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EHA RA CQl Xak#EFERI (PubMed)

Search Query Items found
1 Search ("Arthritis, Rheumatoid/drug therapy"[Majr] OR ("Arthritis, Rheumatoid/therapy"[Majr] AND ("Drug Therapy"[Mesh] OR "Antirheumatic 91025
Agents/therapeutic use"[Mesh])))
2|Search ("Methotrexate"[Mesh] AND "therapeutic use"[SH]) 29810
3|Search (#1 AND #2) 3868
4|Search (#3 AND 2014:2018[DP]) 1027
5|Search (#4 AND (JAPANESE[LA] OR ENGLISH[LA])) 995
6|Search (#5 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB])) 56
7 Search (#5 AND ("Cochrane Database Syst Rev"[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as Topic"[Mesh] OR "systematic 43
review"[TIAB]))
Search (#5 AND ("Practice Guideline"[PT] OR "Practice Guidelines as Topic"[Mesh] OR "Consensus"[Mesh] OR "Consensus Development 1
Conferences as Topic"[Mesh] OR "Consensus Development Conference"[PT] OR guideline*[TI] OR consensus|[TI]))
9|Search (#6 OR #7 OR #8) 74
10(Search (#5 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR (random*[TIAB] NOT medline[SB]))) 303
1 Search (#5 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB]) 351
NOT medline[SB])))
12|Search ((#10 OR #11) NOT #9) 321




EHFA RACQl XE#RFE I (Cochrane)

No. Y EEN LS
#01 MeSH descriptor: [Methotrexate] explode all trees 3,755
#02 rheumatoid arthritis:ti 10,010
#03 #1 AND #2 1,111
#04 #1 AND #2 with Cochrane Library publication date Between Jan 2014 and Dec 2018 479
#05 #4 in Cochrane Reviews 8

471

#06

#4 in Trials




BHFA RACQI XEHEERX(EDEE

#1 Methotrexate/MTH or Methotrexate/MTH 4977
#2 RAE ) < F ;B IE/MTH 19584
#3 #1 and #2 1968
#a #3 and (DT=2014:2018) 831
#5 #hand (AR TFTF VI RA/THor VRATITA VY LEa—/THor BB HA K54 2 /TH) 23
#6 #4and RD=A R 7T L R BEHA K414 ) 0
#7 #hand (AR TF VU R[TAor VATITA VI LEa—/TAor BEHAA K54 2 /TA) 17
#8 #5 or #6 or #7 30
#9 #4 and 9~ ABFZE/TH 53
#10 #4 and (RD=7 > & Lk LLEELER) 8
11 #4 and (Fr ABRZE/TA or BREREAER/TA or 5 > Z LALLLBREAER/TA or BAE AL LLEBEAER/TA or SEIAEERER/TA or SEIHEEAER/TA or EBINFEEAER/TA or BBIV

HHERER/TA or IELMEEAER/TA or RIZEMEEER/TA or 5 2 & LEIfF 1H/TA) 11
#12 (#9 or #10 or #11) not #8 55




EFFB RACQl XEEFERIO—Fv—hk

MTX 1

PubMed Cochrane ErfiE Others( )
395 479 85 0
v
Total records identified through Additional records identified through
database searching (n= 959 ) other sources (n= 6 )
. * Article ¥obook Mreview, fEZH 43
Records screened (1st Screening) Records excluded -Dﬂ'icfbﬁﬁ;% {ﬁrgﬁgvéﬁﬁﬁ;%;i%ﬁgﬁﬁ%
=4 |\
(n= 965 ) (h= 958 ) FRIPR
Full-text articles excluded CQRRIMEMX

Full-text articles assessed for eligibility with reasons

(2nd Screening) (n= 7 ) (n= 0 )

|

Studies included in qualitative synthesis
(n= 7 )

|

Studies included in quantitative synthesis

(meta—analysis) (n = 6 )




E$C RACQI IEFARFAOI7AIL

MTX 1: EZEFEEEE TARAREICMTXIREZEAN?

FESE M54 (Certainty assessment) FRNDZEHY (Summary of findings)

| BE® MR IETVAD
IMF2AD %0)@0)
R FEE = I~l:l IV | EXERE/ THE Rt

HEE(CALVEIET Y ATOI74)L

ACR50(52:8)
1 FUILME | wevicrons | vesicros | mesicros 42/182 9/118 RR 3.03 EEe)
[ s | UORe | mAORe | RAORe | T L (23.1%) (7.6% (1.53-5.98) & X
HAQ (52;8)
vy ) - - ] -0. DD
[}] i wgém walean | s | gzicnn e AL 169 101 (_0."‘1"20,“90??8) - O A
mTSS (52;8)
vy - - - ] -1, DD
[}] 7%%_&”3 walcme | msern | macsn v 2L 138 83 (—2'?3% J—%?ze) - O Bk
SREIEA (27-52:8)
2 FVELIE | pevicras | msicrons | vesi-cran R 6/197 3/133 RR 1.44 @200
| [1.6] R BRATR BT [ R | T 7L (3.0%) (2.3%) (0.36-5.74) E X
Bl{EAICLS Ik (12-5238)
6 YL INIA vest-cron | Esicrans | ves-crons g & 53/339 21/274 RR 2.06 @DD0O
[12.34,56] Hix AT | AT | ARy ™ 7L (15.6%) (7.7%) (1.30-3.25) h wR

HIBYUTILE AR RD DA
#2B8YT VBN DTN =0
#3RRDISWUEFERBDOTRELENEFAEN, [FHLEREIER TSN D EERR.ISE[HLULEILRTEINDIEERRI1.25OMAEEA TS

= nllb\,l‘i'ﬂi

1. Strand V et al. Archives of internal medicine 1999;159:2542-50

2. Pinheiro GR et al. Revista da Associacao Medica Brasil eira (1992). 1993;39:91-4

3. Weinblatt M et al. New England Journal of Medicine 1985;312:818-22

4. Furst D et al. The Journal of rheumatology 1989;16:313-20

5. Williams H et al. Arthritis & Rheumatism Official Journal of the American College of Rheumatology 1985;28:721-30
6. Andersen P et al. Annals of internal medicine 1985;103:489-96



EHD RACQI ZALARRTOVE

ACR50 (5238)

HAQ (52:#)

mTSS (5238)

EEEER (27-52:8)

Methotrexate Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Strand 1999 {ULTRA)} 42 182 8 118 100.0% 3.03 [1.53, 5.98]
Total (95% CI) 182 118 100.0%  3.03 [1.53,5.98] S 2
Towml everts a2 ]
Hetzrogeneity: Not applicable l’l } } |
.001 0.1 1 10 1000
Test for gverall effect: Z = 3.18 (P = 0.001) Favours Placebo Favours Methotrexate
Methotrexate Placebo Mean Difference Mean Difference
Study or Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 12 weeks
Pinheirg 1893 0.39 037 14 053 037 14 168X -0.14 [-0.41,0.13] - 1
Subtotal (95% CI) 14 14 16.8% -0.14 [-041,0.13] e
Heterogenelty: Not applicable
Test for overall effect: Z = 1.00 {P = 0.32)
2.1.2 52 weeks
Strandt 1999 (ULTRA) 104 0.5 169 134 05 101 B3.2% -0.30 [0.42,-0.18] ——
Subtotal (95% CI) 169 101 83.2% -0.30[-0.42, -0.18]
Heterogenelty: Not applicable
Test for overall effect: 2 = 4.77 {P < 0.00001)
Total (95% CI) 183 115 100.0% -0.27 [-0.39, -0.16] ~—
Heterogenehty: ChE = 1.09, df = 1 (P = 0.30); F = §X _05 _0125 o.ﬁs o_g

Test for overall effect Z = 4.76 {P < 0.00001)

Test for subgroup differences: Chf* = 1.09, df = 1 (P = .30}, F = B.2X Favours Methotrexate. Favours Placebo

Methotrexate Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Strand 1999 (ULTRA}{1}) O.B8 3.3 138 216 4 B3 100.0% -1.28 [-2.30, -0.26]
Total (95% CI) 138 83 100.0% -1.28 [-2.30, -0.26] L 3
Heterogenelty: Not applicable - iu -E ; llh

Test for overall effect: Z = 2.46 (P = 0.01} Favors Methotrexate Favors Placebo

Footnotes
(1) Erosion Score + Joint Space Narrowing (maximum total score = 422)

Methotrexate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M=H, Fixed, 95% CI
5.2.1 27 weeks
Andersen 1965 {1} 1 15 1 15 29.2% 1.00 [0.07, 14.55]
Subrotal (95% CI) 15 15 29.2% 1.00 [0.07, 14.55]
Total events 1 1
Heterogenetty: Not applicable
Test for overall effect: Z = 0.00 P = 1.00}
5.2.2 52 weeks
Strand 1999 (ULTRA} 5 182 z 118 70.8% 1.62[0.32,8.22]
Subtotal (95% CI) 182 118 70.8% 162 [0.32, 8.22]
Total everts 5 2z
Heterogenetty: Not applicabile
Test for overall effect: Z = 0.58 (P = 0.56)
Total (95% CI) 197 133 100.0% 1.44 [0.36, 5.74]
Total events § 3

Heterogenelty: Ch = 0.08, df = 1 (P = 0.76); I = 0X

Test for overall effect Z = 0.52 (P = 0.61)

Tast for subgroup differences: Cht = 0.09, df = 1 {P = 0.76), F = 0X
Footnotes

(1) 15 patients entered into the study, but only 12 were included in the efficacy table. Before the cross-over two patients developed serious...

b.oo1 ol 1 10 1000
Favours Methotrexate Favours Placebo

BMERIC K 51k (12-52:8)

Methotrexate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M=H, Fixed, 95% CI
4.3.1 12 weeks
Pinhelro 1993 L} 14 0 14 Not estimable
Welnblatt 1085 1 17 0 18 2.0% 3.17[0.14, 72.80] —
Subrotal (95% CI) 31 32 2.0% 3.17 [0.14, 72.80] ——e——
Total everts 1 0
Heterogenetty: Not applicable
Test for overall effect: Z = 0.72 (P = 0.47)
4.3.2 18 weeks
Furst 1989 z 17 1 16 43% 1.B88[0.19, 18.80] I E—
Willams 1985 30 95 10 84 315X  2.97[1.54,5.77] —a—
Subtotal (95% CI) 112 110 45.8%  2.87 [1.53,5.38] <
Total everts 3z 11
Heterogeneity: Ch = 0.14, df = 1 (P = 0.71); F = 0X
Test for overall effect: Z = 3.28 P = 0.001)
4.3.3 27 weeks
Andersen 1985 1 14 0 14 21% 3.00[0.13, 67.91] s EEne—
Subtotal (95% CI) 14 14 2.1% 3.00[0.13,67.91] — e ——
Total events 1 L}
Hewrogenehy: Not applicable
Test for overall effect: Z = 0.69 (P = 0.48)
4.3.4 52 weeks
Strand 1899 (ULTRA} 13 182 10 118 50.1%  1.23 [0.59, 2.56] t
Subtotal (95% CI) 182 118 50.1% 1.23 [0.59, 2.56]
Total events 13 19
Heterogenehty: Not applicable
Test for overall effect: Z = 0.56 (P = 0.58)
Total (95% CI) 339 274 100.0% 2.06 [1.30, 3.25] <>
Total everts 53 21
Heterogenelty: Chi = 3.23, df = 4 (P = 0.52); F = 0X b 001 I)=1 110 10001

Test for overall effect Z = 3.00 P = 0.002)

Faunnre Mathntrayata  Faunure Plarshn



EFA RA CQ2 XaktEFEI (PubMed)

Search Query ltems found
1[Search ((("Methotrexate"[Mesh] AND "therapeutic use"[SH]AND"folic acid"[Mesh])) 2245
5 Search ("Arthritis, Rheumatoid/drug therapy"[Majr] OR ("Arthritis, Rheumatoid/therapy"[Majr] AND ("Drug 21047

Therapy"[Mesh] OR "Antirheumatic Agents/therapeutic use"[Mesh])))
3|Search (#7 AND #6) 136
4|Search (#8 AND 2012:2018[DP]) 32
5|Search (#9 AND (JAPANESE[LA] OR ENGLISH[LA])) 32
6/Search (#10 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB])) 0
Search (#10 AND ("Practice Guideline"[PT] OR "Practice Guidelines as Topic"[Mesh] OR "Consensus"[Mesh] OR
7|"Consensus Development Conferences as Topic"[Mesh] OR "Consensus Development Conference"[PT] OR 0
guideline*[TI] OR consensus|[Tl]))
Search (#10 AND ("Cochrane Database Syst Rev"[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as 3
Topic"[Mesh] OR "systematic review"[TIAB]))
9|Search (#11 OR #12 OR #13) 3
10 Search (#10 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR 4
(random*[TIAB] NOT medline[SB])))
1 Search (#10 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case c
control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB])))
12|Search ((#15 OR #16) NOT #14) 5




EHFA RACQ2 XE#RFEI (Cochrane)

No. Y EER LS

#01 MeSH descriptor: [Methotrexate] explode all trees 3,762
#02 “rheumatoid arthritis”ti 10,073
#03 MeSH descriptor: [Folic Acid] explode all trees 3,122
#04 #1 AND #2 AND #3 48
#05 #4 with Cochrane Library publication date Between Apr 2012 and Dec 2018 22
#06 #5 in Cochrane Reviews, Trials 22




EHA RACQ2 XEERER(EHE

#1 Methotrexate/MTH and "Folic Acid"/MTH 60
#2 BAE 1) V< F EWEE/MTH 19619
#3 #1 and #2 23
#4 #3 and (DT=2012:2018) 11




EFHB RACQ2 X@EER7IO—F¥y—bk

MTX 2

8 22 11

PubMed Cochrane EdiE Others(

0

l

Total records identified through

database searching (n =

41

l

Additional records identified through

other sources (n= 6 )

l

Records screened (1st Screening)

47 )

Records excluded

(n= 40 )

* Article¥obook Mreview, ik - 455
- a7R—MRZE. FEIXT BRRR TR A E DER R
MR

Full-text articles assessed for eligibility

(2nd Screening) (n = 7 )

|

Full-text articles excluded
with reasons

(h= 0

CQx R X

Studies included in qualitative synthesis

Studies included in quantitative synthesis

(meta—analysis) (n = 6 )




#FHEC RACQ2 IEFTLRFOT7AIL

MTX 2:MTXEFARAB EICERFLIFTHEREROBEEFFERN?

FEEEEEM (Certainty assessment) d (Summary of findings)

—
R
LA IMPAD 'Z'@ﬂﬂ@ .
Bz —i e n FEEYE i@ ZI I~EI I | BRI ERE/IZE{CTEYE
--- %ﬁ&%ﬁ

WRICAWVIETYATOT71)

IETIAD

Rt
(GRADE)

MTX b Ik (8-5238)

naassel | i | moee [ macme | maeno | wer | oar | OWR | W (025059 P | mx
EILERDR (24-528)

loasel | Cmge | maeme | maome [ waeno | 2L ooz | Grow (055-092 S A
ORN% (24-5258)

[1,2‘,14,5] 5/%1;1!: AT | ot | TRy | "L ?124/37% Z(%%a% (0.25—1().'(17(52) ®®1§ = N/A
HEE (5-52)
HERBD IH (24-528)
/BRI (6-528)

[3'2'6] 5/%/;“3 waenn | maenn | wEacenen T L 66 56 (—oih;lD}gis) ®®q§a - (ﬁg%@
TERE R (6-528)

naes | e | macse | macan | maene | mae 7L 75 67 (028 ~ 0.38) %f (e

N/A :BER-BE(TFZHLAL not applicable), ¥#ll(X EERRKRFE - TIMILEVZAILIIRFIV ISR

BEAREBRE) . EERKEE - TOMALE)ZHILIIZAFIY B8

#LIRY U TILE AR REDBEADIEN =D

#2 HHEEBEOIESDEAPLOHY ., PEEDEBEMMNHSH1=H0°=49%)

#3.RRDBWIEEXED FRELBAEN TN, (UL EIE RTINS EERRO.ISE[FRELZLILEFEATIND,

#4 RROBWIEBERBDTRELEAZN TN, [HELRBILRGINIEERR.ISE[HELGEILRGINIEERR 125N AEEA TS,
#5489 T IV DI =8

EiER:

1. Buckley L et al. The Journal of rheumatology 1990;17:1158-61
2. Morgan SL et al. Arthritis & Rheumatism 1990;33:9-18

3. Morgan SL et al. Annals of internal medicine 1994;121:833-41
4. Shiroky JB et al. Arthritis & Rheumatism 1993;36:795-803

5. Van Ede AE et al. Arthritis & Rheumatism 2001;44:2525-30

6. Weinblatt M et al. The Journal of rheumatology 1993;20:950-52




EHD RACQ2 4L AXMTOvE

MTXHr1E (8-52:8)

HIEEEIR

gé

AR

AriEE

4F FpBR R A N

R EI S

Folic or folinic acid

Placebo

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Buckley 1590 2 1B 2 1B 20X 1.00 [0.16, &.35]
Morgan 1590 1 16 4 16 41%  0.25 [0.03, 2.00] +
Morgan 1804 2 25 7 2B 6.7% 0.32[0.07, 1.40]
Shiroky 1993 ] 44 17 48 166X 0.39[0.17,0.69] e
Van Ede 2001 a0 74 52 137 70.6%  0.36 [0.27,0.55] ——
Weinblatt 1993 0 B 0 B Not estimable
Total (95% CI) 385 255 100.0% 0.39 [0.28, 0.53] -
Total events 51 Bz
Heterogenehty: ChE = 1.25, df = 4 (P = 0.87); F = 0X t t t } ; t
01 02 05 z s 10
Test for overall effect: Z = 5.91 (P < 0.00001} Favours folic or folinic Favours placebo
(24-52;8)
Folic or folinic acid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Buckley 1590 & 20 3 0 B.OX 0.67 [0.29,1.52] —
Morgan 1890 & 16 L] 16 BOX 0.67 [0.31,1.43] I
Morgan 1804 2 25 7 28 58%  0.32[0.07, 1.40] I
Shiroky 1893 4 44 14 48 11.8% 0.31[0.11, 0.B8] e —
Van Ede 2001 a5 274 55 137 653X 0.B6[0.67,1.12]
Welnblat 1993 1 B 1 B 0.8% 1.00[0.07 13.37]
Total (95% CI) 387 257 100.0%  0.74 [0.59, 0.92] &
Total events 114 o5
Heterogenelty: ChE = 5.50, df = 5 (P = 0.36); F = 0% t 1 i 2=0
Test for overall effect: Z = 2.64 (P = 0.008) Favours folic or folinic Favours placebo
(24-5238)
Folic or folinic acid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Buckley 1990 3 20 7 20 135X 043 [0.13,1.43] —
Morgan 1980 1 16 0 18 1.0% 3.00[0.13, 66.57 »
Shirgky 1883 3 44 13 48 23.9%  0.25 [0.08, 0.82] —_—
van Ede 2001 45 274 24 137 &l.GX  0.84 [0.60, 1.47] ——
Total (95% CI) 354 221 100.0%  0.72 [0.49, 1.06] B o
Toml events 52 44
Heterogenehty: Che = 5.83, df = 3 (P = 0.12); F = 49% 0-b5 I t 2=0
Test for owerall effect: Z = 1.65 (P = 0.10} Favours folic or folinic Favours placebo
(8-5238)
Folic or folinic acid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M=H, Fixed, 95% CI
Morgan 1990 0 16 3 16 42X 0.14[001, 2.58]
Shirgky 1983 1 44 11 48 126X 0.10 [0.01, 0.74]
Van Ede 2001 26 274 52 137 B3.2% 0.25 [0.15, 0.38]
Welnblatt 1993 0 B 0 ] Not estimable
Total (95% CI) 342 209 100.0%  0.23 [0.15, 0.34] <
Total events 27 66
Heterogenetty: Chi* = 0.96, df = 2 (P = 0.62); F = 0% 'b t t |
001 0.1 1 1000
Test for overall effect: Z = §.97 (P < 0.00001} Favours folic or folinic Favours placebo
(24-5238)
Folic or folinic acid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Morgan 1990 1 16 1 16 27.3% 1.00 [0.07, 14.64] [
van Ede 2001 7 274 2 137 72.7% 175 [0.37,8.31] ——
Total (95% CI) 290 153 100.0% 1.55 [0.40, 5.91]
Toml events ] 3
Heterogenehy: Che = 0.13, df = 1 (P = 0.72); F = 0X h t t i
01 0.1 1 10 100
Test for overall effect: 2 = 0.64 (P = 0.52) Favours folic or folinic Favours placebo
(8-5258)
Folic or folinic acid Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Morgan 1894 20.00 16.03 23 17.63 1219 19 34.3% 0.17 [-0.44, 0.78]
Shiroky 1893 11 153 35 111 183 20 526X -0.01[-0.50,0.49]
Welnblatt 1993 265 &8 B 245 27 B 13.1%  0.26 [-0.72,1.25]
Total (95% CI) 66 56 100.0% 0.09 [-0.27, 0.45]

Hewrogenetty: Che = .33, df = 2 (P = .85 F = OX _2'0 —il) 150 20

IEARBIEA %K

Test for overall effect: Z = 0.49 {P = 0.63)

(8-5238)

Favours folic or folinic Favours placebo

Folic or folinic acid Placebo Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Buckley 1890 4214 21.07 ] 31 155 11 135%  0.58 [-0.32, 1.48]

Morgan 1804 14.35 0.53 23 16 10.81 15 29.7% -0.16 [-0.77,0.45]

Shirgky 1993 149 129 is 15 176 29 454X -0.01 [0.50, 0.49]

Welnblatr 1993 18.3 B.49 B 17.8 7.35 B 11.4%  0.18 [-0.80, 1.16]

Total (95% CI) 75 67 100.0% 0.05 [-0.28, 0.38]

Heterogenetty: ChE = 1.82, df = 3 (P = 0.58); F = 0% _12 —{1 } 2‘

Test for overall effect: Z = 0.29 (P = .77}

Favours folic or folinic Favours placebo



EFA RA CQ3 Xakt&EFEI (PubMed)

No. EEN BRERGH

#01 |"Arthritis, Rheumatoid/therapy"[Maijr] 30,793

402 ("Methotrexate"[Mesh] OR "Sulfasalazine"[Mesh] OR "Tacrolimus"[Mesh] OR "bucillamine"[Supplementary 47 956
Concept] OR "iguratimod"[Supplementary Concept]) AND "therapeutic use"[SH] ’

#03 |"Drug Therapy, Combination"[Mesh] OR "Polypharmacy"[Mesh] 310,855
"rheumatoid arthritis"[TI] AND combination*[TIAB] AND (csDMARD*[TIAB] OR bucillamine*[TIAB] OR

#04 |methotrexate*[TIAB] OR MTX[TIAB] OR iguratimod*[TIAB] OR Salicylazosulfapyridine*[TIAB] OR 179
Sulfasalazine*[TIAB] OR tacrolimus*[TIAB]) NOT medline[SB]

#05 |(#1 AND #2 AND #3) OR #4 1,754

#06 |#5 AND 2012:2018[DP] 735

#07 |#6 AND (JAPANESE[LA] OR ENGLISH[LA]) 713

#08 |#7 AND (“Meta—Analysis“[PT] OR “Meta—Analysis as Topic“[Mesh] OR “meta—analysis”[TIAB]) 48

409 #7 AND ("Cochranlfe Databasle Sys.t Rsv"[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as 31
Topic” [Mesh] OR “systematic review [TIAB])
#7 AND ("Practice Guideline”[PT] OR “Practice Guidelines as Topic”[Mesh] OR “Consensus”[Mesh] OR

#10 |”"Consensus Development Conferences as Topic”[Mesh] OR “Consensus Development Conference”[PT] OR 13
guidelinex[TI] OR consensus[TI])

#11 [#8 OR #9 OR #10 65
#7 AND ("Randomized Controlled Trial“[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (random*[TIAB] NOT

12 | diine[SB]) 336

#13 #7 ANQ (“Clinical Trial”[PT] O.R “Clinical Trials as Topic”[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR case 338
comparison*[TIAB]) NOT medline[SBI))

#14 |(#12 OR #13) NOT #11 340

415 ff7 AND ("Epidemiolllogic Studies”[Mesh] OR "Epidemiologic. Research Design”[Mesh] OR “Comparative Study"[PT] OR 374

Multicenter Study”[PT] OR ((cohort*¥[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SB]))
#16 |#15 NOT (#11 OR #14) 124




EHRHA RACQ3 Xmk#&EZE (Cochrane)

No. EEEN EESE

#01 |"rheumatoid arthritis":ti 7,726
#02 ch?MARD*:ti,ab,kyv.OR b.ucillamine*:ti,ab,kw O.R mejchotrexate*:ti,ab,kw OR ‘iguratimod*:ti,ab,kw OR 13221

Salicylazosulfapyridine*:ti,ab,kw OR Sulfasalazine*:ti,abkw OR tacrolimus*:ti,ab,kw !

#03 [combination*:ti 26,148
#04 |#1 AND #2 AND #3 315
#05 [#4 with Cochrane Library publication date from Jan 2012 to Dec 2018 217
#06 |#5 CDSR 1
#07 |#5 CCRCT 215




EHA RACQ3 XERERR (EHE)

No. EENR BREREH

#01 (BAENY) < F;EWEE/MTH 19,227

#02 | 1) o< FHl/TH 149,964

#03 | ZHIGEAEE/TH or ZEEFIIR5/TH 143,237
BEET ) r2< F /Tl and (ZEWERE/TA or 15 %/TA or bucillamine/TA or 7 <5 = >/TA or methotrexate/TA or *

#04 |V b L ¥+t — /TA origuratimod/TA or 4 45 FE K/TA or Salicylazosulfapyridine/TA or Sulfasalazine/TA or 5 198
Yy E'1) > /TA or tacrolimus/TAor 2 % O ') LN X/TA) and $EF/TI

#05 |(#1 and #2 and #3) or #4 2,000

#06 [#5 and (DT=2012:2018) 948

#07 [#6and (A AT F UL RX/THor VATITA VI LEa—/THor 8B HA K54 2/TH) 53

#08 [#6and (RD=X AT+ ) LR BEHA K54 ) 0

#09 [#6and (A AT F U RX/TAor VATITA VI LEa—/TAor BEHA K54 2 /TA) 15

#10 |#7 or #8 or #9 55

#11 [#6 and T ABFZE/TH 181

#12 |#6 and (RD=5>4 L1b LLEERER) 17

413 [#6 and &{T]\E)j?"ﬁ/TA or Eﬁfﬁ%ﬁﬁ;ﬁ{TA or IUH Ml:}bis‘a%ﬁﬁ/m or Aﬁj’ﬁﬁ1btt§§§jﬁ%ﬁ<TAﬁor FEIFERER/TA or FEIHEAHER 32
/TA or SEIHEEAER/TA or SEIVAEERER/TA or JELMHEER/TA or RIFMEER/TA or SUH LEIfFIH/TA)

#14 |(#11 or #12 or #13) not #10 172

#15 |#6 and (JEFHAR4SE/TH or B2 TH A 2 /TH) 299

#16 [#6 and (RD=#75 >4 Lt LLBEAER, LE B R 3T) 85
#6 and (JEFHAZE/TA or EEHIFRZE/TA or EIRATREMERAZE[/TA or WAEIRBFZTT/TA or ZHEERFERHATT/TA or /34

a1y |2 FTOS T MTAOr BARIAE/TA or BEERBIZ/TA or ERESHIZE/TA or HEBTRAZE/TA or & [E =2 /TA or £ 18
AR E=HFZZ/TA or FEHIXTEBRAZS/TA or Hij[R = WFZE/TA or O 7R— FEFZE/TA or :BEREFZS/TA or BREIFFZS/TA or tE
BHZE/TAor 7 O A A —/N\—HFE/TA)

#18 [(#15 or #16 or #17) not (#10 or #14) 157




EHB RACQ3 XEmrEZ7O—F¥—hk

MTX 3

PubMed Cochrane EfiEE  Others(
529 216 384 0

)

Total records identified through

database searching (n= 1129 )

Additional records identified through

other sources (n= 0 )

l

Records screened (1st Screening)

(n=1129 )

Records excluded

(n=1123)

Full-text articles assessed for eligibility

(2nd Screening) (n= 6 )

*ArticletbookMreview. fifzi 445
-OR— MR EGIRBHRRGLE DHEHER
- ER

l

Full-text articles excluded COx IR

with reasons

Studies included in qualitative synthesis

(h= 1 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 1 )




E#C RACQ3 IETYARTAT7ZAIL

MTX 3:MTXTZHER AR+ 5BRAEEIC, MTXE csDMARDD B AE L IMTX M EEICHULTERN?

i
[XERES]

TEEMEEE (Certainty assessment)

| BE%H |

EROEH (Summary of ﬁndmgs)

4720 ZOHhd |csDMARDs:E| avkO-JL RR/MD
I i I I v O

#E&(:m(.\tlt'%'wdm?»f)b

IET YD
5214 (GRADE)

MTX+IGU vs MTX

DAS28CRPE % (2438)
1[1] 7%95;“: RAITI2 FHEAT | RAITTRD s ! 7L ‘(1257/_14% 15/88 (9.1%) (1'223'22”) ®®fo W
ACR50E AR (2438])
SURLAE | sesi-crons | oznmra IR g #1 63/164 , RR 2.41 EEE)e)
1[1]_ hen TREIT720 AR R | RZITTeL 34 L (38.4%) 14/88 (15.9%) (1.44~4,05) i EEpN
HAQ (2438)
101 L | waenn | wwra | oo | s 7L 164 88 o oo X
ERGEIER (24:8)
SUELE | esicros | s o |k - s #9 R 3/88 RR 0.89 ®D0O0 ]
1[1] ) hen RAITR0 SAENTE IS QAN Pl ahdrs ] 2L 5/164 (3.0%) (3.4%) 0.22~3.65) o EUN
ACR20Z il (24:8)
1011 5?:?52“: waicin | osrmaw | mamene | L 1(23 ;0%4 27/88 (30.7%) (1222':715) ®®§O wk
ACR70ZE AR (2438])
1[1] 5%35;“: BRIV | RHlAR A | BERITRD s ! L ?%/11% 5/88  (5.7%) (1233'3051) ®®fo [PN
MTX, H5V 2L 27EUTY, TYF3VD3FIBEA vs MTX, TNFREE D276t A
DAS28CRP (5238)
MTX%Q‘}ZJL??EU;{‘J, gggy?m\f%h{;?.%él% 8OO0
[EF (DAS28>3.2)15RA HREL | 3FGFHAEFH(N=72)
1[2] BERE waF AR | ERcARn ) 2 2L 72 10 ETNFREE 4t A (n=40)2 LB LTz, 1 584528 % O EON
DAS28(CHBRE > REBIL, (BHIGHF: 3.39£1.43, TNF | e
FHEZHEF: 3.05+1.43, p=0.39) =




mTSS (4858)

MTX, $3Y 2 TPEVTY, FO530055 VTN O EEA
[EFR IS E(DAS28>3.2)GRABEEXREL . 3FIGtAH(=72)

1[2] HEMR ez AT | A 7L 72 ETNFIRE G AR (n=40) LB L. R 5 BiR48E %D EEPN
mTSSOEALICER L EF RSBk, (3FIFFA: 4.1416.63,
TNFREEZE: 3.82+8.37, p=0.87)
MTX, TACO2| 4t _
DAS28ESREfEZ. (BB EEIE(52:8)
) MTXICSH R A+ 2 BRABEICAOA) LA EMEH A UEH
1[3] BERTE  |FEancEn | AR AT 2L 19 ER&EL, B E5RE52:E%OEARNFI0.0%)N 35 N
(15.8%). LDABK141(5.3%) 0 52/1(10.5%) LS HENTRENE
MTX, 850U LAD2F| B vs MTXEHIE LIIMTX, 250U LA DcsDMARDsD 27 8 F
DAS28CRPO % L & (28:8)
MTXICZH R A+ BRABEERREL | B 5BH28:E LUKEIC
N 390U LAt AR (n=128)EMTXBLFS LCIEMTX, SY0JLALL
1[4] BEWE wes FEATAS AT 7L 128 5D csDMARDs 3t R (n=471)Z 8L, 390U LA S RAEE(C EIPN

AERLGAEDMENRESNEZ, BYOVLAGHA: 4.54—3.62, : MTX
+5850ULALLSDcsDMARDs A 4.12—3.61, p<0.05)

#IT T ILER ARV MDD
#2585 T ILEDS DI

#3RRDISWEERH D FRE BN EN TN, [ELAFIFIERTENHELERR.ISETHLYHTILRUENHELERR 126D WA EE AT,

#AHAA ANIES U LESHTUVELY

#55 BN R TESINTULEN, A ANIESUHF LESh TR
#6. X BEIZTACLISL D csDMARDsE AL TWAEFIEE L -8

EREH

1. Ishiguro N et al. Modern rheumatology 2013;23:430-39

2. Matsuno H et al. Modern rheumatology 2016;26:51-6

3. Kanzaki T et al. Rheumatology international 2013;33:871-7
4. Kitahama M et al. Modern rheumatology 2013;23:788-93




EHD RACQ3 Z#LARNTOYE

MTX+IGU vs MTX
DAS28CRPEfiE (24:8)

ACRSOZERL (2438)

HAQ (2438)

EEGEMER (248)

ACR20:ZE R (24:8)

ACR70:ZE R (24:8)

MTX + Iguratimod MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ishiguro 2013 45 164 B BB 100.0% 3.02 [1.49, 6.11]
Total (95% CI) 164 88 100.0% 3.02 [1.49, 6.11] —ea——
Total events 45 B
Heterogenelty: Not applicable 'h 1 0’2 DI } } {
. : 5 1 2 5 10
Test for overall effect: Z = 3.07 (P = 0.002) Favours MTX Favours MTX + Iguratimod
MTX + Iguratimod MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Ishiguro 2013 &3 164 14 BB 100.0% 2.41 [1.44, 4.05]
Total (95% CI) 164 88 100.0% 2.41 [1.44, 4.05] —ea
Total events &3 14
Heterogeneity: Not applicable 'i) 2 o=5 1 .I". 5I
Test for overall effect: Z = 3.34 (P = 0.0009) Favours MTX Favours MTX + Iguratimod
MTX + Iguratimod MTX Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
Ishigurg 2013 -0.35 0.45 164 0.03 0.55 BE 100.0% -0.38 [-0.51, -0.25]
Total (95% CI) 164 88 100.0% -0.38[-0.51, -0.25] e
Heterogeneity: Not applicablke =—1 _&_5 0 05_5 1I
Test for overall effect: Z = 5.56 (P < 0.00001) Favours MTX + Iguratimod Favours MTX
MTX + Iguratimod MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ishigurg 2013 5 164 3 BB 100.0% 0.89 [0.22, 3.65]
Total (95% CI) 164 88 100.0% 0.89 [0.22, 3.65]
Total events 5 3
Heterogenelty: Not applicable b 1 052 055 i i g 10=
Test for overall effect: Z = 0.16 (P = 0.5B) Favours MTX Favours MTX + Iguratimod
MTX + lguratimod MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Ishiguro 2013 114 164 27 BB 100.0% 2.27 [1.63, 3.15]
Total (95% CI) 164 B8 100.0% 2.27 [1.63, 3.15] -
Total events 114 27
Heterogenehty: Not applicable b 2 055 1 ¥ 5=
Test for overall effect: Z = 4.86 (P < 0.00001) ’ Favours MTX Favours MTX + Iguratimod
MTX + lguratimod MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ishigurg 2013 28 164 5 BB 100.0% 3.00 [1.20, 7.51]
Total (95% CI) 164 88 100.0% 3.00 [1.20, 7.51] ——e———
Total events 28 5
Heterogenehty: Not applicable ; t t ; L |
Test for overall effect: Z = 2.36 (P = 0.02} 01 02 0.5 : 2 5 10

Favours MTX Favours MTX + Ilguratimod



ERIA RACQA AR FEZ (PubMed)

No. Y BRI

#1 "arthritis, rheumatoid"[mh] 122,807
((rheumatoid[tiab] OR reumatoid[tiab] OR revmatoid[tiab] OR rheumat*[tiab] OR reumat*[tiab] OR

#2 revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR artrit*[tiab] OR diseas*[tiab] OR 173,912
condition*[tiab] OR nodule*[tiab]))

#3 (felty*[tiab] AND syndromel[tiab]) 772

#4 (caplan*[tiab] AND syndromel[tiab]) 150

#5b #1 OR #2 OR #3 OR #4 208,228
"methotrexate"[mh] OR methotrexate[tiab] OR methotrexate*[tiab] OR metotrexate[tiab] OR MTX[tiab]

#6 OR Otrexup[tiab] OR RediTrex[tiab] OR Rasuvo[tiab] OR Metoject[tiab] OR MJK-101[tiab] OR 60,740
MJK101[tiab]

#7 "injections"[mh] OR inject*[tiab] OR subcutaneous*[tiab] 1,092,208

#8 #6 AND #7 6,194
(“randomized controlled trial”[pt] OR “controlled clinical trial”[pt] OR “clinical trial”[pt] OR “drug

40 therapy”[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR placebo[tiab] OR 4618549
trial[tiab] OR groups[tiab]) NOT ("case reports"[pt] OR "case report*"[tiab] OR "case series"[tiab]) NOT T
((animals[mh]) NOT (humans[mh]))

#10 #5 AND #8 AND #9 794

#11 #10 AND 1900/1/1:2022/6/30[dp] 776

W%H 2022/10/14




BRIA RACQ4 XErRFRZ, (Cochrane)

No. Y IRFRAFEL
#1 MeSH descriptor: [Arthritis, Rheumatoid] explode all trees 6,535
» ((rheumatoid OR reumatoid OR revmatoid OR rheumat* OR reumat* OR revmat*) AND (arthritis OR 20,946

artritis OR arthrit* OR artrit* OR diseas* OR condition* OR nodule*)):ti,ab '
#3 caplan* syndrome:ti,ab 4
#4 felty* syndrome:ti,ab 5
#5 #1 or #2 or #3 or #4 21,785
#6 MeSH descriptor: [Methotrexate] explode all trees 4,374
47 (methotrexate OR metotrexate OR MTX OR Otrexup OR RediTrex OR Rasuvo OR Metoject OR MJK-101 19,024
OR MJK101):ti,ab ’
#8 #6 or #7 12,819
#9 MeSH descriptor: [Injections] explode all trees 23,490
#10 inject*:ti,ab 99,632
#11 subcutaneous*:ti,ab 31,506
#12 #9 or #10 or #11 128,812
#13 #8 AND #12 2,227
#14 #5 AND #13 1,310
("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 trial:ti,ab
#15 OR groups:ti,ab) 1,471,675
NOT ("case reports":pt OR "case" NEXT report*:ti,ab OR "case series":ti,ab) NOT ([mh animals] NOT
[mh humans])
#16 #14 AND #15 with Publication Year from 1900 to 2022, in Trials 1,258
®%H 2022/10/15




ERA RACQA HMEZES (Embase)

No. IRFR IR
#1 rheumatoid arthritis'/exp OR 'rheumatoid arthritis' 267,738
i (rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab 273,804
OR artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) '
#3 felty*:ti,ab AND syndrome:ti,ab 890
#4 caplan*:ti,ab AND syndrome:ti,ab 196
#5 #1 OR #2 OR #3 OR #4 347,283
#6 methotrexate'/exp 202,956
47 methotrexate*:ti,ab OR methotrexate:ti,ab OR metotrexate:ti,ab OR MTX:ti,ab OR Otrexup:ti,ab OR RediTrex:ti,ab OR Rasuvo:ti,ab OR 83,380
Metoject:ti,ab OR MJK-101:ti,ab OR MJK101:ti,ab
#8 #6 OR #7 212,026
#9 injections'/exp 176,586
#10 inject*:ti,ab OR subcutaneous*:ti,ab 1,274,537
#11 #9 OR #10 1,300,950
#12 #8 AND #11 10,691
#13 #5 AND #12 3,681
#14 ‘randomized controlled trial’/de 733,373
#15 ‘controlled clinical trial’/de 438,212
#16 random*:ti,ab,tt 1,843,495
#17 ‘randomization’/de 95,175
#18 ‘intermethod comparison’/de 290,509
#19 placebo:ti,ab,tt 348,882
#20 compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,862
1 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR comparing:ab 5 580,054
OR comparison:ab) '
#22 (open NEXT/1 label):ti,ab,tt 100,741
#23 ((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,579
#24 ‘double blind procedure’/de 200,188
#25 (parallel NEXT/1 group*):ti,ab,tt 30,219
#26 (crossover:ti,ab,tt OR ‘cross over':ti,ab,tt) 118,898
407 ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR patient 130232
OR patients OR subject OR subjects OR participant OR participants)):ti,ab,tt '
#28 (assigned:ti,ab,tt OR allocated:ti,ab,tt) 459,812
#29 (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 428,986
#30 (volunteer:ti,ab,tt OR volunteers:ti,ab,tt) 273,900
#31 ‘human experiment’/de 597,447
#32 trial:ti tt 377,893
#14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30
#33 OR #31 OR #32 5,979,812
(((random* NEXT/1 sampl* NEAR/8 (‘cross section*’ OR questionnaire* OR survey OR surveys OR database or databases)):ti,ab,tt)
#34 NOT (‘comparative study’/de OR ‘controlled study’/de OR ‘randomised controlled’:ti,ab,tt OR ‘randomized controlled’:ti,ab,tt OR 2,931
‘randomly assigned’:ti,ab,tt))
(‘cross - sectional study’/de NOT (‘randomized controlled trial’/de OR ‘controlled clinical study’/de OR ‘controlled study’/de OR
#35 ‘randomised controlled’:ti,ab,tt OR ‘randomized controlled’:ti,ab,tt OR ‘control group’:ti,ab,tt OR ‘control groups’:ti,ab,tt)) 345,643
#36 (‘case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled’:ti,ab,tt OR ‘randomized controlled’:ti,ab,tt)) 20,276
#37 ‘systematic review':ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,783
#38 (nonrandom*:ti,ab,tt NOT random*:ti,ab,tt) 18,147
#39 ‘random field*':ti,ab,tt 2,756
#40 (‘random cluster’ NEAR/4 sampl*):ti,ab,tt 1,589
#41 (review:ab AND review:it) NOT trial:ti,tt 1,019,919
#42 ‘we searched’:ab AND (review:ti,tt OR review:it) 43,989
#43 ‘update review’:ab 127
#44 (databases NEAR/5 searched):ab 57,979
((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
#45 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 1,176,600
OR monkey:ti,tt OR monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND ‘animal experiment’/de)
#46 (‘animal experiment’/de NOT (‘human experiment’/de OR ‘human’/de)) 2,469,163
#47 #34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 4,091,896
#48 #33 NOT #47 5,293,004
#49 #13 AND #48 1,484
#50 #49 AND [1900-2022]/py 1,484

®’%H
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EXA RACQA XBMRFEFR (B

No. Y IRFRFE

#1 BEETY < F/TH or “BEIY 7 < F"/TA or “rheumatoid arthritis”/TA 109,409
Methotrexate/TH or "MTX/TA" or "X b r"/TAor "Xy ~/TA"or"X b~z 7 F"/TA or

#2 "Otrexup"/TA or "RediTrex"/TA or "Rasuvo"/TA or "Metoject"/TA or "MJK-101"/TA or 22,540
"MJK101"/TA

#3 EST/TH or "JES"/TA or EFESS/TH or " T ES"/TA 99,749

#4 #2 AND #3 1,200

#5 #1 AND #4 267

#6 #5 and DT=1900:2022 267

#7 #6and (XX T7F YU R/THor Y RFXT4 v 7L Ea—/THor BEAA KT 4> /TH) 13

#8 #6 and (RD=X X 7F U Y X, ZBEHA K71 )

#9 #6and (X X7 U R/TAor v AFT4v 7L Ea—/TAor ZBHA K4/ TA)

#10 #7 or #8 or #9 13

#11 #6 and N AHR/TH 52

#12 #6 and (RD=7 > & L{LLEE G ER) 8
#6 and (N ARFZE/TA or BRERELER/TA or 7 > & LML LLEGRER/TA or EEALLLESER/TA or 2 | 18

#13 SER/TA or 28 1| AHERER/TA or ZBNIAEERER/TA or ZBIVAREER/TA or SEL MR/ TA or RIEMEER/TA 17
or 7 ¥ & LEIH/TA)

#14 (#11 or #12 or #13) not #10 55

t®%H
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EFB RACQA XEREIO—Fvy—hk

CQ&E= RA CQ4
MEDLINE _

i . CENTRALAH % Embasen & EREEDL 5 ZDMDEREDL D
Wia Pubmed) D' | o xcmiln | BELAXEE | ELAXEH B LT SO
pOBELEXIE | TR TR TR

176 1258 1484 55 0
B STARIR A4 D STARER BT Z D OERED SHEE L 7= X
(n= 2738 ) (n= 835 ) (n= 0 )
Ao =T LXK (1st Screening) Bk L 7= RS
(n = 2738 ) (n= 2597 )
W& % 514 L 7= 5m508K (2nd Screening) Bk L 7= 508K

(n= 141

)

l

B A ISR AN TR/ R

(nh= 3 e/ 3

B30

|

ENFEEICIMA-HEEH
(n= 3

(meta-analysis)

i)

(n= 138
<BRH\EHR >

cPHEELE-ST
Cl/CHEEE -
cTHAUHNERD

cONEEEE TG-S T

- Ongoing study

- Publication date$%2022/7/1L0f&

- (TNFOH) A K54 22014/2020(2

T TICHAAENTVD

(h= 9
(n= 82
(h= 37
(h= 7
(h= 3
(n=

(n=

— Y~ — ~— ~— — ~—




&HC RACQ4 /SL7RAD'YR%(ACR50)

Intention—to—
treat

Unique ID Study ID
2 DAS_ACR Islam 2013

3 DAS_ACR  Tanaka 2022

Experimental
NA

NA

Comparator
NA

NA

Outcome

NA

NA

®-e

®-=
N

®-=
(=]

® o
® ez

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 RACQ4 /fFADYRXY(AHAQ)

Intention—to—
treat

Unique ID
3 HAQ

Study ID
Tanaka 2022

Experimental
NA

Comparator
NA

Outcome

NA

E3
2

+ B

+)2

-

+ 3

®

o
3
B

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 RA CQ4 /L F7AM')R%Y (Serious adverse event)

Intention—to—
treat

Unique ID
1 SAE

3 SAE

Study ID
Braun 2008

Tanaka 2022

Experimental
NA

NA

Comparator
NA

NA

Outcome

NA
NA

®Oc
® 0=
®ox
®er
®or

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 RACQ4 /AL F7AM') R4 (Serious infection)

Intention—to—
treat

Unique ID Study ID
3 Serious infec Tanaka 2022

Experimental
NA

Comparator
NA

Outcome

NA

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 RA CQ4 /L F7AM')AX% (Retention rate)

Intention—to—
treat

Unique ID
3 Retention

Study ID
Tanaka 2022

Experimental
NA

Comparator
NA

Outcome

NA

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



EED RACQ4 TEF¥YAXFu 774 Question: MTX sc compared to MTX po for Rheumatoid Arthritis

Certainty assessment Ne of patients Effect

e Relative Absolute Certainty Importance
studies Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations MTX sc MTX po (95% C) o

Outcomes used for the recommendation

ACR50 (12-24w)
2 randomised Very seriousebe not serious not serious serious? none 55/98 (56.1%) 45/95 (47.4%) RR1.23 109 more per CRITICALf
trials (1.01to 1.50) 1,000 @OOO
(from 5 more to Very low
237 more)
HAQ-DI (12w)
1 randomised not serious not serious not serious seriouse none 50 48 - MD O CRITICALf
trials (0.22 lower to @ @ @ O
0.22 higher) Moderate
SAE
1 randomised not serious not serious not serious seriouse none 0/52 (0.0%) 0/50 (0.0%) not estimable CRITICAL!
tls SDDO
Moderate
Serious infection
1 randomised not serious not serious not serious seriouse none 0/52 (0.0%) 0/50 (0.0%) not estimable CRITICALf
trials @ @ @ O
Moderate
Retention rate
1 randomised not serious not serious not serious seriouse none 50/52 (96.2%) 48/50 (96.0%) RR1.00 0 fewer per CRITICALf
trials (0.93101.08) 1,000 DPPO
(from 67 fewer Moderate
to 77 more)

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

Explanations

a. Lack of blinding of patients

b. Disparity in observation periods

c. Insufficient blinding of caregivers/outcome assessors/data analysts

d. The 95% confidence interval of risk ratio include decision thresholds of 1.25
e. The total sample size and the total number of the events are small

f. Outcome used for the recommendation
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Outcomes used for the recommendation

ACR50 (12-24w)
MTX sc MTX po Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 9% CI M-H, Random, 95% CI
lglam 2013 LR 46 33 hH 91 1% 1.24[1.01, 1.53
Tanaka 2022 14 a2 12 44 8.9% 1.10[0.87, 214
Total (95% CI) a8 95 100.0% 1.23 [1.01, 1.50] -ma--
Total events a5 45
Heterogeneity: Tau®= 0.00; Chi*= 016, df=1 {(P=065; F=0% t

Test for overall effect: Z2=2.04 P =0.04 0.5 0.7 ! 15 25

Favours MTX po Favours MTH sc

AHAQ-DI (12w)

MTX sc MTX po Mean Difference Mean Difference
Study or Subgroup  Mean SO Total Mean SO Total Weight IV, Random, 25% CI IV, Ramdom, 95% CI1
Tanaka 2022 -0.38 0564 a0 -0.38 0539 48 100.0% 0.00[-0.22, 0,23
Total (95% CI) 50 48 100.0% 0.00[0.22,0.22]
Heteragensity: Mot apalicable F ’ ' ’
Test for overall effect. Z=0.00F =1.00 ! 0.5 0 0.5 !

Favours MTH ¢ Favours MTX po

SAE
MTX sc MTX po Risk Ratio Fisk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Tanaka 2022 1] 52 0 a0 Mot estimahle
Total (95% CI) h2 411 Mot estimable
Total events 1] 0
Heterogeneity: Mot applicable F l

0.2 05 1 2 5

Test for averall effect: Mot applicable Fawours MTH st Favours MTX po

Serious infection

MTX sc MTX po Risk Ratio Fisk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Tanaka 2022 1] 52 0 a0 Mot estimahle
Total (95% CI) h2 411 Mot estimable
Total events 1] 0
Heterogeneity: Mot applicable F l

0.2 05 1 2 5

Test for averall effect: Mot applicable Fawours MTH st Favours MTX po

Retention rate

MTX sc MTX po Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 9% CI
Tanaka 2022 Al A2 45 a0 100.0% 1.00[0.93, 1.08
Total {95% Cl} 52 50 100.0% 1.00 [(.93, 1.08]
Total events a0 43
Heterogeneity: Mot applicable ! ! ' ’ |
Test for overall effect 2=0.04 P = 0.87) nes 04 1 1 1.2

Favours MTH po Favours MTX sc
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EHA RACQ5 XHitEzE (SZP)

#1 arthritis rheumatoid[MeSH Major Topic] AND Sulfasalazine[MeSH Major Topic]
#2 treatment outcome[MeSH Terms]

#3 #1 AND #2

#4 #1 AND #2 Filters: Humans

#1 (BAETY) < F/THor EAETY < F/AL)

#2 (Sulfasalazine/TH or salazosulfapyridine/AL)

#3 #1 and #2

#4 (#3) and (LA= B AREE, %58 PT=25&8% % < CK=E I PDAT=//:2004/12/31)
#5 (#4)and RD=X* 27+ VR, 5 U X LELLEEHR £ S U ¥ LML BER LBRAR ZEAA K514 V)
#6 (FEFRIFIE/TH or EZ B E/AL)

#7 #4 and #6

#8 #5 or #7

#9 HEN/AL or HXNIE/AL

#10 GAEEAIE/TH or AFRRLIE/AL)

#11 $EREETAE/AL or ETAH/AL

#12 FREBIEENE/AL

#13 BEM/ALor EEER/AL

#14 (REM/TH or BETE/AL)

#15 B U B A/ALor (5 A/TH or 'S A//AL)

#16 BAERBRIE/AL or (B¥RE/TH or BHXIE/AL)

#17 BRER R EIR/ME/AL

#18 #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17

#19 #4 and #18

#20 SASP/TI or salazosulfapyridine/T! or sulfasalazine/Tlor Y5V E Y U /Tlor SV RILT 7 EY) /Tl
#21 #19 and #20

#22 #8 or #21



BHA RACQ5 X@itzxE= (BUC)
mES

#1 arthritis rheumatoid[MeSH Major Topic]
#2 (cysteine[MeSH Terms]) OR bucillamine
#3 #1 AND #2

#4 #1 AND #2 Filters: Humans

#1 (BEET ) < F/TH or BETY) < F/AL)

#2 (Bucillamine/THor 75 X >/AL)

#3 #1 and #2

#4 (#3) and (LA=H K58, %58 PT==5 8%k < CK=E k PDAT=2005/01/01:2012/08/31)

#5 (#4)and RD=A R 7+ ) VR, 5 U LALLLEERER £ S U ¥ LME LR LLBARZER A FS 1)
#6 (R B E/TH or IE 2RI E/AL)

#7 #4 and #6

#8 #5 or #7

#9 bucillamine/Tlor 7S5 2 2 /Tlor TS5 Y MTlor b—"J/Tlor T2 L— k/Tlor )< FIL/Tlor L ILY /T
#10 #4 and #9

#11 #8 or #10



BHA RACQ5 Xat&EZE (TAC)

BrER

#1 arthritis rheumatoid[MeSH Major Topic]
#2 tacrolimus[MeSH Terms]
#3 #1 AND #2

#1 (BH&ETYJ D~ F/TH or BAENY < F/AL) [70, 03741

#2 2401 LX/AL or (Tacrolimus/TH or tacrolimus/AL) (8, 58444 ]

#3 #1 and #2  [70944]

#4 (#3) and (LA=HAFE ®&:E PT-2&8Pkx < CK=t ~ PDAT=2005/01/01:2012/08/31) [29644]

# (#4) and RD=AZTF7F IR, S5 LLLLEKHER £S5 0¥ LLLLERER, LLBRAR 2RO/ FS512) [1844]
#6 (EFHAZE/TH or EFHIAE/AL (614, 6904 ]

#7 #4 and #6  [564]

#8 24 01 LR/TI or tacrolimus/TI or TCR/TI or FK506/TI1 or R4S 7/TI [6, 75544 ]

#9 #4 and #8  [894%]

#10 #7 or #9  [11444]



EH#A RACQ5 XERER (IGU)
mES

#1 arthritis rheumatoid[MeSH Major Topic]
#2 iguratimod[MeSH Major Topic]

#3 #1 AND #2

#4 T-614[MeSH Major Topic]

#5 #1 AND #4

#1 (BAER ") 9 < F/THor BIET 1) U< F/AL)

#2 4 75 FE K/ALor (Iguratimod/TH or iguratimod/AL)

#3 #1 and #2

#4 (#3) and (LA=H K35, %55 PT=-2&#%FR < CK=E k PDAT=2005/01/01:2012/08/31)

#5 (#4)and RD=XA 2 7+ 1) VR, 5 U F LALLLEEAER £ D > 7 LML LB SR LB 2B A Ko 14 2)
#6 (R AE/TH or JEERI A% /AL)

#7 #4 and #6



BHA RACQ5 Xakt&ZE (LEF)
mES

#1 arthritis rheumatoid[MeSH Major Topic]
#2 leflunomide[MeSH Major Topic]

#3 #1 AND #2

#4 Japanese[MeSH Terms]

#5 #1 AND #4

#1 (BEET ) < F/TH or BETY) < F/AL)

#2 L 7))L/ = F/ALor (Leflunomide/TH or leflunomide/AL)

#3 #1 and #2

#4 (#3) and (LA=B A58, 358 PT=-288% PR < CK=E k PDAT=2005/01/01:2012/08/31)

#5(#4)and RD=XA 2 7+ 1) VR, 5 U F LALLLEEARR S o 7 LML LB SR LB 2B HA K514 )
#6 (BB E/TH or IE 2RI A /AL)

#7 #4 and #6



BHA RACQ5 Xakt&EZE (Gold)

BrER

#1 gold sodium thiomalate[MeSH Major Topic]
#2 gold[MeSH Major Topic]

#3 #1 or #2

#4 arthritis rheumatoid[MeSH Major Topic]

#5 #3 AND #4 Filters:Humans

#1 (BEET ) < F/TH or BETY) < F/AL)

#2 = HHFI/AL

#3 ((£/TH or £/AL)) and (SH=;AERIF| )

#4 (E1EEY/TH or £ILEW/AL)) and (SH=JERBIFI )

#5 (AHEIEEY/TH or B EILEH/AL) and (SH=AEERIFIA)

#6 274 Y —JL/AL or ("Gold Sodium Thiomalate"/TH or "Gold Sodium Thiomalate"/AL)
#7 ') K—3/AL or (Auranofin/TH or auranofin/AL)

#8 #2 or #3 or #4 or #5 or #6 or #7

#9 #1 and #8

#10 8 EF/Tlor A Y —IL/TIor ') K— S /Tl or auranofin/TI

#11 #1 and #10

#12 #9 or #11

#13 (#12) and (LA=B A58, 358 PT=5 #%F% < CK=E k PDAT=//:2004/12/31)
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csDMARD1
(szP)

PubMed Cochrane EfiE Others(
103 0 204 0

)

v

Total records identified through

Additional records identified through

database searching (n= 307 ) other sources (n =

0)

l l

Records screened (1st Screening)

(n= 307 )

l

Records excluded * ArticletbookMDreview, fEER 455

- IR— SR EBI R BRI E DR

(n= 246 ) Y

Full-text articles assessed for eligibility

(2nd Screening) (n= 61 )

l

Full-text articles excluded
with reasons
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Studies included in qualitative synthesis
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Studies included in quantitative synthesis

(meta-analysis) (n= 0 )
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Total records identified through

database searching (n= 343 )

Additional records identified through

other sources (n =
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| l

Records screened (1st Screening)
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l

Records excluded
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Full-text articles assessed for eligibility

(2nd Screening) (n= 42 )

* Article¥Pbook Mreview, fi#si - $5E
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Full-text articles excluded - CQX R}V
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Studies included in qualitative synthesis
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(meta—analysis) (n= 0 )
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EfE Others( )
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Full-text articles excluded
with reasons

(n= 38 )

Studies included in qualitative synthesis
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(meta—analysis) (n= 0 )

P

‘CQRTRIIERX



FHB RACQ5 XE#EFRIA—Fv—k(IGU)

csDMARD1
(IGU)
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Total records identified through Additional records identified through
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Full-text articles excluded

Full-text articles assessed for eligibility with reasons
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6 [3,5-9] a5 waenn | e I e Bl |or/2ds 2220 (8.0% (1.82- 4.99) & =
— leflunomide 2/130 %Tﬁ’ RFéglcf')B Pee0
2V PR I S st g 23 o /1o eflunomide : .14 - 6.89),
1010] HER AT | AT ] eI L 2/132 placebo, 1/91 | Gombo 1.38 (013 EX
to 15.0) FEEIZIE

#1.ERHNT+5

#2. FAENBATORAELELD

#3. 95%CIITRRDIS%ISHER E D LRETRHAITHELGEIE RAESNSELERR.I5E[HE LA BIERGINDIEERR125ONAEEA TS,
#4. TIMALBRENT TS

#5. YT B - ARV

#6EBERBMAEAMEEATNS EERMCHIHRLZLIEEN, ETFRCIAVTNOARIZHOSSDORE YA XERBI TS,

EALE

1 Capell HA, et al. Ann Rheum Dis. 2007;66(2):235-41

2 Nakajima et al. Mod Rheumatol. 2009;19:384-389

3 Hannonen P et al. Arthritis and Rheumatism . 1993;36:1501-9.
4 Dougadous M et al. Ann Rheum Dis. 1999;58:220-5

5 Ebringer R et al. Journal of Rheumatology. 1992;19:1672-7.

6 Farr M et al. Clinical Rheumatology. 1995;14:531-6.

7 Pullar T et al. British Medical Journal (Clinical Research Ed.) . 1983;287:1102—4.
8 Skosey JL et al. Journal of Rheumatology 1988(Suppl);16:5-8.
9 Williams HJ, et al. Arthritis and Rheumatism. 1988;31:702—-13.
10 Smolen JS et al. Lancet. 1999;353(9149):259-66.
11 Suarez-Almazor ME et al. The Cochrane Library 2010, Issue 7




ZEH#C RACQ5 IETFURXFOT74)L(BUC)

csDMARD 1: & B EBIEE BT ARABEIZ, MTXLLSL D csDMARDIZH A ? (BUC)

fEREDERK (Summary of findings)

REAEEAT (GOl i

_ 5
R R AT ZAD Z DD 2Pl it
& & < bucillami trol
emgs)| Fviv | vz, | FHE el | gy -

ERICAW-IET AFO77/I

ACR50 24W
_. MTX, 8/23 (34.8%; RORZ'\:TXZ 14'(1)3. ®®00
111] e ;i?ﬁ“b #rlcnly | ®acan | 2acesn | o L |972337.5%)| combo 14/24 (C o 623' : X
o (58.3%) omoo &
(0.36-1.25) &
DASA28 12M
EPZIN w25 | maieroin | mulwrs — . 4 MDI&F{f 7R AT ®000
1[2] ity E[3-Ak37] FATHEL | BRTHEW pe] Tl 26 sulfasalazine, 23 - (2P, 0.5; BUC, -1.9) i EDN
m-TSS 96W
MTX, 23; Comb: xﬁlciff Lﬁj:sﬁzl OO0
SUHLE - #2 3z < Fe Rt < Fe o #4 o , 23, Lombo _ .5126.2;
1[1] StE B3 BEITHL | RETHEWL 3] L 23 o MTX, 27.4431.2, EDN
Combo, 12.6+9.0) 15
ERDBELLHDIMDTIFHLDIETVRTOIZ 7ML
EREEAHETE 16W-12M
- - ®000
102] TLILE | gpaicma 2 | Buoru | B F" #L 2 sulfasalazine, 23 . MDI&ZF{fi =] X
Fd) (SzP, -3.2; BUC, -6.0) e
FEHEICE
_. MDIEEF@EA AT (D- @000
1[3] 7 /gié;ﬂ: (g 23 FEATHEL | FRRTHL ey 4 TL 23 D-penicillamine, 23 - penicillamine, -3.5; EDN
BUC, -4.5) FEHEIZE
. MDILEEE A AT ®®00
1[4] 7 ’Egﬁ“b "2 EATHL | BT gt L 12 placebo, 12 . (placebo, -3.3; BUC, - EDN
1.3) ;3
_. MD (& 548 7~ & OO0
1[5] K ’ggﬁmb %2 FATHL | FRTHN b Rl Tl 121 placebo 118 - (placebo, -1.8; BUC, - EDN
2.8) &
B2 AR BE #T 3 16W-12M
- ®O00
1[2] LAl FEECEZT | BATHY | BZITREN b TL 26 sulfasalazine, 23 - MDI&ZF{fi I EDN
e SIRY R ’ (SZP, -1.4; BUC, -4.1)
JEHIZE
_. MDIZEHERT (D-| SO0O0
1[3] 7 /gié;ﬂ: E13dfabe b7 R FEATHEL | FRRTHL ey 4 TL 23 D-penicillamine, 23 - penicillamine, -7.9; EDN
BUC, -6.6) FEHIZE




o MDI {7 SO0
1[4] 7 ;%ﬁ“t 2=y TR AN - TR AN 2=yt #L 12 placebo, 12 - |iptacebo, -2.3; BuC, - EPN
Y 2.5) ;9
Su4 MDIEEFE A 7] ®@®00
1[5] 7 ;%ﬁ“t "2 EATHL | BRTHRL gt #L 121 placebo 118 . (placebo, -1.3; BUC, - EDN
. 23) 1€
ESR 16W-12M
L MDI R A ®000
1[2] 7 éé;‘m FEECEZ? | BATHY | BZITREN % L 130 126 - (SzP, -17.2; BUC, - EX
29.5) FEEICE
L MDIFEFE T AT ®®00
1[4] 7 ;%ﬁ“t 2=y TR AN - TR AN 2=yt #L 12 placebo, 12 - (placebo, 0.6; BUC, - EPN
Y 0.9) &®
S5u48 MDIEEFHE A 7] @200
1[5] 7 ;%;‘“5 PR BT | BHITHEW, PR L 9 84 - (placebo, -6.8; BUC, - EPN
Bt 17.1) 54
EEFRICEDNE
. MTX, 2/23 (8.7%; RR :\32;31'00 @d00
10 THENE | mmeny | #moesw | sl | Emcme’ | &L [6/23(250%)|  Combo7/24 12y - X
) (29.2%) Coml;o 0189 &
HFEER
= icillami RR0.33 @d00
S U LE e #2 ol ol — # % D-penicillamine, .
1[3] e =7 FATHEL | FRITHEN =7 F L 3/23 (14%) 9/23 (37%) 010108 & EPN
528 Lk ey #2 v e . oy #6 # 36/94 Placebo, 21/84 RR 1.53 ) @200
1[5] e =7 FATHL | FRITHEN =7 F L (29.8%) (17.8%) (055 2.40) & EX

#1. RRDOISWIEERED TR E LRRAZhZ N,

#2. 79 b A LREST+HSH
#IFRHAF+5
#A YTV - ARV TR
#5. RRDIS%ISERMD TR [EALEN] L RGTINDIEEERR0.75Z2FATLD
#6. RRDISWISERMED LIRA [HEHLE] LRGEINLIEERRSL5ZEATLD

AL
1 Ichikawa Y, et al. Mod Rheumatol. 2005;15(5):323-8.
2 Nakajima M, et al. Mod Rheumatol 2009;19:384-389
3 Kim HA, et al. 1 1997;17:5-9

4 Yasuda M, et al. / Rheumatol. 1994;21(1):44-50.
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BHEC RACQS IETURTAT7AIL(TAC)

csDMARD 1: =B EEBEZH THRAEBEIZ, MTXLLSL D csDMARDILE FH ? (TAC)

TERMET (Certainty assessment) EECE (Summi};{%ff S TETYAD
= i s e ---_
F—BH FEEME tacroli lacebo
[XEES ] JR7 --- i (95%Cl) GRADE

KRICAW-IETRITOT7/1I)1L

ACR50: %, (16-28W)
— 1-2mg/day RR 1.71 ®DD0O
33 | TR | maenu [ Racsn | Racsn | et L 67/200 | /2% - BX
= (23.0%) (14.0%) | (120-2.42) &
— 3mg/day RR 2.30 ®DD0O
4 [1a] | THEME | mmenu | maesn | Racsn | ga® mL | 13 | oo : LES
= (41.1%) (17.8%) | (1.79-2.96) th
HAQ-DI (16-28W)
2 (12 | TELE | mmenn [ muoesn | ®acen | gmaTen | sl 23 28 : ooz POO® X
&1 0.23~-0. =
301,341 | 7L | mmenn [ muenn | ®acen | gmacen | sl 280 278 . MD-013 | SOOD EX
B (-0.14~-0.12) =
KROBELLDIMOT I FVHLDIETVRATA I 7ML
L7 T BRRER
. 1-2mg/day RR 1.95 ®DDO
3 [13] FELE | mucnn | ®uesn [ mucsn | ge L 38200 | 202 - BEX
= (13.1%) (6.8%) (1.18-3.23) &
. 3mg/day RR 3.81 ®DDO
4 [14] | TR | maeny [ @ucsn | RaTan | gt L 78/330 | 2Y/3%5 - BX
¥ (23.0%) (5:9%) | (2435-598) &
BEERER
RR 0.43 @00
SUFLE | o e i < F~ i < F~ atn - o #2 #r 1-2mg/day 10/138 ~
3 [1,3] S | maen | RaTay | RETEL | #RERR U Limtmo| 029 | o am B Bk
— 3mg/day RR 0.90 @200
3 [1,3,4] | 70T | mueny [ mueny | ®ucnn | Fucga | oL w188 | 2% - BX
! (14.9%) (16.0%) (0.59-1.37) &

#H1 WY U TILE - A XY RSN
#2. RROISWIEERXBOTRELBAZN TN, [HEAGHE] EREINDIEERR0.75E [HELE] LRESNDIEERRLIOVNAEEATLDS

E1EH
1 Furst DE, et al. Arthritis Rheum. 2002;46:2020-28
2 Yocum TE, et al. Arthritis Rheum . 2003;48:3328-37
3 Kondo H, et al. The Journal of Rheumatology. 2006;33:11
4 Kawai S, et al. Mod Rheumatol. 2011;21:458-68.



BEHC RACQ5 IETURFOT774/L(GU)

c¢sDMARD 1: &= B ;EENMEZH I HRAEEIZ. MTXELSE D csDMARDIZA FAH ? (IGU)

FERDEH (Summary of findings)

EREFm  (Certainly ascessmend TEFTAD
EEZ3 Wk | ST AD zoko | AR (35 Pz '
=y B S d trol
[iﬁk%%] )27 FEEE (95%C)) - GRADE

BRICAW-TIEFRTO77/4L

ACR503E % (24-28W)
N 35/108 salazosulfapyri RR 1.03 ®DOO
101 FHELME [ gmnn | ®uTaw [ Bacan | #momatt | s dine 34/103 - EPY
HER (33.7%)
(33.0%) (0.58 - 1.83) I3
SYALIE metr:)ittrhexate methotrexate RR2.41 SeD0O
v 37 <t 37 <t 37 st smyy #2 P -
1 [2] SE FRETEHEL | RZTHEY | FZTHEL 37 &L 63/164 14/88 (15.9%) X
(1.44 - 4.05) th
(38.4%)
N methotrexate RR 0.64 @00
1 (3] THIM | gacnn | mucau | ®ATay | Fecaet [ sl e 70/163 . X
; (30.7%) (42.9%) | (041-183) ®
HAQ-DI(24-28W)
2018 | TELE [ macnn | macsu | Racsn | mat? #L 210 | placebo 130 - MD-0g0 | SOEO X
HER (-0.82~-0.37) h
L with methotrexate MD -0.78 @ODO
102] THET | maTnu [ maTs [ ®aTcan | ga L | methotrexate - EPY
" 164 88 (-1.05~-0.51) th
1 03] TUELE | maene | gacsn [ #acsn | g #L 163 |methouestel MD 0.15 eSO X
HER 163 (-0.08~-0.26) h
ERCASER
SaIaZZ?:Iefapyri RR 0.90 ®DOO
2 [13] K ’%ﬁ“t FETHED | BRTHEL [ RBuchaL | Escmnt | L [11/456 (2.4%) [ methotrexate, - EDN
" placebo 039-211 ®
10/375 (2.7%) (0.39-211)
ERDBELLDZMOT Y FALOIETVRTATZZ7ALIL
HES
1 [1] 5*/5?1\1!: RRTHWL | RRTHEWL | BRTHRL | RRITHWL Tl 28/130 (2.2%) | 2/67 (3.0%) RR7.22 - ®®__®® EX
HER (1.78-29.38) =
— methotrexate RR 0.41 DDDD
1 [3] TYILE | myenn | ®rcrn | ®rcsn | BRichn L |32/326 (9.8%) 39/163 - EX
HER (23.9%) (0.27-0.63) =]
BEHFE (2| . - L . - L . 73/377 DDDO
3 3] [RERR S| maTan | macan [ ogat | meosn | sl a0 - - BX

#1.RROBWEERMOTRE LRAZR TN, MMELALRE] ERUTShHEERR0.75E [HELE] ERLTSNHEERRLIOVNEEEATIND
#LBH U TLH - AR MATR
#3BEHMRT. HAEISHK

1 Hara M, et al. Modern Rheumatology, 2007;17(1): 1-9.

2 Ishiguro N, et al. Modern Rheumatology, 2013; 23(3): 430-439.
3 Lu L], et al. Arthritis Care and Research. 2009; 61(7): 979-987.
4 L] Lu, et al. Chinese Medical Journal. 2008; 121(7): 615-619.

5 Hara M, et al. Mod Rheumatol. 2007;17:10-16



ZEH#C RACQS IEFURFOT7AIL(LEF)

csDMARD 1: KB ES{EEH T ARAEBEIZ, MTXLLS D csDMARDIZE BH ? (LEF)

2 DEH (Summary of findings)
| BAEHK |

ertainty assessmel

.IIIIIIIIIIIIII............... B I
He W AT AD Z 0D et fext
B ul i
[ifﬁ%%’] FEEE (95%CI) -

WHRIZCAWV-IEFT RTO7741L

ACRS03& . (6-12M)

1) FUILE | gaenn | muesn | ®aTen | gt mU  |43/130 (335 PIOCD0 1O RR2.33 . OO0 | g
e (14.3%) (1.32-4.00) s
— methotrexate RR1.16 CLlele]
2123 FLELE | maenu | mucny | BacHL | g [ L 288/455 301/480 : BX
; (63.3%) (26.7%) (0.69 - 1.92) &
DAS28-CRPEEfZ (24W)
SY 8L o mrriy | s | =5t e sm g 42 # o methotrexate RR 1.00 : @00
1 [4] e RATHED | BTN | RATEWD | EBIER &L 3/30 (10.0%) | 336 (10.0%) (022-454) & BX
HAQ (6M)
3 S5u4 o o oz o 0.
X 3| 72 Eh | gaene | muony | #acsn | gaesn | L 387 placebo 292 - Moo eoee BX
E (-0.52~-0.33) =}
306 | SYSLE | maenn | gaesn [ ®acsn | s nL 104 | Methoreee - vo-ooL | BEEO X
7] HER 104 (-0.11~0.99) t
m-TSSE L & (12M)
2 [2,3] 5 ng IR[3 #rehan | Benn | ®Besn T * 3 7L 433 methotrexate . MD 0.08 DDDO X
Hea 460 (1.07~1.23) th

WHROBELRDIMOFZIMNHILDIEFRATOT7A4IL

BEBRRICKSFIE
301,35 | 7L [ maenn | Bacso | Racnn | Bacsn | mL o |7o/e16 qess PR 18311 RR2.73 - POOD BX
HER (5.8%) (1.67-4.47) B
SUELE | myieriy | muernn | mmcrnn | muwes # 134/683 methotrexate RR 1.43 . CECE)
2 [2,3] B TR | FRTEL | FERTHL T L (19.6%) 93/680 (13.7%)| (11313 - EPN
[ARERREE
ILDEESHY ILDEEAL RR8.25 DPDD
BEHAR (2] o N o . o N o leflunomide % | lefunomide #%
7 BHITE BHITE BHITE BUEITH P _
1 [8] BlESREE) RETHL | RBRTRED | F®ITHEL | RITHEN &L 5 34/669 5 34/6006 B EX
(5.08%) (0.62%) (521-13.05) =

#1LBYUTIVE - ANV TR
#2.RROBWIEBREDTRE RN ZAZTh, [HLLEFE] ERASNDIELERR0.75E HELE] L RUINHEERRLIDBVAEEATID
#3 EERM(C)ICHRZLIEEN, FIBROR/NEEZE (MD) £FU\TLD,

BEER
1 Smolen JS, et al. Lancer 1999;353:259-66.
2 Emery P, et al. Rheumatology 2000;39(6):655-65.
3 Strand V, et al. Internal Medicine 1999;159:2542-50.
4 Wislowska M, et al. Rheumatology International 2007;27:641-7.
5 Mladenovic V, et al. Arthritis and Rheumatism 1995;38(11):1595-603.
6 Shuai ZW, et al. Acta Universitatis Medicinalis Anhui 2002;37(1):41-4.
7 Sharp JT, et al. Arthritis Rheum. 2000;43(3):495-505.
8 Sawada T, et al. Rheumatology 2009;48:1069-1072
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EHC RACQ5 TETURTATZ7AIL(Gold)

csDMARD 1: & B EEIMZEHF I ARAEBEIZ, MTXELSL D csDMARDIZFE FAH ? (Gold)

ERDERN Summary of findings)
-ﬂ-

S e _— parental go
[xmES] | 7v4 > Y=z = @ut (95%C1)

HEICAWNV-IET XTOI74)

LM (Certainty assessment)

HAQZ L B (36M)
| (M[l)éiéﬁﬂﬁ*ﬂ @000
PPN+ oo #1 wn ] #2 e #3 N cyclosporin ) Gold -0.45+0.70,
1] RER RE| RATAEL RE RE TL 136 136 ciclosporin -0.54 EX
+0.61) FEEITIE
WHRNDSELLZDMDT IO NHLDIETVRATAI 7L
FEE R R & 2% (6-36M)
3 234 | 7R | muenn [ Bacnu | maenn [ oga® 2L 157 152 i MD -4.586 SOSO X
_ BRe (-6.50~-2.65) t
ESRE L= (6-36M)
3 [3,4] 7L mueny | ®ucsw | ®macenv | e | wL 144 148 : MD -13.16 SOS0O X
B (-18.14~-8.18) th
AEERICKBHIE
3 FUELIE | gy T T e #3 r 26/378 29/387 RR 0.95 ) @PPDO
4 [25] ER RATRL [ RATEL | RATEL RE sl (6.9%) (7.5%) (0.71-1.27) th BX

#1. A—TUIRNLEBRTERIESA TGN
#2. HBENOTHEEDEERITEETH Y FERMSHL L
HIBYOTNE - ARV MR RE

ERIFE®
1 Kvien TK, et al. Ann Rheum Dis 2002;61:511-516
2 CCC, et al. Arthritis Rheum 1973;16:353-8.
3 ERC, et al. Ann Rheum Dis 1960;19:95-117.
4 Ward JR, Arthritis Rheum 1983; 26:1303-15.
5 Sigler JW, et al. Ann Intern Med 1974; 80:21-6.



FLHA

RA CQ6 XEk#&EZFR =\ (PubMed)

#01 "Arthritis, Rheumatoid/drug therapy"[Majr]

"Tumor Necrosis Factor-alpha/antagonists and inhibitors"[Mesh] OR "Infliximab"[Mesh] OR "Etanercept"[Mesh] OR
"Adalimumab"[Mesh] OR "golimumab" [Supplementary Concept] OR "Certolizumab-Pegol"[Mesh] OR

#02 "Abatacept"[Mesh] OR "tocilizumab" [Supplementary Concept] OR "sarilumab" [Supplementary Concept] OR "Janus
Kinase Inhibitors"[Mesh] OR "Janus Kinase Inhibitors"[PA] OR "tofacitinib" [Supplementary Concept] OR "baricitinib"
[Supplementary Concept]

#03 "Antirheumatic Agents/administration and dosage"[Mesh] OR "Methotrexate/administration and dosage"[Mesh]
"rheumatoid arthritis"[TI] AND (TNF inhibitor*[TIAB] OR TNFi[TIAB] OR Infliximab*[TIAB] OR Adalimumab*[TIAB] OR
Etanercept*[TIAB] OR Golimumab*[TIAB] OR Certolizumab*[TIAB] OR Abatacept*[TIAB] OR Tocilizumab*[TIAB] OR

#04 Sarilumab*[TIAB] OR JAK inhibitor*[TIAB] OR Janus Kinase Inhibitor*[TIAB] OR targeted synthetic DMARD*[TIAB] OR
tsDMARD*[TIAB] OR ts DMARD*[TIAB] OR tofacitinib*[TIAB] OR baricitinib*[TIAB]) AND (dose reduction*[TIAB] OR
tapering[TIAB] OR titration*[TIAB] OR spasing[TIAB] OR discontinu*[TIAB] OR withdraw*[TIAB])

#05 (#1 AND #2 AND #3) OR #4

#06 #5 AND 2012:2018[DP]

#07 #6 AND (JAPANESE[LA] OR ENGLISH[LA])

#08 #7 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB])

409 #7 AND ("Cochrane Database Syst Rev"[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as Topic"[Mesh] OR
"systematic review"[TIAB])

#7 AND ("Practice Guideline"[PT] OR "Practice Guidelines as Topic"[Mesh] OR "Consensus"[Mesh] OR "Consensus

#10 Development Conferences as Topic"[Mesh] OR "Consensus Development Conference"[PT] OR guideline*[TI] OR
consensus[TI])

#11 #8 OR #9 OR #10

#12 #7 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR (random*[TIAB]
NOT medline[SB]))

#13 #7 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR
case comparison*[TIAB]) NOT medline[SB]))

#14 (#12 OR #13) NOT #11
#7 AND ("Epidemiologic Studies"[Mesh] OR "Epidemiologic Research Design"[Mesh] OR "Comparative Study"[PT] OR

#15 "Multicenter Study"[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow-up stud*[TIAB]) NOT
medline[SB]))

#16 #15 NOT (#11 OR #14)




EH¥A RACQ6 XaktEZE K (Cochrane)

#01 "rheumatoid arthritis":ti
"TNF inhibitor":ti,ab,kw OR TNFi:ti,ab,kw OR tofacitinib*:ti,ab,kw OR baricitinib*:ti,ab,kw OR Infliximab*:ti,ab,kw OR
Adalimumab*:ti,ab,kw OR Etanercept*:ti,ab,kw OR Golimumab*:ti,ab,kw OR Certolizumab*:ti,ab,kw OR

#02 . . . . . N . .
Abatacept*:ti,ab,kw OR Tocilizumab*:ti,ab,kw OR Sarilumab¥*:ti,ab,kw OR "JAK inhibitor":ti,ab,kw OR "Janus Kinase
Inhibitor":ti,ab,kw OR "non-TNF inhibitor":ti,ab,kw

#03 "conventional synthetic DMARDs":ti,ab,kw OR csDMARDs:ti,ab,kw OR Methotrexate:ti,ab,kw OR MTX:ti,ab,kw

404 "dose reduction":ti,ab,kw OR tapering:ti,ab,kw OR titration*:ti,ab,kw OR spasing:ti,ab,kw OR discontinu*:ti,ab,kw OR
withdraw*:ti,ab,kw

#05 remission*:ti,ab,kw OR "low disease activity":ti,ab,kw

#06 #1 AND #2 AND #3 AND #4 AND #5

#07 #6 with Cochrane Library publication date from Jan 2012 to Dec 2018

#08 #7 CDSR

#09 #7 CCRCT




BHA RACQ6 XikRZRNX (EFE)

BmERX

#01 BAET Y o< F,EMEE/

#02 ) DIFHEI/THor BBIEFERF 7L 7 7,5 E - [EEYE /TH or "Janus Kinase Inhibitors"/TH
BHE ' < F/Tland (I 1) I < F2/TAor 51 ') "7 < FHI/TA or "conventional synthetic DMARDs"/TA or
csDMARDs/TA or Methotrexate/TA or MTX/TAor * k kb L &+ — K /TA or "TNF inhibitor"/TA or TNFi/TA or TNFEZE
FI/TA or TNFREE ZE/TA or tofacitinib/TA or k 7 7 > F = J/TA or baricitinib/TA or /N1) & F =T /TAor

#03 Infliximab/TA or 4 > 2') 3<% J/TA or Adalimumab/TA or 7 & ') Ls< J/TA or Etanercept/TAor T2 )Lt T
k /TA or Golimumab/TA or I'') Ls< J'/TA or Certolizumab/TA or £ JL k1) X< J/TA or Abatacept/TAor 7 /N4 &
= b /TA or Tocilizumab/TA or k1) X< J/TA or Sarilumab/TA or ') JL = T'/TA or "Janus Kinase Inhibitor"/TA or
"JAK Inhibitor"/TA or JAKi/TA or JAKREZE #il/TA or JAKBAZE ZE/TA or "non-TNF inhibitor"/TA)

#04 ((#1 and #2) or #3) and (= /TA or % 5 FEIRER/TA or F11E/TA or {KE/TA)

#05 #4 and (DT=2012:2018)

#06 #5and (AR TFTF YV A/THor VATITA VI LEa—/THor BEHA K54 2/TH)

#07 #5and RD=A 2 7+ )R BEHA FS14 V)

#08 #5and (AR TF VL R/TAor VRATITA VY LELA—/TAor BHA K54 2 /TA)

#09 #6 or #7 or #8

#10 #5 and Tt ABEZE/TH

#11 #5 and (RD=7 > & L LL B G BR)

412 #5and (M ABFZR/TA or BRERERER/TA or T > & LAL LLERERER/TA or TEAE AL ELEEER/TA or FEIMEELER/TA or I
HEERER/TA or ZIABERER/TA or ZFIVAHERER/TA or IELMEERER/TA or MEMHER/TA or 5 2 & LEIF1F/TA)

#13 (#10 or #11 or #12) not #9

#14 #5 and (FEF AR E/TH or EFHME T 1 2 /TH)

#15 #5and (RD=#£5 > & L LB ER L BHE)
#5 and (R Z/TA or IE2BIBRTT/TA or BRI AT BETERAZZ[/TA or WA RBFZ/TA or ZHEERFEBIRIZT/TA or /34

416 Oy k7R Y h/TAor ZRAE/TA or BRERFFZR/TA or BRERWIZT/TA or HEMTARZE/TA or B EFAZE/TA or
AR E/FE/TA or FEHI B HIZE/TA or BB ZBFZE/TA or 37— FEFZE/TA or SBEREFZE/TA or BRE AR ZEZ/TA or
BMZE/TAor 7 O R A —/\—8ZK/TA)

#17 (#14 or #15 or #16) not (#9 or #13)
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(n= 539 ) (n= 517 ) SR
-COX R MY

Full-text articles excluded

Full-text articles assessed for eligibility With reasons

(2nd Screening) (n= 22 ) (n= 19 )

l

Studies included in qualitative synthesis

(n= 3 )

|

Studies included in quantitative synthesis

(meta—analysis) (n= 2 )
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#EDEH (Summary of findings)

__ IEFYAD
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55 (GRADE

HEEMFEM (Certainty assessment)

oo
B =

¥REICANVEIETYAIOT71)

ACR505Z Ff.6M
1 EYCINIG g s e n N 71/147 93/147 RR 0.76 _ @20
[1] Fgag | AR | WATRY | RATTRN R 2L (18%) % | (062~094) i CE
DAS28<2.6 3 il ZE(6M-12M)
2 SYSLE S, e | 1 139/283 151/283 RR 0.92 _ ®PD0O
[]’2] B ER {*%Uffib‘ (ﬂE/(UTfill\ {*/(U"C?iﬁb‘ &EZ” f‘i]‘/ (491%) (534%) (078~108) EF‘ Ej(
1 SVHLME sy me 2 | e Spmga #3 g 4 RR 1.92 - ®000
3] hwae | HEECEL | wATRG A e 2L 98 107 (0.95~3.88) BT A LV
DAS28-ESR(6M)
] 3)&/—\1': N e N e VIE) N #1 - MD _023 ®®®O
2] Loms | mATR | maTRe | e A L 136 136 (-1.75~-1.27) i X
1 PYVLIN(H i -t 21 | e S B3 Smg #1 _ MD 0.4 @000
(] Fmamg | FECEAT | BTN | R A 2L 98 107 (0.1~0.7) R AT X
EEAESEZ
1 SUELE | s — s sy gy 5 6/144 8/139 RR0.72 - ®00
1] Geaes | EATRY | maTRe | waTRe | sEicE 2L (4.2%) (5.8%) (026~2.03) e LV
WHROSEERBIMOTPIMNLDIET I ATOT?1)
EEEET
2 SUH LML g N N, N 187/260 192/285 RR 0.99 B @20
[1.2] Faatg | AR | BATRG | RATRN A 2L (66.8%) (67.4%) 0.88~1.11 i X

BARUI - TILBDTRE
#2 71- — TSRV, TIOMLREN R A RN
#3 EEFPHICELOTENTLTRY., BRFIIEEAREFHEMIFEINRELLEACQOEEEMLEELS,
#4 RRODI5%IEFEXE D LIRAY . $HRAGLLMELEFIEIERGINDIEEDI252EATD
#5 RRDI5%IEFEXH D LIRETRAY. MBLLEE IF(EMBALLRE I ERGINEEEDOT5E1.255OWAEEZA TS
* 3CHK1-2[d Tocilizumab, X#k3ILEtanercept

= AL

1. Kremer JM et al. Arthritis Rheumatol. 2018;70(8):1200-1208
2. Edwards CJ et al. Rheumatology (Oxford). 2018;57(1):84-91.
3. Pope JE et al. Ann Rheum Dis. 2014;73(12):2144-51.
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csDMARD 2:bDMARDFE 7= [ZJAKBHE ZE L csDMARDFFRTE B E1-(LE
BRI FFL TULVHSRAEE(Z, csDMARDD B = (LRI RED ?

ACR50 ZE L ZE (TCZ)

Taper Maintain Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Echwards 2018 71147 93 147 1000% 076[0.62 0.94]
Total (95% CI) 147 147 100.0%  0.76[0.62, 0.94] &
Total events 71 493
it i f } f } { f
Heterogeneity: Mot applicable VR 0% ! a—

Testfor overall effect 2= 2.55 (F=0.01) Taper Maintain

DAS28 remission EEE (TCZ)

Taper Maintain Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H,Fixed, 95% CI M-H, Fixed, 95% CI
Edwards 2018 [ g1 147 A3B%  0.BB[0.70,1.09
Kremer 2018 B8 136 70 136 464%  087[077, 123
Total (95% Cl) 283 283 100.0% 0.92[0.78, 1.08]
Total events 139 181

Heterogeneity Chi#= 039, df=1{P=053) F=0% I I | I I

Testfor overall efiect Z=1.01 (F = 031 005 02 quﬁ|,1mqmn5 2

DAS28Z b= (TCZ)

Taper Maintain Mean Difference Mean Difference
Studyor Subgroup  Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Kremer 2018 0009 1226 136 -0224 1488 136 1000% 0120021044
Total (95% CI) 136 136 100.0% 0.12[-0.21,0.44]

45 0 0%
Taper Maintain

Heterogeneity: Mot applicahle
Testfor overall effect 2= 072 (F=047)

'
g I
—_1

SAE FEA
Taper Maintain Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Edwarils 2018 B 144 B 138 1000% 072026, 203 —.'—
Total (95% CI) 144 139 100.0% 0.72[0.26,2.03] -~
Tital events i B
Heterageneity: Mot applicahle 502 : o

Testfor mierall effect 7= 0.61 (P = 144) Taper Maintain
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#1 arthritis rheumatoid[MeSH Major Topic]

#2 anti-inflammatory agents,non-steroidal[MeSH Major Topic]

#3 #1 AND #2

#4 (cyclooxygenase 2 inhibitors[MeSH Major Topic]) OR cox-2

#5 #3 NOT #4 filters:Humans

#1 (BAE Y o< F/THor EERY) O < F/AL)

#2 (FERTAAFRILRAERI/TH or NSAIDs/AL)

#3 #1 and #2

#4 (#3) and (LA=H K38, %55 PT=-= £k < CK=E bk PDAT=2005/01/01:2012/08/31)

#5 NSAIDs/Tlor 3EX T A4 RRFKEH/T or JER T A A FREKIER/TI

#6 #4 and #5

#7 BAEARRIE /AL or B REIE/AL

#8 B U D A/ALor (N5 A/TH or U5 As/AL)

#9 ARSI /ME/AL

#10 AXh1%/AL

#11 BEREETAE/AL or FF{EI/AL

#12 #7 or #8 or #9 or #10 or #11

#13 #4 and #12

#14 (#13)and RD=A 2 7+ ) LR, SV Z LALLLEGAER S O 7 LML LB LB R 2B A K51 )

#15 (JEFHIFE/TH or I E/AL)

#16 #13 and #15

#17 #6 or #14 or #16

#18 (#2) and (SH=;AFEBIF| A)

#19 (#1) and (SH=ZEWR%)

#20 #17 and #18 and #19

#1 (BEEY) o< F/TH or B V< F/AL) [71, 130441

#2 oxv 7 o7 x> /AL or (Loxoprofen/TH or loxoprofen/AL) [1, 45844]

#3 O v =>/AL or Loxonin/AL [21144]

#4 #2 or #3 [1,51044]

#5 #1 and #4 [12844]

#6 (#5) and (LA=BAZE #iE PT=3#kMR < CK=& k PDAT=//:2004/12/31) [3944]
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PubMed Cochrane EfmE  Others( )
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. e Full-text articles excluded
Full-text articles assessed for eligibility with reasons
(2nd Screening) (n= 67 ) (n= 62
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Studies included in qualitative synthesis
(h= 2 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )
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(GRADE)

EREMBE L E (128
MD (& 5Ffi A "l (meloxicam
1 SUA LA | 7.5mg 175; |placebo 177; diclof 1.5mg ~7.7£06; 15mg 7.0+ OO0
(1] Tgme | EATRG | wATR | ey | wacse ki 1?{2;’;2‘2 oo o177 pacebo TG deeenae - 0.6; 22.5mg —7.7=0.6; placebo X
i e -6.1+0.6; diclofenac —-8.4+0.6
y h
S BAE $ gL E(658)
1 S 2 Lk MD (& EF4fi &~ AT (loxoprofen - ®000
Fftdien §7 7 AT | TRAICe e 7 *! loxoprofen 95 indomethasin 92 - 2.04-0.6, indomethasin —2.6+ EX
[2] LEEERER 0.5) EEIZIE
[ERRBISI R T IL =(12:8)
MD [ EFfE T ] (meloxi
e 8405 15e ast | @O®O
1 SUA LA | 7.5mg 175; |placebo 177; diclof 1.5mg -5.8£05; 15mg 45+
[ Tgmeg | EATRG | wATR | e | wache ki 1?{2;’;2‘2 oo o177 pacebo TG deeenae - 0.5; 22.5mg -5.7=0.5; placebo PN
i e -4.3+0.5; diclofenac -5.0+0.5 th
)
IERRES A& Z L B (6:8)
] S 4 Lk ‘ MD[EMET A (loxoprofen - | OO0
Fftdien R AT | BRAITCIR e 7 *! loxoprofen 95 indomethasin 92 - 1.420.3; indomethasin -1.6%+ EX
[2] HBELER 04) JERICIE
EEEEER0128)
RR (95%CI), meloxam 7.5mg
meloxam 7.5mg 4/175 1.01 (0.26 to 3.98); 15mg ®®00
1 %NS A [, Sl o) sy 4 (2.3%); 15mg 0/184 placebo 4/177 (2.3%); | 0.02 (0.00 to 0.04); 22.5mg _
[1] twatg | Co0 CRV | IRATR | IRAITRN | SRR 7wl (0.0%); 22.5mg 5/177 | diclofenac 3/181 (1.7%) | 0.8 (0.2 to 2.8Y; diclofenac EX
(2.8%) 0.73 (0.17 to 3.23) vs &
placebo
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1 SUA Lt g SB[ Fa . S g - meloxam 7.5mg 175; |placebo 177; diclofenac _ 7.5mg 26+1.4; 15mg -0.0*+
1] Hagag | o0 Rl | AT | AT | IRATTRY R 15mg 184; 22.5mg 177 181 14; 22 5mg 1.0%1.4; placebo -
29+1.4; diclofenac 1.7£1.4) h
FrmBkEEEEZE L E(6H)
! TS L e 72 AT | REITRen ZEHFS e F 1 fen 90 ind hasin 90 - mD-![-s;%m::EI(szqprﬂer; ©OOO
[2] Bt TR IRA TR IRA TR 34| 3 oxoprofen indomethasin .1£2.6; in orzng;: asin —1.1% —
SHILEaER(12:8)
RR (95%CI), meloxam 7.5mg
meloxam 7.5mg 45/175 | 00 (099 (071 to 1.40); 15mg 1.0 @00
1 SUBLIE | egonaga N, . )~ g 4 N (25.7%); 15mg 50/184 o T At (0.6 to 1.6); 22.5mg 1.00 _
[ Wamg | AR | RATRG | AT | SRR 2L 27.9%): 22.5mg 49/181 (Zgél//fgldég)f()e;;c (0.71 to 1.40); diclofenac
(27.1%) o 1.18 (0.86 to 1.63) vs I
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SHAL B £ 1K (638)
1 SV L N gl eraa N i o £ . loxoprofen 17/110 indomethasin 22/116 | RR (95%CI) 0.81 (0.46 to _ ®000
[2] HEREER A AT | TRAITR | IR =L (15.5%) (19.0% 1.45) EHICE

#1. #EHFRNIE IR T BB Z LKTEAR

#2. TIOMNNLBEN T TS

#3. YT ILEMN DI

#4. RRDI5%IEERB D LB ETEA. [TBLEFBIE RSN DEAERRO.ISE[HLLEIERLGSNIEERR1 25O MAESTA TS,

EEW
1. Furst DE et al. J Rheumatol. 2002 ;29:436-46
2. Igarashi M et al. Ryumachi. 1985;25:61-72
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SEZFR EEEEER (NSADAEEZE EHT-1BE)

RR 0.74 (95%Cl 0.24-2.27). ARR -0.01 (-0.03 t0 0.02)

NSAIDs Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Furst 2002 12 717 4177 100.0% 074024, 227]
Total (95% CI) 17 177 100.0% 0.74[0.24,2.27]
Total events 12 4

ws 04 1 10
Placeho MNSAIDs

Heterogeneity: Mot applicable
Testfor overall effect 7= 053 (F = 0.60)
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Pubmed

No. EX BREHH

#01 |rheumatoid arthritis[Title/Abstract] 101,272
randomised[Title/Abstract] OR clinical trial*[Title/Abstract] OR comparative[Title/Abstract] OR "cross-

#02 . 763,470
over"[Title/Abstract]
registry[Title/Abstract] OR registries[Title/Abstract] OR "cohort study"[Title/Abstract] OR "observational

#03 . 272,768
cohort"[Title/Abstract]

#04 |"meta-analysis"[Title/Abstract] 132,392

405 out.c<'3m"e OR ra.dlography OR "sharp score" OR "physical function" OR "quality of life" OR QOL OR "disease 3,909,711
activity" OR efficacy

#06 [safety OR "adverse event*" OR "adverse effect*" OR "side effect*" 651,529

#07 |corticosteroid*[Title] OR glucocorticoid*[Title] OR prednisone[Title] OR prednisolone|[Title] 60,347

#08 [((#1 AND #7)) AND (#2 OR #3 OR #4)) AND (#5 OR #6) 134

#09 |((#1 AND #7)) AND (#2 OR #3 OR #4)) AND (#5 OR #6) Filters: Publication date to 2018/12/31 126
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Cochrane

No.

BRER

BREAEH

#01

"rheumatoid arthritis":ti AND glucocorticoid* OR corticosteroid* OR "adrenal cortex hormone" OR
prednisone OR prednisolone:ti AND outcome OR efficacy OR safety OR "side effect*" OR "adverse event*"
OR "adverse effect*" OR radiological OR "physical function":ti,ab,kw AND "clinical trial*" OR randomised OR
comparative OR cross-over OR registry OR registries OR "cohort study" OR "observational cohort" OR
"meta-analysis":ti,ab,kw NOT PubMed:so

156
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No. EEN BREREH

#01 |BAER ) < F;EYERE/MTH 19,227

#02 |BIBRERILE D AEMFIA/TH 89,412
BEET ) < F/Tland (RIBERERILEV/TAor BIBEEXTOA K/TA or glucocorticoid/TAor /L)L

#03 |F 34 K/TA or corticosteroid/TAor 3JLF I AT A A K/TA or prednisone/TAor 7L K=Y > /TAor L 2,047

K=Y'8 > /TA or steroids/TAor AT B4 K/TA)

#04 |[(#1 and #2) or #3 4,353

#05 [#4and (A BT F VL RX/THor VATITAYY LEa—/THor BEHAA K54 2 /TH) 86

#06 |#4and RD=ARZ T F )R, EBEHALESMA ) 2

#07 [#H4and (A BT F VI R/TAor VATITA VI LEa—/TAor BEHA K54 2/TA) 12

#08 |#5 or #6 or #7 a0

#09 |[#4 and T ABFZE/TH 99

#10 [#4 and (RD=T > & L{ELLERERER) 28
#4 and (A ABFZE/TA or BRERERER/TA or 5 > & LML LLERERER/TA or EAE AL LLEELER/TA or B IABEAER/TA

#11 |or EIFAEKER/TA or FEIIAAEKER/TA or FEIVABERER/TA or IESTERER/TA or RIZEMRER/TAor 5 U4 LE|FIT 35
/TA)

#12 |[(#9 or #10 or #11) not #8 113

#13 |#4 and (TR EFE/TH or TZRRIER T H A 2 /TH) 363

#14 |#4 and (RD=#5 > & L LLEGEAER, LEERRAZE) 274
#4 and (EZFETFTT/TA or BEHIFRZE/TA or RIZATREERAZE[/TA or WAE IR TL/TA or ZHEERIHRIFAZE/TA or

415 nNA0Oy Aoy b/TAor BARIFE/TA or BERERBFZE/TA or ERERHIZS/TA or FEERBAZS/TA or BRI =W 69
/TA or & A Al EFHZT/TA or SEIxTERFRZTT/TA or Bil[R E#AZE/TA or 2 7R— MEFZE/TA or :BEFEAZE/TA or BRI
28 /TA or LEERBRZZ/TA or & O R A —/N—HIZE/TA)

#16 |#8 or #12 or #13 or #14 or #15 608
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)
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database searching (n= 890 )

Additional records identified through

other sources (n= 150 )

|

|

Records screened (1st Screening)
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l

Records excluded
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Full-text articles assessed for eligibility
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=X
-Caxtg st

|

Full-text articles excluded
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R R(R 21)

Studies included in qualitative synthesis

(n= 45 )

|

Studies included in quantitative synthesis

(meta—analysis) (n= 45 )
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FERNDEH (Summary of findings)
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B &R IE (Erosion by SvdH score) (24F)

Steroids Placebo Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD_ Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDETFG
Bakker 2012 0 20052 117 087 20052 119 411%  -0.87 [-1.38, -0.36] - [ITTITT]
Capell 2004 1832 16.91 58 167 1462 55 17.7% 1.62 [-4.20, 7.44] @
Wassenberg 2005 25 0083 80 7 157 86 412% 450 [-4.80, -4.11) L]
Total (95% Cl) 255 260 100.0%  -1.93 [-5.16, 1.31] —.r-
Heterogeneity: Tau® = 6.56; Chiz = 125.02, df = 2 (P < 0.00001); I* = 8% =-10 5 3 5 10=

Test for overall effect: Z =117 (P = 0.24)

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

Mean Difference
I'V, Random, 95% CI

Favours Steroids

Mean Difference

IV, Random, 95% CI

Favours Placebo

Risk of Bias

DAS28 148
Steroids Placebo
Study or Subgroup Mean SD Total Mean SD_Total Weight
Bakker 2012 2.45 028 117 259 028 119 &3.7%
Choy 2005 -0.81 1.731 48 -0.07 1.7705 43 36.3%
Total (95% CI) 165 162 100.0%

Heterogeneity: Tau® = 0.18; Chi* = 3.58 df = 1 (P = 0.06); I? =72%
Test for overall effect: Z=1.17 (P =0.24)

Risk of bias legend

(&) 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

-0.14 [-0.21, -0.07)
-0.84 [-1.56, -0.12)

-0.39 [-1.05, 0.27]

r
-10

Mean Difference
IV, Random, 95% CI

t T
-5 1]

5

DAS28 24F
Steroids Placebo
Study or Subgroup  Mean SD Total Mean SD_Total Weight
Bakker 2012 23 034 117 249 0.25 119 92.8%
Choy 2005 -0.78 1.6628 48 -047 1.3771 43 1.4%
Choy 2008 -1.51 1.6718 231 -1.39 16889 218 58%
Total (95% Cl) 396 398 100.0%

Heterogeneity: Tau? = 0.00; Chi* = 0.34, df =2 (P = 0.84); I = 0%
Test for overall effect: Z = 5.01 (P < 0.00001)

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

-0.19 [-0.27, -0.11]
-0.31 [-0.94, 0.32]
-0.12 [-0.42, 0.18]

-0.19 [-0.26, -0.11]

10
Favours Steroids Favours Placebo
Mean Difference Risk of Bias
IV, Random, 95% CI ABCDETFG
[IITTTYT ]
® @
eceseee
[
‘0 5 0 5 10
Favours Steroids Fawvours Placebo



HAQ6M A ~ 14

Steroids Placebo Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD_ Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
Bakker 2012 05 011 117 07 013 119 988%  -0.20 [-0.23 -0.17) [ITTITITT]
Choy 2005 14 06928 48 16 06557 43  12%  -0.20 [-0.48, 0.08] ® 09000 e
Total (95% CI) 165 162 100.0%  -0.20 [-0.23, -0.17] |
Heterogeneity: Tau® = 0.00; Chi# = 0.00, df = 1 (P = 1.00); I* = 0% 5 T 5 p ul
Test for averall effact: 7 = 12.84 (P < 0.00001) Favours Steroids Favours FPlacebo
Risk of bias legend
(&) Random seguence generation (selection bias)
(B} Allocation concealment (selection bias)
(€} 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

HAQ 24F

Steroids Placebo Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDETFG
Bakker 2012 05 013 117 07 013 119 737%  -0.20[-0.23,-0.17] (I TTITTIT]
Choy 2005 18 20785 48 1.5 06557 43  2.7% 0.30 [-0.32, 0.92) ® 99009
Choy 2008 039 1.0638 231 -025 09217 236 23.6% -0.14 [-0.32, 0.04] aeeeeee
Total (95% CI) 396 3198 100.0%  -0.17 [-0.28, -0.07]

Heterogeneity: Tau® = 0.00; Chi* =288 df =2 (P =0.24) ? = 31%
Test for overall effect: Z = 3.23 (P = 0.001)

Risk of bias legend

(A} Random seguence 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

5 0 5 10
Favours Stercids Favours Placebo
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BERIA RACQY x#ttazxRzl (PubMed)

No. Y R

#1 "arthritis, rheumatoid"[mh] 122,794
((rheumatoid[tiab] OR reumatoid[tiab] OR revmatoid[tiab] OR rheumat*[tiab] OR reumat*[tiab] OR

#2 revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR artrit*[tiab] OR diseas*[tiab] OR 173,847
condition*[tiab] OR nodule*[tiab]))

#3 (felty*[tiab] AND syndrome/[tiab]) 772

#4 (caplan*[tiab] AND syndrome/[tiab]) 150

#5 #1 OR #2 OR #3 OR #4 208,160

46 "tumor necrosis factor inhibitors"[MeSH Terms] OR "Tumor Necrosis Factor-alpha/antagonists and 16.409
inhibitors"[Mesh] OR "tumor necrosis factor inhibitor*"[tiab] OR "TNFi" [tiab] ’

P "Infliximab"[Mesh] OR "infliximab"[tiab] OR "avakine"[tiab] OR "inflectra"[tiab] OR "remicade"[tiab] OR 17.049
"renflexis"[tiab] OR "monoclonal antibody cA2"[tiab] OR "MAb cA2"[tiab] '
"Etanercept"[Mesh] OR "etanercept"[tiab] OR "enbrel"[tiab] OR "erelzi"[tiab] OR "brenzys"[tiab] OR "TNR-

48 001"[tiab] OR "TNROO01"[tiab] OR "TNF receptor type ll-1gG fusion protein"[tiab] OR "TNF receptor type || 0508
lgG fusion protein"[tiab] OR "TNFR-Fc fusion protein"[tiab] OR "TNT Receptor Fusion Protein"[tiab] OR '
"TNFR-Fc"[tiab]

4 "Adalimumab"[Mesh] OR "adalimumab"[tiab] OR "humira"[tiab] OR "amjevita"[tiab] OR "trudexa"[tiab] OR 10.388
"cyltezo"[tiab] OR "D2E7 antibody"[tiab] Y

410 "golimumab"[Supplementary Concept] OR "golimumab"[tiab] OR "simponi"[tiab] OR "CNTO-148"[tiab] OR L5an
"CNTO148"[tiab] '

a1 "Certolizumab Pegol"[Mesh] OR "Certolizumab"[tiab] OR "Cimzia"[tiab] OR "CDP-870"[tiab] OR 542
"CDP870"[tiab] OR "PHA-738144"[tiab] OR "HSDB-7848"[tiab] '

#12 "Ozoralizumab"[tiab] OR "ATN-103"[tiab] OR "ATN103"[tiab] 6

#13 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 39,431
("randomized controlled trial"[pt] OR "controlled clinical trial"[pt] OR "clinical trial"[pt] OR "drug

414 therapy"[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR placebo[tiab] OR trial[tiab] 4615803
OR groups[tiab]) NOT ("case reports"[pt] OR "case report*"[tiab] OR "case series"[tiab]) NOT T
((animals[mh]) NOT (humans[mh]))

#15 2012/8/1:2022/6/30[DP] 12,135,538

#16 #5 AND #13 AND #14 AND #15 4,174

%®%B 2022/10/12




BRA RACQ9 xx#iteHRzt (Cochrane)

No. BRI RREE
#1 MeSH descriptor: [Arthritis, Rheumatoid] explode all trees 6,535
4 ((rheumatoid OR reumatoid OR revmatoid OR rheumat* OR reumat* OR revmat*) AND (arthritis OR 20,945

artritis OR arthrit* OR artrit* OR diseas* OR condition* OR nodule*)):ti,ab '
#3 caplan* syndrome:ti,ab 5
#4 felty* syndrome:ti,ab 0
#5 #1 or #2 or #3 or #4 21,780
#6 [mh "tumor necrosis factor inhibitors"] 83
#7 [mh “Tumor Necrosis Factor-alpha”/Al] 584
#8 ("tumor necrosis factor" NEXT inhibitor*):ti,ab OR “TNFi":ti,ab 1,305
49 [mh “Infliximab”] OR “infliximab™:ti,ab OR “avakine”:ti,ab OR “inflectra”:ti,ab OR “remicade”:ti,ab OR 2 449
“renflexis”:ti,ab OR "monoclonal antibody cA2":ti,ab OR "MAb cA2":ti,ab
[mh “Etanercept”] OR “etanercept™:ti,ab OR “Enbrel”:ti,ab OR “erelzi”:ti,ab OR “brenzys”:ti,ab OR "TNR
#10 001":ti,ab OR “TNR-001":ti,ab OR “TNROO01":ti,ab OR "TNF receptor type Il -1gG fusion protein":ti,ab OR 2307
"TNF receptor type Il 1gG fusion protein":ti,ab OR "TNFR-Fc fusion protein":ti,ab OR "TNFR Fc fusion
protein":ti,ab OR “TNT Receptor Fusion Protein”:ti,ab OR “TNFR-Fc":ti,ab
411 [mh “Adalimumab”] OR “adalimumab”:ti,ab OR “humira”:ti,ab OR “amjevita”:ti,ab OR “trudexa”:ti,ab OR 3578
“cyltezo”:ti,ab OR "D2E7 antibody":ti,ab
#12 “golimumab”:ti,ab,kw OR “Simponi”:ti,ab OR “CNTO-148":ti,ab OR "CNTO 148":ti,ab OR “CNTO148":ti,ab 763
[mh "Certolizumab Pegol"] OR “Certolizumab™:ti,ab OR “Cimzia:ti,ab” OR “CDP-870":ti,ab OR "CDP
#13 870":ti,ab OR “CDP870":ti,ab OR PHA-738144:ti,ab OR "PHA 738144":ti,ab OR "HSDB 7848":ti,ab OR 728
HSDB-7848:ti,ab
#14 “Ozoralizumab”:ti,ab OR “ATN-103":ti,ab OR "ATN 103":ti,ab OR “ATN103":ti,ab 5
#15 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 9,436
#16 #5 AND #15 with Publication Year from 2012 to 2022, in Trials 2,719
®%H 2022/10/12




ARIA RACQ9 #k%%RI (Embase)

No. IRR IRFREFE
#1 'rheumatoid arthritis'/syn OR 'rheumatoid arthritis' 273,419
4 (rheumatoid:ti,ab,kw OR reumatoid:ti,ab,kw OR revmatoid:ti,ab,kw OR rheumat*:ti,ab,kw OR reumat*:ti,ab,kw OR revmat*:ti,ab,kw) AND 279,881
(arthritis:ti,ab,kw OR artritis:ti,ab,kw OR arthrit*:ti,ab,kw OR artrit*:ti,ab,kw OR diseas*:ti,ab,kw OR condition*:ti,ab,kw OR nodule*:ti,ab,kw) '
#3 felty*:ti,ab,kw AND syndrome:ti,ab,kw 907
#4 caplan*:ti,ab,kw AND syndrome:ti,ab,kw 199
#5 #1 OR #2 OR #3 OR #4 353,573
#6 'tumor necrosis factor inhibitor'/exp OR 'tumor necrosis factor inhibitor*":ti,ab OR tnfi:ti,ab 116,325
7 'infliximab'/exp OR infliximab:ti,ab OR avakine:ti,ab OR inflectra:ti,ab OR remicade:ti,ab OR renflexis:ti,ab OR 'monoclonal antibody ca2"ti,ab OR 60,179
'mab ca2"ti,ab
'etanercept'/exp OR etanercept:ti,ab OR enbrel:ti,ab OR erelzi:ti,ab OR brenzys:ti,ab OR 'tnr 001"ti,ab OR tnr001:ti,ab OR 'tnf receptor type ii -
#8 igg fusion protein"ti,ab OR 'tnf receptor type ii igg fusion protein':ti,ab OR "tnfr-fc fusion protein"ti,ab OR 'tnfr fc fusion protein"ti,ab OR 'tnt 36,920
receptor fusion protein':ti,ab OR 'tnfr fc":ti,ab
#9 'adalimumab'/exp OR adalimumab:ti,ab OR humira:ti,ab OR amjevita:ti,ab OR trudexa:ti,ab OR cyltezo:ti,ab OR 'd2e7 antibody":ti,ab 42,586
#10 'golimumab'/exp OR golimumab:ti,ab OR simponi:ti,ab OR 'cnto 148':ti,ab OR cnto148:ti,ab 9,283
#11 ‘certolizumab pegol'/exp OR 'certolizumab'/exp OR certolizumab:ti,ab OR cimzia:ti,ab OR 'cdp 870"ti,ab OR cdp870:ti,ab OR 'pha 738144'ti,ab 9.185
OR 'hsdb 7848"ti,ab
#12 'ozoralizumab'/exp OR ozoralizumab:ti,ab OR 'atn 103':ti,ab OR atn103:ti,ab 44
#13 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 117,991
#14 'randomized controlled trial'/de 734,042
#15 ‘controlled clinical trial'/de 438,257
#16 random*:ti,ab,tt 1,845,252
#17 'randomization'/de 95,214
#18 'intermethod comparison'/de 290,697
#19 placebo:ti,ab,tt 349,102
#20 compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 600,286
#21 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR comparing:ab OR 2583314
comparison:ab) R
#22 (open NEXT/1 label):ti,ab,tt 100,831
#23 ((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,726
#24 'double blind procedure'/de 200,303
#25 (parallel NEXT/1 group*):ti,ab,tt 30,244
#26 crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,970
427 ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR patient OR 430,696
patients OR subject OR subjects OR participant OR participants)):ti,ab,tt '
#28 assigned:ti,ab,tt OR allocated:ti,ab,tt 460,260
#29 (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 429,415
#30 volunteer:ti,ab,tt OR volunteers:ti,ab,tt 274,052
#31 'human experiment'/de 597,893
#32 trial:ti,tt 378,289
433 #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR 5,985,746
#32
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR databases)):ti,ab,tt) NOT
#34 ('comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt OR 'randomly 2,934
assigned'iti,ab,tt)
435 ‘cross - sectional study' NOT (‘randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 'randomised 346,200
controlled":ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group':ti,ab,tt OR 'control groups':ti,ab,tt) '
#36 'case control*":ti,ab,tt AND random*:ti,ab,tt NOT (‘'randomised controlled"ti,ab,tt OR 'randomized controlled"ti,ab,tt) 20,291
#37 'systematic review':ti,tt NOT (trial:ti,tt OR study:ti,tt) 224,208
#38 nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,158
#39 ‘'random field*":ti,ab,tt 2,758
#40 ('random cluster' NEAR/4 sampl*):ti,ab,tt 1,591
#41 review:ab AND review:it NOT trial:ti,tt 1,021,402
#42 'we searched':ab AND (review:ti,tt OR review:it) 44,061
#43 'update review':ab 127
#44 (databases NEAR/5 searched):ab 58,113
(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 pigs:ti,tt OR
#45 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 OR monkey:ti,tt OR 1,177,266
monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
#46 'animal experiment'/de NOT (‘human experiment'/de OR 'human'/de) 2,470,632
#47 #34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 4,095,746
#48 #33 NOT #47 5,298,082
#49 [2012-2022]/py 17,217,960
#50 #5 AND #13 AND #48 AND #49 8,038
%%H 2022/10/12




BRA RACQI xuizxEzm (EH:t

No. ey R
#1 BEEnY v ~F/TH or “BEERY 7~ F"/TA or “rheumatoid arthritis”/TA 109,548
#2 “TNFREZEZE"/TA or “TNF a BEEZ"/TA or “TNF inhibitor”/TA or “TNF a inhibitor”/TA or “TNFi"/TA 1,344
#3 [Infliximab]/TH or “Infliximab”/TA or “Remicade”/TAor“4 > 7 U x> <7"/TAor“L 24— K"/TA 11,570
#4 [Etanercept]/TH or “Etanercept”/TA or “enbrel”/TA or "T X L7 F"/TAor "> 7 L JL"/TA 4,780
#5 [Adalimumab]/TH or “adalimumab”/TA or “Humira”/TAor "7 XY L~7"/TA or“t 23 7"/TA 4,888
#6 [Golimumab]/TH or “golimumab”/TA or “simponi”/TAor "I ) L= 7"/TA or“> > R=="/TA 959
#7 [Certolizumab Pegol]/TH or “certolizumab”/TA or “cimzia”/TAor " /L kU X< 7"/TA or “> LY T7"/TA 557
#8 [Ozoralizumab]/TH or “Ozoralizumab”/TA or “# /5 U X< 7"/TA 5
#9 #2 or #3 or #4 or #5 or #6 or #7 or #8 17,147
#10 DT=2012/8/1:2022/6/30 3,799,351
#11 ARTFYTR/THor YATFIT A4y LbEa—/THor 88HA K74~ /TH 89,131
#12 RD=xXXT7F UL RBEHARIAY 5,578
#13 ARTFYUTR/TAor VATRT Ay 7L Ea—/TAor BEAA K74/ TA 19,746
#14 #11 or #12 or #13 94,173
#15 AR/ TH 139,826
#16 RD=7 > & LAb LGSR 25,667
17 NAFFTR/TA or BREREAER/TA or 7 > & LML LLEEER/TA or EEACLLESAER/TA or ZBIABREE/TA or 5 11 1B 45,829

BR/TA or ZENIHBEER/TA or BIVIEEER/TA or 3EL1ERER/TA or REMESER/TA or T > X LEITF/TA
#18 (#15 or #16 or #17) not #14 145,988
#19 #1 AND #9 AND #10 AND #18 270
®¥%B 2022/10/12
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BEC RACQY /SAFTADYRY

Intention—to-
treat

Unique ID
1

2
3

Study ID
Takeuchi 2022

Takeuchi 2022

Takeuchi 2022

Experimental Comparator
MTX+ Ozoralizumab 30mg MTX-+PBO

MTX+Ozoralizumab 30mg MTX-+PBO

MTX+Ozoralizumab 30mg MTX+PBO

Outcome
ACR50

serious infection

serious adverse event

NA

@O o
N

L L L
(<]

L L LI
b

L L LI
(3]

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



EED RACQY T¥FYR7u7 74/ Question: Ozoralizumab+MTX compared to Placebo+MTX for csDMARD-IR RA

Certainty assessment Ne of patients “

Ne of n n n o n e . 0 Ozoralizumab + Relative Absolute
studies Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations . Placebo+MTX (95% Cl) (95% Cl)

Outcomes used for the recommendation

Certainty

Importance

ACRS50 response (24w)
1 randomised not serious not serious not serious seriousa none 97/152 (63.8%) 12/75 (16.0%) RR 3.99 478 more CRITICAL
trials (2.34t06.79) per 1,000 @ @ @ O
(from 214 Moderate
more to 926
more)
Serious Infection (24w)
1 randomised not serious not serious seriousb very seriouse none 71152 (4.6%) 2175 (2.7%) RR1.73 19 more per CRITICAL
trials (0.37t08.11) 1,000 @OOO
(from 17 Very low
fewer to 190
more)
Serious adverse event (24w)
1 randomised not serious not serious serious? very seriouse none 3/152 (2.0%) 2/75 (2.7%) RR0.74 7 fewer per CRITICAL
trials (0.13104.34) 1,000 DOOO
(from 23 Very low
fewer to 89
more)

Cl: confidence interval; RR: risk ratio

Explanations

a. The total sample size and the total number of the events are small
b. Differences in outcomes measures
c. The 95% confidence interval of the risk ratio includes both the decision thresholds of 0.75 and 1.25




BEE RACQY9 7xL X b7 AV k

Outcomes used for the recommendation

ACR50 response (24w)
Ozoralizumab30mg +MTX Placebo +MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI MH. Random, 95% CI
Takeuchi 2022 a7 142 12 75 100.0% 3.99[2.34, 6.79)
Total (95% CI) 152 75 100.0% 3.99[234, 6.79] el
Total events a7 12
Teeh o averal et 2 - 509 P < 0.00000) w0 0 10 10
e . Favours placebo+mMTx  Favours ozoralzumab+ MTH
Serious Infection (24w)
Ozoralizumab30mg +MTX Placebo +MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI MH. Random, 95% CI
Takeuchi 2022 7 142 2 75 100.0% 1.73[0.37, 8.11]
Total (95% CI) 152 75 100.0% 1.73[0.37, 8.11] —=en -
Total events 7 2
est for averall effect: 7= 0.69 P = 0.49) Favours ozoralzumab + MTX  Favours plecebo + WMTX
Serious adverse event (24w)
Ozoralizumab30mg +MTX Placebo +MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI MH. Random, 95% CI
Takeuchi 2022 3 142 2 75 100.0% 0.74[0.13, 4.34] f
Total (95% CI) 152 75 100.0% 0.74[0.13, 4.34]
Total events 3 2

Heterogeneity: Mot applicable
Test for overall effect Z=033 P =074

0.01 0.1 1 10
Favours ozoralzumah + T Favours placebo+ MTx

100
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RA CQ9 : csDMARD THRATDTHEEMU LDEREEEMZE I D RA FZEIC TNF BEEOHAB(FERAM?
B#& : csDMARD (MTX FJz(EZ DAt csDMARDS) THRA+H THEFELU LOEFBEHEZHEIT D RAESE
T : csDMARD (MTX F7z(&ZDAhdD csDMARDs) + TNF [EZEE

3188 : csSDMARD (MTX H7z(3ZDABD csDMARDs) + ' Stz7R

EFET7D DL (EKX) : ACRS0 (24 38), EELBME (1 4F). BRLIEESER (MMEERL)

B BEUOYFORETEORELEE. FI MTX TEEZRIEL.

(&, BETGTETREICEE CH D,

NRATRIEE (CEINERZIRFT T D. MTX THRATDR RA BE(C. TNF AERENNEANZIRFT T L

B¥ 1. BE COREMERSIEN?

O IMBEIEN

HpR Ub—FIEF>R ENEE

O LR BB O FDIRIEOIEEEAE(E. =9 csDMARD (MTX &F | BHATHEETY DX FIER SNz TNFFAZSEL 6 8 TH
O BE5K, LNX JZ(FZDAMD csDMARDs) TIEBRZRIE L. IRATDIXE | D. TDOE5 5B/ 2014 FiR [BIEIY DX FZHES A
O BT, FWL BICBIAEZIRFT I BD[1]. csDMARDs THIRA+97% RS> ] TRENLE1—&ITDIz. TDREITFHID TNF
® (FL) RA B#E(C, TNFEEREBMMNEANEZRRFNITDI LG, B | BER (EREFER) OFFT(IR<, 2020 Fik MEEUD
OR=F-F=F-3 BHITRECEE THD, RFZEHA RS> ] TE 2014 FiREREEUEZ[1].

CDIEU 2022 F 12 BICEEYUDYF(CHT D 6 RFIBD
#AR TNF PHEZE OZR iAFTHRIFTESNIZ28H. OZR DB
DEELZEECEAU TR I DT EIERLEEE TH D,

¥ 2. EFXULLVWMIR FHSNZILEFULVDIREEDEEDEDN ?

O IS0

s Ug—FIEF>VR EMHNELE
O HIh 24§85 OZR+ csDMARD (&, csDMARD &DHET,

O & BARTINOLELT,

O 1. ACRS50ERE (24 iBRF)DIEXIZNER(L 1000 ABED

® A=\ 478(214~926) MBI, HEXIZIER(Z RR 3.99 (2.34~

O =FdF 6.79)




B 3. EFXUKBVMIR FHISNDZLEF UL RBRUVIIREEDEEDEDN ?

H UH—FIEF>X ENEEE
O RZE( OZR+csDMARD (&, csDMARD &DHET,
O BARTI MIAELT,
O h&En 1. EEQRBIYE (14) OxI%hRE 1000 A&z 19
® DI H (—17~190 ) ASZNN. HAIE(E RR 1.73 (0.37~
O =FXF 8.11)
O Ih5R0 2. EEREESREBHEERL)DMEXIZNERE 1000 A
»lzh 7 (-89~23) &Y. HXI%NREIE RR 0.74
(0.13~4.34)
B¥ 4, TEFORDOERYE HRCEAITIEANRTES > ADHEEMREEDIEEN ?
5 UY—FIEF>R e =
® JEHI(CIE BARTY MALICET BN ADNRIESNAS <IBIN. = | BEFED TNF BAZEEE 58 (IFX, ETN, ADA, GOL, CZP)(CBI 9
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O FRAAFEIRL
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z
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¥R UY—FIEF>VX EMNEER
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@ EEIAERETZEESDEEFHESRAL
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BRNEBDEEZSND,
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O &FEFE

O IHB5R

TEF>RTOT7AINE LY SoF F—TILh5, EFU
VIR EEF U<V RDNSX(FE $5< 0ZR
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BEAIRT77I MALAD NNT (& ACR50=2.09. NNH (FERER:
FYE=52.63. EEREER=0THD.
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UY—FIEF>VX

ENNEER

O BB DOERMFIRMN KLY

O BMEBOERMMRENSZTS < K
O MABHEEMRENITNEZRF LR
O NMADBRAMMENBZ S5 < KU

O NMTADBERMZIRA KN

O &FEFE

o RAMFRAL

OZR ([CEAUT QALY 2 CERXIRIR (T T DEAD Y.
IEF>XIFRR0N

OZR 30mg 0.375mL 1 EDEAfi(d 112476.00 B TH D,
BEEORE - AA(1E 30mg = 4 BE#ER TR FR5)TD
1 BHE(M|(F 4017.00 HTHD. (2023 & 4 AHHE)
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UY—FIEF>VX

EBMNEER

O RS7/2Em

® REEDIEN
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O HEEDR
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HlELT 3 BBBDOBETHEI S L. AAGER (3 458
AT OZR 30mg Tl& 33742.80 H&72D. XD 7 &l
78733.20 HEHERRFCIERBREREE LD,
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1.

management of rheumatoid arthritis-secondary publication. Mod Rheumatol. 2023;33(1):21-35

Kawahito Y, et al. Drug treatment algorithm and recommendations from the 2020 update of the Japana College of Rheumatology clinical practice guidelines for the




EFA RACQ10 X#k#EFE (PubMed, SAR)

bDMARD 2 (Sarilumab)

Controlled Trial

Controlled Trial

Fields]) AND "arthritis, rheumatoid"[MeSH Major Topic]

Query Sort By |Filters Search Details Results

#1 sarilumab "éariIumab"[SuppIementary Concept] OR "sarilumab"[All 129
Fields]

#2 “Arthritis Rheumatoid”[MAIJR] "arthritis, rheumatoid"[MeSH Major Topic] 91,973

43 #1 AND #2 ('jsarilumab“["Suppl'ernentary ConF(e'F)t] OR "sari‘Iumab"'[AII 48
Fields]) AND "arthritis, rheumatoid"[MeSH Major Topic]

#4 #1 AND #2 Filters: Controlled Clinical Trial; Randomized Randomized ("sarilumab"[Supplementary Concept] OR "sarilumab"[All 1




BHA RACQI0 XaktEZE = (Cochrane, SAR)

bDMARD 2 (Sarilumab)

#1

Arthritis, Rheumatoid in Cochrane Reviews, Trials

#2

sarilumab in Cochrane Reviews, Trials




EFA RACQI0O XERFRR (EHEE, SAR)

bDMARD 2 (Sarilumab)

mRER EEXLE

#1 BAETY) D F/THor BHERN ') V< F/AL 102,328
#2 1) )L < /AL or Sarilumab/TH or Sarilumab/AL 72
#3 4 JH 5 /AL or Kevzara/AL 1
#4 #2 or #3 72
#5 #1 and #4 68
#6 #5 and (PT=8 kR < CK=E k) 38




EFB RACQI0 XEMERFRRIA—F+v—k(SAR)

bDMARD 2
(Sarilumab)

% H;2020/6/26

PubMed Cochrane Bz Others(

11 29 30 0

)

v

Total records identified through
database searching (n = 70 )

Additional records identified through

|

Records screened (1st Screening)

(n= 71 )

|

Full-text articles assessed for eligibility

other sources (n= 1 )
. Records excluded * Article°book Mreview. fRET -5
(h= 64 ) *OR—MRE. EFIXTRIAEGE DERMAE
iR
Full-text articles excluded -CQRRI iR
with reasons
(n= 5 )

(2nd Screening) (n= 7 )

|

Studies included in qualitative synthesis
(h= 2 )

l

Studies included in quantitative synthesis
(meta—analysis) (n= 2 )




E¥C RACQI0 /NATAD') R4 (SAR)

bDMARD 2 (Sarilumab)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel iperformance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

|
X 2% 50K 73% 100K
[ Low risk of blas [ ] unclear risk of blas [l High risk of blas

=T

Incomplete outcome data (attrition bias)

=4 | Other bias

Cengvese 2015

ud

. =~ | Blinding of participants and personnel (performance bias)

@ | @ | Random sequence generation (selection bias)
@ | ~ |Allocation concealment (selection bias)
@ | @ | Blinding of outcome assessment (detection bias)

@ | @ | selective reporting (reporting bias)

Tanaka 2018

w=d
e=d




EH¥D RACQI0 TEFTRZOT74JL(SAR)

;)JDMARD 2:csDMARDCHI R AR+ A ThFEL LOEEBREIHEHITIRABSEI(C, JIETNFIHEZE OGFABIZER
NP

FEROZEH (Summary of findings)

| sEw | 0000 O#mR 000 | 1irvze

MR PR 172D EDHha) lacebo+ 48 =M
mam | v | o0 | nke | wmme | awa R0 fowam | N | 5G| x| oo

HEEICAWVEIETYATOI74IL

=14 5T i (Certainty assessment)

2 1512 (DAS28-CRP<2.6(2438))
2 SUBLE | yepir S N N 168/479 46/439 RR 3.29 SODO
[1, 2] HEa AT | AT | AT | R sl (35.1%) (10.5%) (2.44 to 4.44) i X
ACR503E Ff(24:8)
il | Taa’ | maene | maone | maene | mae 7L ST EZETCE 0] AW R EX
HAQ-DI change from baseline(2438)
21 743 %é\ﬂ: warene | mamene | maene | g 7L 80 41 - (_OM; :0(')31 o @@fo X
mTSS change from baseline(5258)
b TR | macsn | maens | waene | maene | L 399 399 - A I X
222 -3.41~-1. =3
BEELRETEER4B)
2 SUBLE | oo ——— — - 52/504 RR 1.38 ®®00
[1. 2] e warcio | marenn | oo | gesncms 7L 1030 |28 O 64710 40) s X

#. B TILE. B4R FENDEN,
#2. 9> FTILEMNDIT L,
#3. 95%ClIC [MALYLEFE] LRGEINDELERR. 715¢ [HELE] ERLINIEERRIL.25OMANEENTILNS,

EEER
1. Genovese MC, et al. Arthritis Rheumatol 2015;67:1424-1437
2. Tanaka Y, et al. Arthritis res ther 2019;21:79



BHE RACQ10 4L ARFOvYER(SAR)

#HE151E (DAS28-CRP<2.6(2438))

SAR+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 A B CDEFOG

Genovess 2015 136 40 308 B5.5% 3.30 [2.45, 4 .60] TN FX

Tanaka 2018 3z & 41 14.5% 2.73 [1.24, &.00] L L 1 1 B2 B

Total (952 CI) 479 439 100.0% 3.29 [2.44, 4.44] ‘

Totwal events 168 486

Hewrogeneity: Taw® = D.00; ChE = 0.25, ¢gdf = 1 (P = .62} F = 0% b o1 0 1 1 1Ib 10.)!

Test for overall effect £ = 7.78 (F < 0.00001) Fawvours [placebo+MTX] Fawvours [SAR+MTX]

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

ACR503E i (2438 )
SAR+MTX placebo+MTX Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI A B CDEFOG
Genovess 2015 46 17 308 &l.4% .70 [1.57, 4.63] —— C RN X
Tanaka 2019 31 B 41 3IE.6X 1.99 [1.01, 3.82] —-— L L L 1 Bl Rl
Total (95% CI) 439 100.0% 2.40 [1.57, 3.66] il
Total events rra z5

Hewmrogeneity: Tau® = 0.00; ChF = 0. 48, df = 1 (P = 0.49); F = (X
Test for overall effect: Z2 = 406 {P < 00001}

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

bo1 o1
Fawvours [placebo+ MTX]

1

10

Favours [SAR+MTX]

100



HAQ-DI change from baseline(24:8)

SAR+MTX placebo+ MTX Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI A B C D E F G
Tanaka 2013 —o.e 0.5 20 0.2 o4 41 10008 _0.20 [—0.qa6, 0 149] o009 T® 7
Total (9524 CI1) BO 41 100.0%% —-0.30 [-0.46, —0.14] —eug—-—
Heterogenaltw Mot applicable :_1 —Ci = 5 0:5 1:
Test for owverall effect: £ = 3.58 (F = O.0003) Fawvours [SAR+MTX] Fawvours [ placebo+ MTXI]
Risk of bhias legend
A Random seguence generation (selection bias)
(B) Allocation concealmeant (selaction bias)
(Cy Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplere outcorme data (arrition bias)
(F) Selective reporting (reporting bias)
(G) Other blas
. N
mTSS change from baseline(523)
SAR+MTX placebo + MTX Mean Difference Mean Difference Risk of Elas
Study or Subgroup PMearn SO Total Mean SD Total Weight "V, Random, 95% CI1 Random, 952 CI A B C D E F G
Cenowese 2015 025 461 a9 2FE 773 298 100.0% -2.53 [-3.41, -1.65] -7 7@ 77
Toval (252 CIy 299 3298 100.0% -2.53 [-3.41, -1.65]

Heterogenaity: Mot apolicatle
Test for owerall effect: 7 = S5 &1 (P <« O O00001)

Risk of bias legend

(A) Random seguence 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 outcorne data (atrition bias)

(F) Selective reporting (reporting Bias)

(G) Orher bias

EEGCHEER(24E)

— -

Fawvours [SaR + MTX])

[a]

Favours [placebo+ MTX]

SAR+MTX placebo+MTX Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI A B CDETFG
Genovese 2015 48 424 23 4r7 Gz.0% z2.10 [1.30, 3.30] —— TN X B
Tanaka 2018 a BO & Bl 3a7.1% 0.68 [0.20, 2.30] — L 1 L 1 B2 L
Total (95% CI) 504 508 100.0% 1.38 [0.47, 4.04]
Towl evens 52 20

Hetwrogeneity: Tau® = 0.42; ChE = 2. B6, df = 1 {P = 0.009); F = 5%

Test for overall effect: £ = 0.50 {F = 0.585)

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

bo1 o1
Favours [SAR+MTX]

10 100
Favours [placebo+ MTX]
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