%.
b. The 95% confidence interval of risk ratio includes decision threshold of 1.25.
c. The 95% confidence interval of risk ratio includes decision threshold of 0.75.



B D JACQ4 TEFvRX7m 774 (withdrawal (vs.PBO))  Question: TNFi compared to placebo for JIA

Certainty Importance
Indirectness | Imprecisio iy TNFi placebo e Bz
considerations (95% ClI) (95% Cl)

Flare(16w)
1 randomised | not serious not serious not serious serious? none 7125 (28.0%) | 21/26 (80.8%) RR0.35 525 fewer CRITICAL
trials (0.18t0 0.67) per 1,000 @@@O
(from 662 Moderate
fewer to 267
fewer)
ACRpedi30(16w)
1 randomised | not serious not serious not serious serious? none 20/25 (80.0%) | 9/26 (34.6%) RR2.31 453 more CRITICAL
trials (1.32 to 4.06) per 1,000 @@@O
(from 111 Moderate
more to
1,000 more)
ACRpedi50(16w)
1 randomised | not serious not serious not serious serious? none 18/25 (72.0%) | 6/26 (23.1%) RR 3.12 489 more IMPORTANT
trials (1.48 to 6.56) per 1,000 @@@O
(from 111 Moderate
more to
1,000 more)
ACRpedi70(16w)
1 randomised | not serious not serious not serious serious? none 11/25 (44.0%) | 5/26 (19.2%) RR 2.29 248 more IMPORTANT
trials (0.93 t0 5.65) per 1,000 @@@O
(from 13 Moderate
fewer to 894
more)
SAE(16wk)
1 randomised | not serious not serious not serious very none 2125 (8.0%) 0/26 (0.0%) RR 5.19 0 fewer per CRITICAL
trials seriouse (0.26 to 1,000 @ @ O O
103.07) (from 0 Low
fewer to 0
fewer)

Cl: confidence interval; RR: risk ratio

Explanations

a. Sample size is small.
b. The 95% confidence interval of risk ratio includes decision threshold of 1.25.
c. The 95% confidence interval of risk ratio includes decision thresholds of 0.75 and 1.25.



BRE JACQ4 7xL X700y b (parallel)

ACRpedi30
TNFi+MTX MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight W-H,Random, 95% CI M-H, Random, 95% CI
Ruperto,2007 (IFX+MTXvsMTX) 37 58 29 59 100.0% 1.30[0.94,1.79]
Total (95% Cl) 58 59 100.0% 1.30[0.94, 1.79]
Total events 37 29
Heterogeneity: Not applicable '0. Y Of 1 i 1'0 1 00'

Test for overall effect: Z=1.58 (P = 0.11)

Favours [MTX] Favours [TNFi+MTX]

ACRpedi50
TNFi+MTX MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight mM-H, Random, 95% CI M-H, Random, 95% C|
Ruperto,2007 (IFX+MTXvsMTX) 29 58 20 59 100.0% 1.4810.95, 2.29]
Total (95% ClI) 58 59 100.0%  1.48[0.95, 2.29]
Total events 29 20
Heterogeneity: Not applicable '0. Y Of 1 i 1'0 1 00'

Test for overall effect: Z=1.73 (P = 0.08)

Favours [MTX] Favours [TNFi+MTX]

ACRpedi70
TNFi+MTX MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight W-H,Random, 95% CI M-H, Random, 95% CI
Ruperto,2007 (IFX+MTXvsMTX) 13 58 7 59 100.0% 1.8910.81, 4.40] 7
Total (95% ClI) 58 59 100.0% 1.89 [0.81, 4.40] S
Total events 13 7
R
est for overall effect: 2=1.48 (P =0.14) Favours [MTX] Favours [MTX+TNFi]
CHAQ-DI 1L &
TNFi+MTX MTX Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ruperto,2007 (IFX+MTXvsMTX) 092 0.76 58 1.04 061 59 100.0% -0.12[-0.37,0.13]
Total (95% Cl) 58 59 100.0% -0.12[-0.37,0.13]
Heterogeneity: Not applicable r 100 -E;O (I) 5'0 100'

Test for overall effect: Z=0.94 (P = 0.35)

Favours [TNFi+MTX] Favours [MTX]



BRE JACQ4 7xL X E7Avy kb (withdrawal (vs.MTX))

Flare
TNFi+MTX MTX Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brunner 2018 32 78 36 76 57.5% 0.87 [0.61, 1.24)
Lovvel 2008 14 38 24 37 425% 0.57 [0.35, 0.92) =
Total (95% CI) 116 113 100.0% 0.72 [0.48, 1.09]
Total events 46 60
Heterogeneity: Tau® = 0.04; Chi*=1.92, df = 1 (P = 0.17); I? = 48% =0 - 0?1 1 1*0 1005
Test for overall effect: Z=1.55 (P =0.12) Favours [TNFi+MTX] Favours [MTX]
ACRpedi30
TNFi+MTX MTX Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brunner 2018 41 78 42 76 559% 0.95[0.71, 1.27)
Lovvel 2008 24 38 14 37 441% 1.67 [1.03, 2.70]
Total (95% CI) 116 113 100.0% 1.22 [0.70, 2.11]
Total events 65 56
Heterogeneity: Tau? = 0.12; Chi* = 3.88, df = 1 (P = 0.05); I = 74% :n T o: 1 3 110 1 001
Testiorcversit effect: Z=0.71 {P=0.48) Favours [MTX] Favours [TNFi+MTX]
ACRpedi50
TNFi+MTX MTX Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Brunner 2018 40 78 41 76  55.7% 0.95 [0.70, 1.28]
Lovvel 2008 24 38 14 37 44.3% 1.67 [1.03, 2.70] ——
Total (95% Cl) 116 113 100.0% 1.22 [0.70, 2.11] R
Total events 64 55
Heterogeneity: Tau? = 0.12; Chi* = 3,83, df = 1 (P = 0.05); 12 = 74% :0 o 01 : 110 : 00:
Test for overall effect: Z=0.71 {P = D48J ) Fé\l'ﬂum[MTx] Favours [TNFI"'MTK}
ACRpedi70
TNFi+MTX MTX Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brunner 2018 37 78 36 76 541% 1.00 [0.72, 1.40)
Lovvel 2008 24 38 10 37 459% 234 [1.31, 4.18] —i—
Total (95% CI) 116 113 100.0% 1.48 [0.64, 3.40]
Total events 61 46
Heterogeneity: Tau? = 0.31; Chi* = 6.23, df = 1 (P = 0.01); I* = 84% :o = o: . : 110 3 oo:
Test for overall effect: Z =0.92 (P = 0.38) Favaurs [MTX] Favours [TNFI+MTX]
ACRpedi90
TNFi+MTX MTX Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brunner 2018 30 78 24 76 69.0% 1.22 [0.79, 1.88)
Lovvel 2008 16 38 10 37 31.0% 1.56 [0.82, 2.98)
Total (95% CI) 116 113 100.0% 1.31 [0.92, 1.89)]
Total events 46 34
Heterogeneity: Tau? = 0.00; Chi* = 0.38, df = 1 (P = 0.54); 2= 0% =0 P o: 3 1 140 3 ml

Test for overall effsct. Z = 1.42 (P = 0.14) Favours [MTX] Favours [TNFi+MTX]



SAE

TNFi+MTX MTX Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brunner 2018 8 78 10 76 92.9% 0.78 [0.33, 1.87]
Lovvel 2008 0 38 1 3T T1% 0.32[0.01, 7.73) n
Total {95% Cl) 116 113 100.0% 0.73 [0.32, 1.70] g
Total events 8 1

ity = - iZ= = = - R = } $ t {
Heterogeneity: Tau? = 0.00; Chi*=0.27, df =1 (P =060). F=0% 0.01 01 1 10 100

Test for overall effect: Z=0.72 (P = 0.47) Favours [TNFi+MTX] Favours [MTX]



BRE JACQ4 7xL X r7Av b (withdrawal (vs.PBO))

Test for overall effect: Z=1.08 (P = 0.28)

Flare(16w)
TNFi Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Lovell, 2000 (ETN vs PLA) 7 25 21 26 100.0% 0.35[0.18, 0.67]
Total (95% Cl) 25 26 100.0%  0.35[0.18, 0.67] <9
Total events 7 21
Heterogeneity: Not applicable ’ ’ ’ ’
0.01 0.1 1 10 100
Test for overall effect: Z = 3.17 (P = 0.002) Favours [TNFi] Favours [Placebo]
ACRpedi30(16w)
TNFi Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Lovell, 2000 (ETN vs PLA) 20 25 9 26 100.0% 2.31[1.32, 4.06]
Total (95% Cl) 25 26 100.0%  2.31[1.32, 4.06] <o
Total events 20 9
Heterogeneity: Not applicable I I I I
o _ 0.01 0.1 1 10 100
Test for overall effect: Z=2.91 (P = 0.004) Favours [Placebo] Favours [TNFi]
ACRpedi50(16w)
TNFi Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Lovell, 2000 (ETN vs PLA) 18 25 6 26 100.0% 3.12[1.48, 6.56]
Total (95% CI) 25 26 100.0%  3.12[1.48, 6.56] <o
Total events 18 6
Heterogeneity: Not applicable ’ ’ ’ ’
o _ 0.01 0.1 1 10 100
Test for overall effect: Z = 3.00 (P = 0.003) Favours [Placebo] Favours [TNFi]
ACRpedi70(16w)
TNFi Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Lovell, 2000 (ETN vs PLA) 11 25 5 26 100.0% 2.2910.93, 5.65]
Total (95% Cl) 25 26 100.0%  2.29[0.93, 5.65] .
Total events 11 5
Heterogeneity: Not applicable ’ ’ ’ ’
o _ 0.01 0.1 1 10 100
Test for overall effect: Z = 1.80 (P = 0.07) Favours [Placebo] Favours [TNFi
SAE(16w)
TNFi Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
Lovell, 2000 (ETN vs PLA) 2 25 0 26 100.0% 5.19[0.26, 103.07] ’
Total (95% Cl) 25 26 100.0% 5.19[0.26, 103.07] —— N —
Total events 2 0
ity: ' I I I I
Heterogeneity: Not applicable 001 01 1 10 100

Favours [TNFi] Favours [Placebo]



ERA JIACQ5 @&z (PubMed)
No. Y EEN
1 (arthritis, juvenile[MeSH Terms]) OR (arthritis, juvenile[Title/Abstract]) 11,667
) (polyarthritislMeSH Terms]) OR (pauciarticular[MeSH Terms]) OR 291 339
(oligoarthritisfMeSH Terms]) OR (monoarthritis[MeSH Terms]) '

3 (polyarthritis[Title/Abstract]) OR (pauciarticular[Title/Abstract]) OR 11663
(oligoarthritis[Title/Abstract]) OR (monoarthritis[Title/Abstract]) '

4 (#2) OR (#3) 293,428

5 (#1) AND (#4) 11,553
tocilizumab OR sarilumab OR IL-6 inhibitor OR IL-6 blockage OR IL-6 blockade OR 38,694
IL-6 blocker

7 (#5) AND (#6) 319

7 — & ~N—2X : PubMed, ~2022/12/31

®%EH 2023/2/1




BHRIA JIACQS ke zR=, (Cochrane)

No. GRS N
1 (arthritis, juvenile):ti,ab,kw 1018
) (tocilizumab OR sarilumab OR IL-6 inhibitor OR IL-6 blockage OR IL-6 blockade OR 16.007

IL-6 blocker) ’
3 (#1) AND (#2) 128

F—&~—2X : Cochrane, ~2022/12/31

®ERH 2023/2/1




BERIA JIACQS XmiiamRs (EdiEs

No. Y EEN
(BAEAA-FEEM/TH or HEMFFFIEREEIZ/AL) 3,762
BAEAAY/AL or A BIEA/AL or ZE8EI/AL 2,203
#1 and #2 402
(Tocilizumab/TH or k1) X~ 7/AL) or (Sarilumab/TH or % U JL~ 7 /AL) or (IL-6

4 inhibitor/AL or IL-6 blockage/AL or IL-6 blockade/AL or IL-6 blocker/AL orA > & — 5,678
04 ¥ >6fEEZE/AL)
#3 and #4 73
#5 and (PT=%2:E8k <) 36

T—aN—2R 1 [EHEE, ~2022/12/31

®ERH 2023/2/1



BRA JIACQ5 EREHRZ (Embase)

OR adalimumab OR golimumab OR tocilizumab OR abatacept OR infliximab OR
biosimilar) AND ([english]/lim OR [japanese]/lim) AND [abstracts]/lim

No. GRS N
arthritis, juvenile':ab,ti OR 'arthritis, juvenile'/exp 22,831
juvenile rheumatoid arthritis':ab,ti OR 'juvenile rheumatoid arthritis'/exp 23,359
polyarthritis:ab,ti OR pauciarticular:ab,ti OR oligoarthritis:ab,ti OR monoarthritis:ab,ti 14657

) etanercept OR adalimumab OR golimumab OR tocilizumab OR abatacept OR 96.414
infliximab OR biosimilar

5 (‘arthritis, juvenile':ab,ti OR 'arthritis, juvenile'/exp) AND (polyarthritis:ab,ti OR
pauciarticular:ab,ti OR oligoarthritis:ab,ti OR monoarthritis:ab,ti) AND (etanercept 281

F—&X~X—X : Embase, ~2020/12/31

#®%A 2021/1/10




ERB JIACQS NE&R7A—F v —+

CQ&ES JIACQ5
MEDLINE . . . N R R
h SHE L 73T ) T T T
319 128 281 36 1
| |
BB XERBRSME O STREL BB Z DDIEREH SHEE L 72 kI
(n= 756 ) (n= 8 ) (n= 1 )
} |
Ay —=v 7 LI (st Screening) PR} L 7= SRS
(n= 757 ) — |n- 740 )
}
AR M % 5T L 7= 58308 (2nd Screening) ok L =53
(n= 16 ) > n- 12 )
<BRHNEEEH >
l CPHAEREE ST (n= 1)
CI/CHEREE ST (n= 5 )
BHRE AR AN TR/ K - THAUNRERD (n= 5 )
(n= 4 w3/ 4 #) cONEEEE TG-S T (n= 1 )
- Ongoing study (n= 0o )
l - Publication date#%2022/7/1L4F% (n= 0 )
- (TNFO#)H A FZ 4 22014/20201 (n= 0 )
BHHRAICIZ TR (meta-analysis) TTICHEMAEN TS

(n= 1 3R




BEC JIACQ5 ISATADY R (flare )

Intention—to—
treat Unigue ID Study ID Experimental Comparator Outcome Weight

bt D2 D3 D4 D5
1 Brunner, 2015 TCZ+MTX MTX Flare NA . . . . . .

‘ Low risk
! Some concerns

High risk

D1 Randomisation process

D2 Deviations from the intended interventions
D3 Missing outcome data

D4 Measurement of the outcome

D5 Selection of the reported result



#EHC JACQ5 /LT RMD')RY (ACR pedi 30 )

Intention—to—
treat

Unique ID

Study ID

Experimental

Comparator

1

Brunner, 2015

TCZ+MTX

MTX

Outcome
ACR pedi 30

Weight
NA

®e

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



#EHC JACQ5 /AL TRMD')RY (ACR pedi 50 )

Intention—to—
treat

Unique ID

Study ID

Experimental

Comparator

1

Brunner, 2015

TCZ+MTX

MTX

Outcome
ACR pedi 50

Weight
NA

®e

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EEC JACQ5 /INLTAD'Y A% (ACR pedi 70 )

::teea:tlon_to_ Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
i Brunner, 2015 TCZ+MTX MTX acrpedito NA @ @ O ® @ O @ Lowrisk
! Some concerns
. High risk
D1 Randomisation process
D2 Deviations from the intended interventions
D3 Missing outcome data
D4 Measurement of the outcome

D5 Selection of the reported result



EEC JACQ5 /8L T7ADY X% (ACR pedi 90 )

Intention—to—
treat

Unigue ID

Study ID

Experimental

1

Brunner, 2015

TCZ+MTX

Comparator
MTX

Outcome
ACR pedi 90

Weight
NA

@e

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



ZHEC JACQ5 /N(TAD') RS (CHAQ-DIZELE)

Intention—to-—
treat

Unique ID
1

Study ID
Brunner, 2015

Experimental
TCZ+MTX

Comparator
MTX

Outcome

HAQ

Weight

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EHHGC JIACQ5 /N TFAMDYAR%Y(SAE )

Intention—to—
treat

Unique ID
1

Study ID
Brunner, 2015

Experimental
TCZ+MTX

Comparator
MTX

Outcome

SAE

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BHD JACQS T EFrRFuTZ7A/L Question: IL-6i+MTX compared to placebo+MTX for pJIA

st"f d?:s Study design Risk of bias Other considerations IL-6i+MTX placebo+MTX

Certainty assessment

Ne of patients

taint
Relative Absolute LRty
(95% CI) (95% CI)

Importance
flare
1 randomised not serious not serious not serious seriousac none 21/82 (25.6%) 39/81 (48.1%) RR 0.53 226 fewer per CRITICAL
trials (0.35t00.82) 1,000 @@@O
(from 313 fewer Moderate
to 87 fewer)
ACR pedi 30
1 randomised not serious not serious not serious seriousab none 61/82 (74.4%) 44/81 (54.3%) RR 1.37 201 more per CRITICAL
trials (1.08t01.74) 1,000 @@@O
(from 43 more Moderate
to 402 more)
ACR pedi 50
1 randomised not serious not serious not serious seriousa® none 60/82 (73.2%) 42/81 (51.9%) RR1.41 213 more per IMPORTANT
trials (1.10t0 1.81) 1,000 @@eo
(from 52 more Moderate
to 420 more)
ACR pedi 70
1 randomised not serious not serious not serious seriousab none 53/82 (64.6%) 34/81 (42.0%) RR 1.54 227 more per IMPORTANT
trials (1.14 10 2.08) 1,000 @@@O
(from 59 more Moderate
to 453 more)
ACR pedi 90
1 randomised not serious not serious not serious seriousab none 37/82 (45.1%) 19/81 (23.5%) RR 2.68 394 more per IMPORTANT
trials (1.37t0 5.26) 1,000 @@@O
(from 87 more Moderate
to 999 more)
CHAQ-DI k&
1 randomised not serious not serious not serious seriousad none 82 81 - MD 0.08 lower CRITICAL
trials (0.29 lower to @ ea @ O
0.13 higher) Moderate
SAE
1 randomised not serious not serious not serious very seriousae none 3/82 (3.7%) 3/81 (3.7%) RR 0.99 0 fewer per CRITICAL
trials (0.21t0 4.75) 1,000 @ @ O O
(from 29 fewer Low
to 117 more)

Cl: confidence interval; MD

Explanations

a. Sample size is small
b. The 95% confidence interval of risk ratio includes decision threshold of 1.25.
c. The 95% confidence interval of risk ratio includes decision threshold of 0.75.
d. The 95% confidence interval of risk ratio includes decision threshold of -0.22

e. The 95% confidence interval of risk ratio includes decision thresholds of 0.75 and 1.25.

: mean difference; OR: odds ratio; RR: risk ratio




BRE JACQS 7xLXb7Av b

flare
TCZ+MTX placebo+MTX Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H. Random, 95% CI
Brunner 2015 iy az KIe] a1 100.0% 0.583[0.35 083
Total {95% Cl} gz 81 100.0% 0.53 [0.35, 0.82] -
Total events | 34
Heterogeneity: Mot applicable F t t
T _ 0.m 01 1 10 100
Test for overall effect 7 = 2. 86 (F = 0.004) TCZHMTY placeho+MTH
ACR pedi 30
Macebo+MTX TCZ+MTX Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight  IM-H, Random, 95% CI M-H, Random, 95% CI
Brunner 2015 44 & B a2 100.0% 0.73[0.58 097
Total {95% Cl} a1 82 100.0% 0.73 [0.58, 0.93] &
Total events 44 A1
?Etsf rngEﬂEIT!.f;I Ngt atpg!liazhlﬁeﬂ = [0.004 0.01 01 1I 10 100
est for wverall effect 7 = 260 (P = 0.009) placebo+M T TCZ+MTH
ACR pedi 50
Macebo+MTX TCZ+MTX Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Ewvents Total Weight M-H, Random. 95% CI M-H. Random, 95% CI
Brunner 2015 42 & B0 a2 100.0% 0.71 [0.55, 0.91]
Total {95% Cl} a1 82 100.0% 0.71 [0.55, 0.91] &
Total events 43 fl
?Etsf rngEﬂEIT!.f;I Ngt atpg]liazhlgg = 0.006 0.01 01 1I 10 100
est for verall effect 2=2.73 = 0.006) placEhO+MTH  TCZ+MTH
ACR pedi 70
Macebo+MTX TCZ+MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight p.H. Random. 95% CI M-H., Random, 95% CI
Brunner 2015 M & 53 a2 100.0% 0.65[0.48 088
Total {95% Cl} a1 82 100.0% 0.65 [0.48, 0.88] E 3
Total events M a3
?Etsf rngEﬂEIT!.f;I Ngt atpg!liazhlseﬂ = [0.004 0.01 01 ! 10 100
est for verall effect 7= 2.80 ¢ = 0.005) placEhO+MTH  TCZ+MTH
ACR pedi 90
Macebo+MTX TCZ+MTX Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Radom, 95% CI M-H. Random, 95% CI
Brunner 2015 149 & ) a2 100.0% 0.582[0.33 083
Total {95% Cl} a1 82 100.0% 0.52 [0.33, 0.82] i
Total events 14 ar
Heterogeneity: Mot applicable F t t 1
Test for overall effect 7 =279 (F = 0.005) 0.01 0.1 ! 10 100

placeho+M T TCI+MTH



CHAQ-DI Z&{v &

TCZ+HMTX placebo +HMTX Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean S0 Total Weight IV, Random, 85% €1 IV, Random, 95% CI1
Brunner 2015 -0.804 06534 81 -0.724 06905 82 100.0% -0.08 [-0.25, 0.13)
Total {95% CI) a1 82 100.0% -0.08 [-0.29, 0.13]
Heterogeneity: Mot applicahle F f T y |
Test for verall effect £ =076 (F = 0.49) 100 a0 0 50 100

TCZ+MTH placebo+MTH

SAE
TCZ+MTX placebo+MTX Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brunner 2015 3 82 3 81 100.0% 0.99 [0.21, 4.75]
Total (95% CI) 82 81 100.0% 0.99 [0.21, 4.75)
Total events 3 3
Heterogeneity: Not applicable t t t t i
Test for overall effect: Z = 0.02 (P = 0.99) oo 0.1 ; 19 100

Favours [TCZ+MTX] Favours [placebo+MTX]



BERA JIacas XEERERZ (PubMed)

No. BB IR
(("oligoarthritis"[Title/Abstract] OR "polyarthritis"[Title/Abstract] OR "arthritis"[Title/Abstract])

#1 AND ("pediat*"[Title/Abstract] OR "paediat*"[Title/Abstract] OR "child*"[Title/Abstract] OR 20,700
"juvenile"[Title/Abstract])) OR "arthritis, juvenile"[MeSH Terms]

“janus kinase inhibitors”[mh] OR "janus kinases"[mh] OR “janus kinase inhibitor*”"[tiab] OR “JAK

» inhibitor*”[tiab] OR JAK1*[tiab] OR JAK2*[tiab] OR JAK3*[tiab] OR TYK2*[tiab] OR 24392
tsDMARD*[tiab] OR “ts DMARD*"[tiab] OR "targeted synthetic DMARD*"[tiab] OR jakinib*[tiab] '

3 tofacitinib[nm] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] OR 2513
CP690*[tiab] OR CP-690*[tiab] '
baricitinib[nm] OR baricitinib[tiab] OR “baricitinib phosphate”[tiab] OR “baricitinib phosphate salt”

#4 [tiab] OR Olumiant[tiab] OR INCB028050[tiab] OR INCB-28050(tiab] OR LY3009104[tiab] OR LY- 1,016
3009104[tiab]

e peficitinib[nm] OR peficitinib[tiab] OR Smyraf[tiab] OR ASP015K[tiab] OR ASP-015K[tiab] OR 97
AS1940150BR[tiab] OR AS-1940150BR[tiab] OR JKT201A[tiab] OR JKT-201A[tiab]

e upadacitinib[nm] OR upadacitinib[tiab] OR Rinvoq[tiab] OR ABT494[tiab] OR ABT-494[tiab] OR 103
A1293543[tiab] OR A-1293543[tiab]

e filgotinib [nm] OR filgotinib[tiab] OR Jyselecaltiab] OR GS6034[tiab] OR GS-6034[tiab] OR 233
GLPG0634[tiab] OR GLPG-0634(tiab]

#8 #2 OR #3 OR #4 OR #5 OR #6 OR #7 25,954
(“randomized controlled trial”[pt] OR “controlled clinical trial”[pt] OR “clinical trial”[pt] OR “drug

49 therapy”[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR placebo[tiab] OR 1625 695
trial[tiab] OR groups[tiab]) NOT ("case reports"[pt] OR "case report*"[tiab] OR "case series"[tiab]) T
NOT (animals[mh] NOT humans[mh])

#10 1900/1/1:2022/6/30[dp] 34,291,273

#11 #1 AND #8 AND #9 AND #10 43

T — & ~_—2X : PubMed, ~2022/6/30

®%&H 2022/10/25




BHA Jacas  XiEk&FF (Cochrane)
No. R IR

“ ((oligoarthritis:ti,ab OR polyarthritis:ti,ab OR arthritis:ti,ab) AND (pediat*:ti,ab OR paediat*:ti,ab OR 1376
child*:ti,ab OR juvenile:ti,ab)) OR [mh "arthritis, juvenile"] '

#2 (MeSH descriptor: [Janus Kinase Inhibitors] explode all trees) 102

#3 (MeSH descriptor: [Janus Kinases] explode all trees) 159
("janus kinase" NEXT inhibitor*):ti,ab OR ("JAK" NEXT inhibitor*):ti,ab OR JAK1*:ti,ab OR

#4 JAK2*:ti,ab OR JAK3*:ti,ab OR TYK2*:ti,ab OR tsDMARD*:ti,ab OR ("ts" NEXT DMARD*):ti,ab OR 2,157
("targeted synthetic" NEXT DMARD*):ti,ab OR jakinib*:ti,ab

45 tofacitinib:ti,ab OR tasocitinib:ti,ab OR Xeljanz:ti,ab OR Jakvinus:ti,ab OR CP690*:ti,ab OR CP- 1,008
690*:ti,ab
baricitinib:ti,ab OR "baricitinib phosphate":ti,ab OR "baricitinib phosphate salt":ti,ab OR

#6 Olumiant:ti,ab OR INCB028050:ti,ab OR INCB-28050:ti,ab OR LY3009104:ti,ab OR LY-3009104:ti,ab 573

#7 peficitinib:ti,ab OR Smyraf:ti,ab OR ASP015K:ti,ab OR ASP-015K:ti,ab OR AS1940150BR:ti,ab OR £3
AS-1940150BR:ti,ab OR JKT201A:ti,ab OR JKT-201A:ti,ab

ug upadacitinib:ti,ab OR Rinvoq:ti,ab OR ABT494:ti,ab OR ABT-494:ti,ab OR A1293543:ti,ab OR A- -
1293543:ti,ab

49 filgotinib:ti,ab OR Jyseleca:ti,ab OR GS6034:ti,ab OR GS-6034:ti,ab OR GLPG0634:ti,ab OR GLPG- 310
0634:ti,ab

#10 #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 3,390

#11 #1 AND #10 42
("randomized controlled trial":pt OR "controlled clinical trial":pt OR "clinical trial":pt OR [mh "drug
therapy"] OR randomly:ti,ab OR randomized:ti,ab OR " randomised":ti,ab OR placebo:ti,ab OR

#12 trial:ti,ab OR groups:ti,ab) 1,524,399
NOT ("case reports":pt OR "case" NEXT report*:ti,ab OR "case series":ti,ab) NOT ([mh animals]
NOT [mh humans])

#13 #11 AND #12 with Publication Year from 1900 to 2022, in Trials 42

F—4& ~_—2X : Cochrane, ~2022/6/30

®%&H 2022/10/11




&RA

JACQs XEERA (EFiE

No. wR IR

“ BIENZ&-FEM/TH OR BHEMSFR MR 4/TA OR HEMEEA/TA OR BEEMREEY 7<= F/TAOR

"juvenile idiopathic arthritis"/TA 4,189
» "Janus Kinase Inhibitors"/TH OR "Janus Kinase"/TA OR JAK/TA OR tsDMARD/TA OR “ts DMARD”

/TA OR “targeted synthetic DMARD"/TA OR 2 & R BIEERIEI U 7 ~ F2/TA 5,862
e Tofacitinib/TH or b 7 7 & F = 7/TA or tofacitinib/TA or tasocitinib/TA or £ LY >V /TA or

Xeljanz/TA or Jakvinus/TA 193
#4 Baricitinib/TH or /XU & F = 7/TA or baricitinib/TA or AL 2 > k/TA or Olumiant/TA 545
#5 Peficitinib/TH or =7 4 > F =7 /TA or peficitinib/TA or <A 7 7 /TA or Smyraf/TA 85
#6 Upadacitinib/TH or 7 /X% > F =7 /TA or upadacitinib/TA or U > 7 5 v 2 /TA or Rinvoq/TA 176
#7 Filgotinib/TH or 7 4 JL3F = 7 /TA or filgotinib/TA or ¥+ L #1/TA or Jyseleca/TA 118
#8 #2 OR #3 OR #4 OR #5 OR #6 OR #7 6,023
#9 DT=1900:2022 15,068,613
#10 #1 AND #8 AND #9 6
#11 #10and (X X7+ U R/THor Y RF< T4 v oL E2—/THor ZEHA K74~ /TH) 1
#12 #10 and RD=X X7+ ) T R, Z2EHA F 714 >) 0
#13 #10and (X X7+ U R/TAor Y RATFRT 4 v 7L Ea—/TAor ZBEHA KT 4/ TA) 0
#14 #11 or #12 or #13 1
#15 #10 and /N ARFZE/TH 0
#16 #10 and (RD=7 > & L b & 168) 0

#10 and (SNABTFE/TA or BRAREER/TA or 5> & LALLLEEER/TA or SEEALLLEGELER/TA or BB
#17 B%/TA or 25 11 183UER/TA or ZB IIIAEEAER/TA or ZBIVAEEER/TA or 3ELMEER/TA or RIEMEER/TA or

7 v & LEMF/TA)
#18 (#15 or #16 or #17) not #14

T—AaNR—=2Z : EHEE, ~2022/6/30

®%&HB 2022/10/10




&ARlA JACQs XAEMAZRT (Embase)

No. X BRI
“ ((oligoarthritis:ti,ab OR polyarthritis:ti,ab OR arthritis:ti,ab) AND (pediat*:ti,ab OR paediat*:ti,ab OR child*:ti,ab OR juvenile:ti,ab)) 37 404
OR 'arthritis, juvenile'/exp '
janus kinase inhibitors'/exp OR 'janus kinase inhibitor*':ti,ab OR 'JAK inhibitor*':ti,ab OR JAK1*:ti,ab OR JAK2*:ti,ab OR JAK3*:ti,ab
#2 OR TYK2*:ti,ab OR tsDMARD*:ti,ab OR 'ts DMARD*"ti,ab OR 'targeted synthetic DMARD*":ti,ab OR jakinib*:ti,ab 49,224
#3 tofacitinib:tn OR tofacitinib:ti,ab OR tasocitinib:ti,ab OR Xeljanz:ti,ab OR Jakvinus:ti,ab OR CP690*:ti,ab OR CP-690*:ti,ab 4,924
41 baricitinib:tn OR baricitinib:ti,ab OR 'baricitinib phosphate':ti,ab OR 'baricitinib phosphate salt":ti,ab OR Olumiant:ti,ab OR 1,809
INCB028050:ti,ab OR INCB-28050:ti,ab OR LY3009104:ti,ab OR LY-3009104:ti,ab
45 peficitinib:tn OR peficitinib:ti,ab OR Smyraf:ti,ab OR ASP015K:ti,ab OR ASP-015K:ti,ab OR AS1940150BR:ti,ab OR AS- 140
1940150BR:ti,ab OR JKT201A:ti,ab OR JKT-201A:ti,ab
45 upadacitinib:tn OR upadacitinib:ti,ab OR Rinvoq:ti,ab OR ABT494:ti,ab OR ABT-494:ti,ab OR A1293543:ti,ab OR A-1293543:ti,ab 976
7 filgotinib:tn OR filgotinib:ti,ab OR Jyseleca:ti,ab OR GS6034:ti,ab OR GS-6034:ti,ab OR GLPG0634:ti,ab OR GLPG-0634:ti,ab 541
#8 #2 OR #3 OR #4 OR #5 OR #6 OR #7 49,404
#9 ‘randomized controlled trial’/de 735,552
#10 ‘controlled clinical trial’/de 438,345
#11 random*:ti,ab,tt 1,849,306
#12 ‘randomization’/de 95,295
#13 ‘intermethod comparison’/de 291,161
#14 placebo:ti,ab,tt 349,537
#15 compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 601,137
416 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR e
comparing:ab OR comparison:ab) .
#17 (open NEXT/1 label):ti,ab,tt 101,025
#18 ((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 264,092
#19 ‘double blind procedure’/de 200,651
#20 (parallel NEXT/1 group*):ti,ab,tt 30,304
#21 (crossover:ti,ab,tt OR ‘cross over’:ti,ab,tt) 119,146
42 ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR 131551
patient OR patients OR subject OR subjects OR participant OR participants)):ti,ab,tt '
#23 (assigned:ti,ab,tt OR allocated:ti,ab,tt) 461,190
#24 (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 430,331
#25 (volunteer:ti,ab,tt OR volunteers:ti,ab,tt) 274,346
#26 ‘human experiment’/de 599,592
#27 trial:ti,tt 379,107
498 #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 5,997,888
OR #26 OR #27
(((random* NEXT/1 sampl* NEAR/8 (‘cross section*’ OR questionnaire* OR survey OR surveys OR database or
#29 databases)):ti,ab,tt) NOT (‘comparative study’/de OR ‘controlled study’/de OR ‘randomised controlled’:ti,ab,tt OR ‘randomized 2,943
controlled’:ti,ab,tt OR ‘randomly assigned’:ti,ab,tt))
(‘cross - sectional study’/de NOT (‘randomized controlled trial’/de OR ‘controlled clinical study’/de OR ‘controlled study’/de OR
#30 ‘randomised controlled’:ti,ab,tt OR ‘randomized controlled’:ti,ab,tt OR ‘control group’:ti,ab,tt OR ‘control groups’:ti,ab,tt)) 347,318
#31 (‘case control*:ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled’:ti,ab,tt OR ‘randomized controlled’:ti,ab,tt)) 20,323
#32 ‘systematic review’:ti,tt NOT (trial:ti,tt OR study:ti,tt) 225,437
#33 (nonrandom*:ti,ab,tt NOT random*:ti,ab,tt) 18,184
#34 ‘random field*:ti,ab,tt 2,763
#35 (‘random cluster’ NEAR/4 sampl*):ti,ab,tt 1,598
#36 (review:ab AND review:it) NOT trial:ti,tt 1,024,858
#37 ‘we searched’:ab AND (review:ti,tt OR review:it) 44,237
#38 ‘update review’:ab 127
#39 (databases NEAR/5 searched):ab 58,399
((rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR
#40 pigs:ti,tt OR piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt 1,178,732
OR monkey:ti,tt OR monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND ‘animal experiment’/de)
#41 (‘animal experiment’/de NOT (‘human experiment’/de OR ‘human’/de)) 2,473,859
#42 #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 4,104,523
#43 #28 NOT #42 5,308,246
#44 [1900-2022]/py 42,068,901
#45 #1 AND #8 AND #43 AND #44 61

7 —&~_—2 : Embase, ~2022/6/30

®%A 2022/10/27




ERB JIACQ6 XEEZREZ7HA—Fv—F

|

ENHRE ISR 7R
(n= 2

#)

(meta-analysis)

- Publication date$%2022/7/1L4F%
- (TNFOR)HA K Z 4 :2014/2020(2
JTICHEAIAENTWS

|CQ§%— | JIA CQ6
MEDLINE i s
, . CENTRAL# Embases & ErzEh o ZDOBDERED S
(via Pubmed) > K LAk K LT AR B L 1= AR K L AR
PR L f- B PELIEER TELIAE bt TER AR
43 42 61 0 0
BB ARBRIME O STEREL FEESEEK Z DM DOERFEH DIFE L 72 3X8REK
(n= 133 ) (n= 13 ) 0 )
2o == L=k (1st Screening) BRak L 7= kg
(n= 133 ) > |(n= 120 )
WM % ST L 72508k (2nd Screening) ok L 73k
—_—
(n= 13 ) (n= 4 )
<BRANIEH >
1 - PAEEEG ST (n 2 )
C/CHEEEER-ST (n 0 )
BB A ICTHEAAN TR/ R CTHAURERD (n 2 )
(h= 2 wE/ 9 W) O EEEH ST (n 0 )
- Ongoing study (n 0o )
0 )
0o )




&HC JACQE6 /ALTPRD')R% (Flare )

Intention—to—
treat Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
7 JUVE-BASIS  Bari—Bari  BarimPBO flare rate 1 S N € @ Lowrisk
1 Ruperto, N. Tofa—Tofa Tofa—PBO flare rate 1 . . . . . . ! Some concerns

@ e s

D1 Randomisation process

D2 Deviations from the intended interventions
D3 Missing outcome data

D4 Measurement of the outcome

D5 Selection of the reported result



FHC JIACQ6 /LT RNDJRY (ACR Pedi 30, JADAS-27-CRP)

Intention—to—

treat Unigue ID Study ID Experimental Comparator Outcome Weight D1 D2
8 JUVE-BASIS Bari—Bari Bari—PBO composite measure 1 . .
2 Ruperto, N. Tofa—Tofa Tofa—PBO composite measure 1 . .

- ®g
®og
®op

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



FHC JIACQE NALFTAMD'RY (5% :ACR Pedi 30, JADAS-27-CRP)

Intention—to—
treat Unique ID

1
6

Study ID
JUVE-BASIS

Ruperto, N.

Experimental
Bari—Bari

Tofa—Tofa

Comparator
Bari—PBO

Tofa—PBO

Outcome

composite measure

®O:
® O
® o
® ok

=
® e

3]

composite measure 1

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



ZHC JIACQ6 /NATRAMDYR%L(AC-HAQ DI )

Intention—to—
treat

Unique ID
3

Study ID
Ruperto, N.

Experimental
Tofa—Tofa

Comparator
Tofa—PBO

Outcome
A C-HAQ DI

Weight
1

D1
D2
D3
D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



HHC JIA CQ6 /AL FTRAMDV R4 (Serious adverse event )

Intention—to—

treat Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
9 JUVE-BASIS  Bari—Bari  Bari—PBO  SAE 1 T I S Y .
4 Ruperto,N.  Tofa—Tofa  Tofa—PBO  SAE ! T I S Y !

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result
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Certainty assessment

Ne of patients

Certainty

Relative Absolute Importance
(95% ClI) (95% ClI)
Outcomes used for the recommendation
Flare
2 randomised trials not serious not serious not serious serious? none 35/154 (22.7%) 79/151 (52.3%) RR 0.44 293 fewer per CRITICAL
(0.28 0 0.69) 1,000 @@@O
(from 377 fewer Moderate
to 162 fewer)
AJADAS-27-CRP
1 randomised trials not serious not serious not serious serious® none 49 32 MD 4.36 lower CRITICAL
(4.79 lower to @ @ @ O
3.93 lower) Moderate
ACR pedi 30
2 randomised trials not serious not serious not serious serious? none 106/154 (68.8%) 64/151 (42.4%) RR 1.61 259 more per CRITICAL
(1.30t0 1.99) 1,000 @@@O
(from 127 more Moderate
to 420 more)
FRPRIYIETEBIR REZ RIS (JIA/ACR inactive disease)
2 randomised trials not serious not serious not serious seriouse none 32/154 (20.8%) 18/151 (11.9%) RR 1.74 88 more per CRITICAL
(10310297) 1,000 DDDO
(from 4 more to Moderate
235 more)
AC-HAQ DI
1 randomised trials not serious not serious not serious serious? none 49 33 MD 0.12 lower CRITICAL
(0.14 lower to @@@O
0.1 lower) Moderate
Serious adverse event
2 randomised trials not serious not serious not serious Very seriouse none 5/170 (2.9%) 3/166 (1.8%) RR 151 9 more per CRITICAL
(0.40t0 5.72) 1,000 @@OO
(from 11 fewer to Low
85 more)
Serious infection
2 randomised trials not serious not serious not serious very seriouse none 3/170 (1.8%) 0/166 (0.0%) RR 3.84 165 more per CRITICAL
(0.43 t0 34.38) 1,000 @ @ O O
6.5%' (from 37 fewer to Low

1,000 more)




Outcomes related to the recommendation

ACR pedi 50
2 randomised trials not serious not serious not serious serious® none 100/154 (64.9%) 63/151 (41.7%) RR 1.54 225 more per CRITICAL
(1.24101.92) 1,000 @@@O
(from 100 more Moderate
to 384 more)
ACR pedi 70
2 randomised trials not serious not serious not serious seriouse none 83/154 (53.9%) 55/151 (36.4%) RR 1.48 175 more per CRITICAL
(1.14t0 1.97) 1,000 @%@O
(from 51 more to Moderate
331 more)

Cl: confidence interval; MD: mean difference; RR: risk ratio

Explanations

a. The total sample size and the total number of the events are small.

b. The 95% confidence interval of the mean difference includes the minimally important difference of -5.5.
c. The 95% confidence interval of the risk ratio includes the decision threshold of 1.25.

d. The total sample size is small.

e. The 95% confidence interval of the risk ratio includes both the decision thresholds of 0.75 and 1.25.

f. Extrapolated from the paper: Ruperto H, et al. Lancet. 2008; 372: 383-391.
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Outcomes used for the recommendation

Flare
JAKI PBO Risk Ratio Risk Ratio
Study or Subdgroup Events Total Events Total Weight M-H. Random, 95% CI M-H. Fandom, 95% CI
JIUNVE-BASIS 2022 14 a2 41 ¢ 44.2% 0.34[0.20, 087 ——
Ruperta, M 20149 1 72 a8 0 55.8% 0.54 [0.35, 0.83 ——
Total (95% CI) 154 151 100.0% 0,44 [0.28, 0.69] —=atii--
Total events 35 79
Heterogeneity: Tau :.IZI.IZIS; Chif=1.89df=1(P=017); = 47T% 01 02 s ] 3 : 0
Test for overal effect £=3.54 (P = 0.0004) Favours [JAK] Favours [PBO]
A JADAS-27-CRP
JAKI PEC Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weiglt IV, Random, 25% CI IV, Random, 95% CI
Ruperto, M 20149 003 0.9 49 438 A 32 100.0% -4.36 [-4.78, -3.493] '.
Total (95% CIj 49 32 100.0%  -4.36 [4.79,-3.93]
Heterageneity: Mat applicable '4 '2 7 é 4
Test for overall effect: £=18.87 (P = 0.00001) Fawours [JAKI Favours [PEQ]
ACRpedi30
JAKI PBO Risk Ratio Risk Ratio
Study or Subdgroup Events Total Events Total Weight M-H. Random, 95% CI M-H. Fandom, 95% CI
JIUNVE-BASIS 2022 a5 a2 M M 45E6% 1.75101.28 2.40 —i—
Ruperta, M 20149 a1 72 a3 0 54.4% 1.80[1.13 2.01] —i—
Total (95% CI) 154 151 100.0% 1.61[1.30, 1.99] S 3
Total events 106 64
Heterogeneity: Tau®= 0.00; Chi*= 0.50, df =1 (P = 0.48); F= 0% IIZI 2 DIE ; ﬁ 5’
Test for overall effect £= 439 (F = 0.0001) ' Favn.urs [FBO] Favours [JAK]
FERRAFEIE BN EE:Z S (JIA/ACR inactive disease)
JAKI PBO Risk Ratio Risk Ratio
Study or Subdgroup Events Total Events Total Weight M-H. Random, 95% CI M-H. Fandom, 95% CI
JIUNVE-BASIS 2022 19 a2 11 /M B1.Y% 1.71 [0.87, 3.39] |
Ruperta, M 20149 13 72 7 0 38.3% 1.81 [0.77, 4.26] ]
Total (95% CI) 154 151 100.0% 1.74 [1.03, 2.97] = ———
Total events 32 18
Heterogeneity: Tau®= 0.00; Chi*= 001, df=1{P=092) 1= 0% 07 0's ] ] =

Test for overall effect £2=2.05 F =004

Favours [PBO] Favours [JAKI]



AC-HAQDI

JAKI PEBO Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight I, Random, 95% CIl IV, Random, 95% CI
Ruperta, M 2019 -0.09 004 49 0,03 0.04 33 100.0% -0.12 014, -0010]
Total (95% CIy 49 33 100.0% -0.12 [0.14, -0.10] L 3
Heterogeneity: Mot applicable F ; t
Test for averall effect Z=13.32 (P < 0.000013 0.2 F'ac'\',;urs LAK] E'Famurs [F';-"E:O] 0.2
Serious adverse event
JAKI PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random, 95% CI M-H. Random, 95% CI
JUWVE-BASIS 2022 4 a2 3 81 BRE% 1.32[0.30, .70
Ruperto, B 2014 1 aa ] ga 17 4% 290012, 70149 =
Total (95% CI) 170 166 100.0% 1.51 [0.40, 5.72] —~sngiiione-
Total events a 3
Heterogeneity: Tau =.IZI.IZIIZI; Chi*=020,df =1 {F=066) 7= 0% 001 01 ] 10 1m0
Test for overall effect Z2=0.61 F =054 Favours [JAK] Favours [PBO]
Serious infection
JAKI PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random, 95% CI M-H. Random, 95% CI
JUWVE-BASIS 2022 2 a2 ] 8 a2TH% 4.94 [0.24, 101.379 | b
Ruperto, B 2014 1 aa ] ga 47.3% 290012, 70149 i
Total {(95% CI) 170 166 100.0% 3.84 [0.43, 34.38] ——aem—-——
Total events 3 0
Heterogeneity: Tau®=0.00; Chi*= 0.06, df=1 {FP=0.81); F=0% 001 01 ] 10 1m0

Test for overall effect Z2=120F =0.23

Favaurs [JAK] Favours [PBO]



Outcomes used for the recommendation

ACR pedi 50
JAKI PBO Risk Ratio Risk Ratio
Study or Subdgroup Events Total Events Total Weight M-H. Random, 95% CI M-H. Fandom, 95% CI
JUWVE-BASIS 2022 a2 a2 an 21 450% 1.71[1.23 2.29 —i—
Ruperto, B 2014 43 72 33 0 a5.0% 1.41 [1.0%8, 1.90 —i—
Total (95% CI) 154 151 100.0% 1.54 [1.24, 1.92] .
Total events 100 63
Heterogeneity: Tau®= 0.00; Chif= 0.72, df =1 (P = 0.39); °= 0% IIZI 2 DIE ; ﬁ
Test for overal effect £= 3.85 (P = 0.00013) ' Favn.urs [FBO] Favours [JAK]
ACR pedi 70
JAKI PBO Risk Ratio Risk Ratio
Study or Subdgroup Events Total Events Total Weight M-H. Random, 95% CI M-H. Fandom, 95% CI
JUWVE-BASIS 2022 44 a2 24 8 a2 4% 1.60[1.08, 214 —l—
Ruperto, B 2014 34 72 26 70 47 6% 1.46 [1.01, 2.11] i
Total (95% CI) 154 151 100.0% 148 [114, 1.91] -
Total events a3 a5
Heterogeneity: Tau®=0.00; Chi*= 0.01,df=1 {FP=092; F=0% 02 05 ] 5

Test for overall effect £=2.99 (P = 0.003)

Favours [PBO] Favours [JAKI]
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CQ (No.PICO)

JIA CQ6 : JIA VBB A B X (3L A B DEE () (C, JAKEEREIEAN?

£E : JAKPEEZET JIA/ACR pedi 30 response ZiEnk U /ZFEEIRY JIA &

T @ JAK PEHEF T

P8R : JAK BHEFEZ PBOAYIDEX

FE7DMAOL(ERK) : JIA OBERKE, JADAS-27-CRP, JIA/ACR pedi 30. EffZR(ID #EMX) . C-HAQ DI. EEQEWEFRAEE. ER/INNIEE
BT NHA(EE) : JIA/ACR pedi 50, 70 ERE

5 BIEEY JIA OIREDFRELRE. FI MTIX TERZHIEL. IRT TGS (CBIVEFREIRET I D, BEIZLIIA BEH(ICH LT, JAKBAEEMERESNDINZIRFT T DI L@ BES
HARECEETHD.

X

B¥ 1. BE COREMEREEN?

Ll UB—FIEF>X BINKER

O Lz IMDC claim =4~ X— X DfFH T (& 30 mARHOMEEIE JIA D 40- | BARTREEN DXF (AR SN JAK BHEEE 5 EEH D
O HTS5L, LR 54%. ISERT —HF\—ADEETT(F 20 mRAADREEL JIA DF) A, FAEARY JIA (CX19 D JAK BEEFEDOBRAEICDWTIES
O HESL, [FW 85% CTEMFMAHFNZMEAINTHS D MTX[CLDBEI> bO— | NE TR SN TLRW, JIA (LT D JAK BHEZEDEER
® (L) IR FDIRIA BENS S FREIDEZERISND(1). INBSDE | (FTONTWNDEDD, 2023 F 6 ARTE THRIRERSNE
O cFEFH E(CHUTIAKBEEZDEINEENMEANZIRT I D LE BE | B> TULD,

O BMS5REN FHEHDRECEETHD.

BE 2. EXUVLWHMR FHSNBLEEULVIREEDEEDEDN ?

FIdR Ub—FIEF>R EMREE
O hFh 26~32 D MTX+IAK FHERE(F, MTX EDHET

@ /=N BRI MHALELT

O H® 1. BRELEOMEIIZIR(26-32 iBKF) (. BRA 1000 AHeh

O AW 293(— 162~ —377)AiF4 . HEXIRHER (I RR 0.44(0.28~

O &FEF 0.69)

O BMS5REN




2. AJADAS-27-CRP DiExih(26-32 iBE)(d —4.36 (—3.93
~—4.79)

3. JIA/ACR pedi 30 (26-32:BKF) k(R8T DHEXIRNR(E
1000 Adp7=D 259(127~420) AiEH0 . AHXIRNE RR
1.61(1.30~1.99)

4. Inactive disease(44 iB)MDiExdxhE (L 1000 A= 88(4~
235) AN, ABEFHE(E RR 1.74(1.03~2.94)

5. AC-HAQ DI(44 iB)(D#esdsh& (& —0.12(— 0.14~—0.10)

BLELD. JAK BEE(C K DBIETEY JIA DBIEIR(FIHEIND EEZ S
N LEOUVHIRE hEn] CHIRTUTZ,

BE 3. EXUKRUVIIR FHSNDLEX LK RUVIIRSEDIEEDEDH ?

BB UY—FIEF>R B EE
O KEFL) 26~32 D MTX+IAK FAEE(E. MTX EDLEET
® h BRRFZIMHLELT
O ey 1. JAKEER(CKIDEELRIFEADIENZIRIE 1000 AHTzD 27
O nIh (7~103) Ai&p0. BxI%HER RR 1.51(0.40~5.72)
O &TFE 2. BELQBEVEDMENIZIR(E 1000 AdfzD 250 (—28~1000)
O BH5N AEH0. #3335 RR 3.84(0.43~34.38)
MELKD, JAKBHERICKD. EERWEAVCEERIIEDEEL <
WIR(E [F] &Lz,
B 4. TETORADWERE HR(CETIEARNRTEST > ADEEMEFEDIEEN ?
FBR UB—FIEF>R EBHNEE
O FFE(CTR BRI MAALCET DT ADRREIESAEM. EMNMEML TS
e K D, BRBIBEERDIZH. ERRT I NILDFTIET AL
O JLORBEN [ME] U7z,
oOm

O R L




B¥ 5. {fiEHR AAHTERTDMILAZEDRESERT IMCONWTEERMERMEN(ESDE(EHDN ?

b

UB—FIEF>X

EBIKNEER

O EBRATERMFTZ(FESDESDD

O BEBRAHERMFTZ(HESDEDEIEERSH D
® EELAHERETZEESDEEFHESRRL
O BEBRAEREFTIZ(FHESDEE>RRL

AN

JIA BEDBRICEVWT, RBEREZSORBEIEDNE
FEFENDEENRTH D, BWFRPRIENERNAN
WMRTHDZECHITBESDERFHE TS RNEDEE

Ao

B 6. HRDIS>R

LZFUVIREEF UL RBVWHIRD/INS D RFNTAE UL (FEBRZZFT D ?

b

UB—FIEF>X

EBIKNEER

O EBMEBMMENTLD

O EEWERASZES<ENTLD

O MABHEBEMRENITNEZRF LR
0 BTSINMANEBNTULD

O NMANEBNTULD

OR=F-F=¥-3

O ISR

JAKFBBEZEDNAICKD T, EFEULLWMROKRE=(INT, BFUL
RVWHIRDARE S (IR THolc. LU, EERRHREAEDMEXIRIRN
EERQEWVERAORIMRZEZARE K LE> TH D, IHUIMDERPRER
OEEZESIAUTHHRLULEIZDTH D, HEBHRERITFIREEZEE
BI2ENDD.

A4 RSAAERRBERICHBNT, HENAED IIA (LT D JAK AE
FEONRPCRIERICBITDIRREDT IRV, REED/INS
AN [BZESNANMEBNTND] EHRUTZ.

BRI MAIADNNT (&, BRABELEM 3.4, JIA/ACR
pedi 30 ZEakH* 3.9, IDEAZEN 11.4. NNH (FEFERE!
ERNY 111, EHERBIMEN 8 TH DT,

BE 7. BANMR TONAOEAMMRENATZFERNBOESSEZRFIT DN ?

IR VY—FIEFR BINKESR
O EBMIROERMMRN LN BRXPIRICEATIHADIEST > X (730, BAR D{ili(% 2mg/4mg: 2705.90 F3/ 5274.90 F4(2023
O EBMIROEBEBRMMNRNBES <L F 7 AR®E)

O MABLEBHBENINEFFLRN
O MADERMMRNBES < LN

O MADERMHMRN LN

O cFEFH

o HRAAFAL

UPA (CEAUTINEICHWTHRE(CIS U I B RNAEER T
AUSN TV IEEMR E (FAREA,

BIEAEY JIA (CHVWTCTHEEOFEFNEENSD > LT
B wBEI> PO-IILITDIETRELZEXSITHRETD
AJREMN EE DT ENS. NMACKDERMBREKETLY
ZENFREND,




B¥ 8. pEHRE BERFARIEOEEAETVN?

b

UB—FIEF>X

EBNMKEER

O KS738N

® REZDIEN

O \ERTEI(F L DBANR
O HEEDR

O KSR

O cFEE

O BMS5E0

EOZEDIZHEN THERREFEREIRIFIR,

BE—AICHHBBARDIXMELTE1IME308EL
T. 9B EICHNT 4mg/day TH 158,247.00 FI/H.
9 KB T 2mg/day DABHMEEESNB T EH 5.
81,177.00 F/BIRE IR M HNB.

INR IS E SRR R E BB I E Tz (SRR AT
FIEOMRERBNE. —ARFIISEKETLIR 1~2 HE/B1E
E)=ti=h= P AN

2 BIBECGRMEIR)TIX 16,235.40 §/A. 3 Z&iBUME
4D F)T(F 24,353.10~47,474.10 [/ B1EMNT BHEE
HIC KD R EREEMRTIE R EGEASND,

UPA B8RO B ERE (CB U TIZRA,

B¥ 9. AR COBRRREBEZLGHEZHEECLOTHIREDN ?

Ealla UH—FIEF>X EMNEER
O LWX N HEE(IFEE CTHDIBEDD., HRD/INS A5 JAK BE

O HBE5L, LR
® HT5L, [N
O En

O TFEF

O BM51EN

OB JIA BE(CH T BEBFBES SUBHKECE
STHBTS < BUPEREICIZ EEXENZ. L
L. —EPOMRREPBE AR SN BTSN TR
CENBRIT BN DS, BT DTREINBBE
YR ERI ORISR E 2R S SR B3,

B¥ 10. RITUHEN TONTAFEITOIED ?

Ll UB—FIEF>X EBIKNEER
® L\\\X U JAK BHEZE®D TOF (& 2020 £ (CKE FDA (CHUWTRIETEY

O HT5L, WX
O HESL, [FW
O (Fy

JIA (St U TGRS TLYS, BAR & UPA (CBILTIE
2023 F 7 ARAES VL TEARBZS DB THON
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