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BEHA CQll XEEZE R (PubMed)

No. EEN R EEin

#01 |"Arthritis, Rheumatoid/drug therapy"[Mesh] 29,654

402 "Abatacept"[Mesh] OR "tocilizumab" [Supplementary Concept] OR "sarilumab" [Supplementary 4.007
Concept] ’

403 monotherapy[TIAB] OR "mono therapy"[TIAB] OR monochemotherapy[TIAB] OR "mono 44,935
chemotherapy"[TIAB] ’

#04 “rheumatoid ar'thritis"[TI.].AND (Non—tumor Ne(I:rosis Factorx[TIAB] OR non TNF*[TIAB] OR 1350
Abatacept[TIAB] OR tocilizumab[TIAB] OR sarilumab[TIAB]) ’

#05 [((#1 AND #2) OR #4) AND #3 200

#06 |#5 AND 2012:2018[DP] 156

#07 |#6 AND (JAPANESE[LA] OR ENGLISH[LA]) 149

#08 [#7 AND ("Meta—Analysis”[PT] OR “Meta—Analysis as Topic”[Mesh] OR “meta—analysis”[TIAB]) 26

409 #7 AND ("Cochlra,r)e Database Syst Rev"l[TA] 'OR”"Systematic Review”[PT] OR “Systematic 91
Reviews as Topic  [Mesh] OR “systematic review” [TIAB])
#7 AND ("Practice Guideline”[PT] OR “Practice Guidelines as Topic”[Mesh] OR

#10 |“Consensus”[Mesh] OR “Consensus Development Conferences as Topic”[Mesh] OR 4
“Consensus Development Conference”[PT] OR guidelinex[TI] OR consensus[TI])

#11 |#8 OR#9 OR #10 34

#12 #7 AND (“Randomized Coqtrolled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR 45
(random*[TIAB] NOT medline[SB]))

#13 #7 AND (”“Clinical Trial”[PT] OR. “Clinical Trials as Topi.c"[Mesh] OR ((clinical trial*[TIAB] OR case 53
control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]J))

#14 |(#12 OR #13) NOT #11 26
#7 AND ("Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[Mesh] OR “Comparative

#15 [Study”[PT] OR “Multicenter Study”[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up 54
stud*[TIAB]) NOT medline[SB]))

#16 [#15 NOT (#11 OR #14) 24




BEHA cQl1l Xwk#&EZFERK (Cochrane)

No. EE BREREEH
#01 |"rheumatoid arthritis":ti 7,726
402 "Non—t.umor l'\lt.ecrosis Factor”:ti,abkw OR “non TNF":ti,abkw OR Abatacept:ti,ab,kw OR tocilizumab:ti,ab,kw 1192
OR sarilumab:ti,ab kw
monotherapy:ti,abkw OR “mono therapy”:ti,ab,kw OR monochemotherapy:ti,ab,kw OR “mono
#03 chemotherzzy":ti,ab,kw > i 54,553
#04 |#1 AND #2 AND #3 132
#05 |#4 with Cochrane Library publication date from Jan 2012 to Dec 2018 124
#06 |#5 CDSR 4
#07 |#5 CCRCT 120




BEHA CQll XEBRER(EFE

No. EE EESRE
#01 |BAETY < F;EYEE/TH 27,056
#02 |Abatacept/TH or tocilizumab/TH or sarilumab/TH 5,063
#03 [monotherapy/TA or B &l/TA or B J4/TA 51,838
404 BEET 1) < F/Tland ("non TNF"/TA or 3ETNF/TA or 7 /34 2 7 I /TA or Abatacept/TAor k< 1) X 1347
< J/TA or tocilizumab/TA or ¥-1) JL= TJ/TA or sarilumab/TA) ’
#05 [((#1 and #2) or #4) and #3 81
#06 |#5 and (DT=2012:2018) 55
#07 |#6and (A B2 T F U X/THor VRATITA VY LEaA—/THor BBEAA K54 2/TH) 1
#08 |#6and (RD=*AX R T7F ) R BEHAA KZ14 V) 0
#09 |#6and (A AT TV R/TAor VATITA VI LEa—/TAor BEHA K54 2 /TA) 0
#10 |H#7 or#8 or#9 1
#11 [#6 and It ABFZE/TH 11
#12  [#6 and (RD=5 4 LALELEEAER) 1
#6 and (Sr ABFZL/TA or ERIREXER/TA or S48 LML LLEGAER/ TA or BEAF R ILLLEEKER/TA or SEIAREHER/TA
#13 ?;/ffgfﬁéﬁﬁ/m or FEIMAHEAER/TA or BIVAEELER/TA or JEHEER/TA or EIFMHER/TA or T4 LEIT 8
#14 |(#11 or #12 or #13) not #10 13
#15 |#6 and (RERARYETE/TH or BEMIMR TH A > /TH) 19
#16 |#6 and (RD=2 7 > & Lb ELEREAER, LLERFR ZT) 6
#6 and (JEZFHAT/TA or BZEHIFRZE/TA or RIRATREMERAZE[/TA or MAERFTT/TA or ZiEERH RIHR
417 K/TAor /N4 By kTAT Y MTAor BARHE/TA or ERERTRZT/TA or BREZEATR/TA or HEETFRZE 4
/TA or &R ETRZE/TA or £ AR EHHZT/TA or SEFIxT EREAZE/TA or BRI ERAZE/TA or D 7R— IR
/TA or :BERERZE/TA or BREIRAZS/TA or LLERERZE/TA or 7 O R A —/\—HZE/TA)
#18 |(#15 or #16 or #17) not (#10 or #14) 7




EHB CcQll XEBREIO—Fvy—F

bDMARD
4

BEER') o< F a2 H

HARS422020
X EIJO—Fv—hk

Records excluded * Article*bookMDreview, fi#si - 455

214 ) EPSTY

PubMed Cochrane Erik Others( )
104 124 21 0
v
Total records identified through Additional records identified through
database searching (n= 249 ) other sources (n= 5 )
Records screened (1st Screening)
—_—
(n= 254 ) (n=
Full-text articles assessed for eligibility
—_—
(2nd Screening) (n= 40 )

|

Full-text articles excluded
with reasons

32 )

CQxt R o4 3R
X

(n=

Studies included in qualitative synthesis

(n= 8 )

|

Studies included in quantitative synthesis

(n= 7 )
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EHEC cqll TEFURTOI7AIL

bDMARD 4 : MTXMMEZ EWVEZ [EMTXEE L csDMARD THIR AR+ DHEE LU L DK BRI HZH T HRABE(C, IEINFEEEDERIEEITFERAMN?

FEEMERTFE  (Certainty assessment) R DEH (Summary of findings)

: [ mEm 7
mrgk | wRTva | 220 | pome | smme | rmm | tomosm T mneam ez | own | EEE

1, non TNFiE#&| vs 7S5+t R
ACR50 (7 /"&t7+/ b2 UX=7) (12:B~24:8)

2 N N . _ 89/237 5/119 RR 8.23 111 @)
[1.2] ket WA | TR | RATTAR Al =L (37. 6%) (4. 2%) (3.44-19.65) - LSS
BIERAIC X 2EAIFRILE (P> Y X27)
1 —— T . 2/109 4/53 RR 0.24 CE1O1O)
[1] ReT AT | AT | BT | Al %L (1.8%) (7. 5%) (0.05-1.29) R A
2, non TNFiE#| vs MTX/csDMARD
HAEIE (DAS28<2.6) (7327 /b)) X=27) (1668~52;8)
: | mmone |t | mwone | BU 1r2/457 s " 150 2000 |  5x
[3,4,5] e e (0.79-2.85) 15
ACR50 (7 /3227 k/F <Y X27) (16B~52;8)
: ket | mmcre | mer | macke | ged L 247721 180/267 RR 1.60 ©0Q0 | 4x
[3,5,6,7] - nen (0.88-2.91) IS
HAQ (k¥ Y X2 7) (24:B~52;8)
2 RCT wACRy | macan | mmoan | macsn Rl 446 432 MD-0.31 CO0S ik
[6,7] (-0.38~-0.23) =
mTSS (k21 X2 7) (5238)
2 RCT macan | o | maene | g L 132 110 Mp-2.16 ®000 | ¢
[4,6] (-5.00~0.68) 15
SELEER (727 P UXTT)
4 ReT macay | waese | macae | g L i /s RR1.25 900 ik
[4,5,6,7] SR nen (0.91-1.73) o
EHERIC K 2FEFIFIE (P2 T/ P Y X2T)
5 ReT macre | macan | maese | mae mL o P RR1.40 ekl ®) Hik
[3,4,5,6,7] ek o0 (0.87-2.26) h




HLIBY VT IVEL AR DTN

NEHEEEOESD2EAHY. SEDEEMINH5H(1°=86%)

#3.RRDIS%IEFEXE D LRETRA. [FIRLZLIEMALALREIE RLGESNSELERRS1.2SFFA TS
L EEEBEOIESDENHY . SEDEBELHS(°=93%)

#5. 1089 T ILEH DI RROISWIEERE IR LLNEEN ., FTRIEFEREAMIDEE-LVTLVS
#6.RRDISWIEFEXE D LRETERA, [FHRALZLIETBULEIERGEINDELERR>1.25FFA TS

. Nishimoto N et al. Arthritis Rheum 2004;50:1761-9

. Takeuchi T et al. Mod Rheumatol 2013;23:226-35

. Maini RN et al. Arthritis Rheum 2006;54:2817-29

. Burmester GR et al. Ann Rheum Dis 2016;75:1081-91
. Emery P et al. Ann Rheum Dis 2015;74:19-26

. Nishimoto N et al. Ann Rheum Dis 2007;66:1162—7

. Jones G et al. Ann Rheum Dis 2010;69:88-96
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E#D cQll  TJ4LARRTAVE

1, non TNFi#F|vs TS5 R
ACRS0 (7127’ b/ b ) X< 7) (1218~24:8)

Biologic Comparator Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Nishimoto (TCZ) 2004 3E 109 1 53 19.7% 17.50[2.47, 124.23] e —
Takeuchl (ABT) 2013 53 128 4 G5 B0.9%  6.53 [2.58 16.06] ——
Total (95% CI) 237 119 100.0% 8.23 [3.44, 19.65] R
Total events B9 5
Heterogenelty: Tau® = 0.00; ChE = 0.75, df = 1 (P = .38); F = 0X ‘b t t |
01 01 10 100
Test for owerall effect: Z = 4.74 (P < 0.00001)} Favours comparator Favours biologic
EMEAICK 2FFIPLE (P U X2T)

Biologic Comparator Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Nishimoto {TCZ) 2004 z 108 4 53 100.0% 0.24 [0.05, 1.29] B
Total (95% CI) 109 53 100.0% 0.24 [0.05, 1.29] —-*-—-
Total events 2 4
Heterogeneity: Not applicable 'h 02 051 ] 1%) |

J . 50
Test for overall effect: Z = 1.66 (P = 0.10} Favours biologic Favours comparator
2, non TNFiB % vs MTX/csDMARDs
£ 5151E (DAS28<2.6) (7/3sa2t 7/ b ) X=7) (16i8~52:8)

Biologic Comparator Risk Ratio Risk Ratio

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

Burmester {Function} 2016 115 282 56 2B7 40.7% 2.02 [1.53, 2.66] -

Mainl {CHARISMA} 2006 8 52 4 49 19.0% 2.12 [0.70, 6.44] —_1
Subtotal (95% CI) 344 336 59.7% 2.02 [1.55, 2.64] L 2

Total events 124 &0

Heterogenelty: Tau® = 0.00; ChE = 0.01, df = 1 (P = .93); F = 0X
Test for overall effect Z = 5.18 (P < 0.00001)

1.5.2 ABT

Paul (AVERT) 2015 45 113 52 115 403X 0.94 [0.70, 1.26]
Subtotal (95% CI) 113 115 40.3% 0.94 [0.70, 1.26] I
Totl events 4B 52

Heterogenehy: Not applicable
Test for overall effect Z = (.42 {P = (.68}
Total (95% CI) 457 451 100.0% 1.50 [0.79, 2.85]
Total events 172 112
Heterogenehy: Tau® = 0.25; Chi = 14.77, df = 2 (P = .00D06); £ = B&X b 02 0=1 i 1Ih 50=
Test for overall effect Z = 1.23 (P = (.22} ) . o
Test for subgroup differences: Che = 14,36, df = 1 {P = 0.0002), F = 03.0X Favours comparator. Favours biologic
ACR50 (778427 F/ b ) X=7) (16i8~52i8)
Biologic Comparator Risk Ratio Risk Ratio

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

Jones 20140 127  2B8 95 2R84 26.0% 1.32 [1.07, 1.63] d

Mainl {CHARISMA} 2006 3 159 14 49 22.0% (.86 [0.51, 1.44] —a—

Nishimeto (SAMURAD 2007 96 158 17 148 238X 5.20 [3.32, 8.42] —a—
Subtotal (95% CI) 605 481 73.6% 1.81 [0.70, 4.72] <l
Total events 262 126

Hewrogenehty: Taw* = 0.67; Chi* = 36.27, df = 2 (P < 0.00001); F = 94%

Testforoverall effect: Z = 1.22 (P = {).22}

1.1.2 ABT

Paul {AVERT} 2015 62 114 54 116 26.4% 1.15 [0.89, 1.49] -

Subtotal (95% CI) 116 116 26.4% 1.15 [0.89, 1.49] »

Total events 62 54

Heterogenelty: Not applicable

Test for overall effect: Z = 1.05 (P = .30}

Total (95% CI) 721 597 100.0% 1.60 [0.88, 2.91] B

Total events 324 180

Heterogenehty: Tau® = 0.33; Chi = 40.21, df = 3 (P < 0.00001); F = 93X 'h 01 051 1 ﬂ) 1.;“;,I

Test for overall effect: Z = 1.55 (P = 1.12}
Test for subgroup differences: ChE = 081, df = 1 (P = 0.37), F = 0X

Favours comparator Favours biologic



HAQ (k> VU X< 7) (248~ 5 2i8)

Biol C Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Jones 2010 0.7 0.7 268 05 06 284 537X -0.20 [-0.31, 0.08] —
Nishimgto (SAMURAD 2007 0.31 0.43 158 0.74 058 148 463X -0.43 [-0.55, -0.31] ——
Total (95% CI) 446 432 100.0% -0.31[-0.38, -0.23] s
Hewerogenehy: ChP = §.25, df = 1 (P = 0.004); F = 58X 1_1 -ci.s 0_:5 1:
Test for overall effect: Z = 7.68 (P < 0.00001} Favours biologic Favours comparator

mTSS (kU X=7) (52:8)

Biologic Comparator Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Burmester {Function} 2016 .26 1.88 275 1.14 4.3 267 56.1% -0.B6 [-1.44,-0.32] k3
Nishimoto {SAMURAY 2007 23 543 157 &1 1159 143 43.9% -3.80 [-5.88, -1.72] —a—
Total (95% Cl) 432 410 100.0% -2.16 [-5.00, 0.68] —~i—-—
Heterogenehy: Tau® = 3.66; ChE = 7.05, df = 1 (P = 0.008); F = E6X =-10 _ls I 5‘ 10‘
Test for overall effect: Z = 1.49 (P = 0.14} Favours biologic Favours comparator
BEELEER (7a2€7F/ bV XT7)
Biologic Comparator Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
131 TCZ
Burmester {Function} 2{1& 25 202 24 IR2 357X 1.01 [0.59, 1.72]
Jones 2010 11 288 B 284 12.8X 1.36 [0.55, 3.32] —_—T
Nishimotg {SAMURAL 2007 28 158 19 148 35.4% 1.38 [0.81, 2.36] T
Subtotal (95% CI) 738 714 B3.9% 1.20 [0.85, 1.71] -.-
Total events 64 51
Heterogenelty: Tau® = 0.00; ChE = .75, df = 2 (P = 0.69); F = 0%
Test for overall effect: Z = 1.04 (P = 0.30}
1.3.2 ABT
Paul {AVERT} 2015 14 11§ 8 116 161X 1.56 [0.70, 3.45] I -
Subtotal (95% CI) 116 116 16.1% 1.56 [0.70, 3.45] e
Total events 14 8
Heterogeneity: Not applicable
Test for overall effect: Z = 1.00 {P = .28}
Total (95% CI) 854 830 100.0% 1.25 [0.91, 1.73]
Total events 78 &0
Heterogenetty: Tau® = 0.00; ChE = 1.08, df = 3 (P = 0.75); F = 0X 'h t t y ; |
1 0.2 05 1 2 510
Test for overall effect 2 = 1.38 (P = (.17} " biologic. F
Test for subgroup differences: ChiE = .33, df = 1 {P = 0.58}, £ = 0X avours blologlc. Favours comparator
BMERIC & BEFIPIE (FR2ET /P UXTT)
Biologic Comparator Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.6.1 TCZ
Burmester (Function} 2016 34 202 21 282 34.7% 1.56 [0.93, 2.63] T
Jones 2010 11 2BB 15 264 23.6X% 0.72 [D.34, 1.55] —
Mainl {CHARISMA} 2006 14 158 4 49 15.0% 1.08 [0.37, 3.13] I —
Nishimoto (SAMURAL} 2007 17 158 5 148 171X 318 [1.21, B.a1] —
Subtotal (95% CI) 897 763  90.4% 1.38 [0.78, 2.42] B
Total events 76 45
Heterogenelty: Tau® = (.16; ChE = 6.06, df = 3 (P = 0.11); F = 50%
Test for overall effect: 2 = 1.11 (P = .27}
1.6.2 ABT
Paul (AVERT} 2015 5 116 3 11§ 9.6X 1.67 [0.41, 6.81] S B —
Subtotal (95% CI) 116 116  9.6% 1.67 [0.41, 6.81] ——agliie——
Total events 5 3
Heterogenelty: Not applicable
Test for overall effect Z = .71 (P = 0.48)}
Total (95% Cl) 1013 879 100.0% 1.40 [0.87, 2.26]
Total events .18 48
Heterogenetty: Tau® = 0.10; ChE = §.12, f = 4 (P = 0.18); F = 35% hoz o1 i T 50

Test for overall effect: Z = 1.38 (P = (.17}

Test for subgroup diferences: ChE = 0.06, df = 1 (P = .E1}, F = 0X Favours blologic  Favours comparator



BHA CcQ12 XakiFER (PubMed)

®FH : 2019518258 (%)

No. EE BREREEH

#01 |"Arthritis, Rheumatoid/drug therapy"[Maijr] 19,526
"Tumor Necrosis Factor-alpha/antagonists and inhibitors"[Mesh] OR "Infliximab"[Mesh] OR

#02 |"Adalimumab"[Mesh] OR "Etanercept"[Mesh] OR "golimumab" [Supplementary Concept] OR 24,496
"Certolizumab Pegol"[Mesh]

#03 |"Methotrexate/therapeutic use"[Mesh] 28,747
“rheumatoid arthritis”[TI] AND (TNFi[TIAB] OR TNF biologic*[TIAB] OR Infliximab[TIAB] OR

#04 |Adalimumab[TIAB] OR Etanercept[TIAB] OR golimumab[TIAB] OR “Certolizumab Pegol“[TIAB]) AND 1,251
(Methotrexatex[TIAB] OR MTX[TIAB])

#05 |(#1 AND #2 AND #3) OR #4 1,733

#06 |#5 AND 2012:2018[DP] 829

#07 |[#6 AND (JAPANESE[LA] OR ENGLISHILA]) 814

#08 [#7 AND (“Meta—Analysis”[PT] OR “Meta—Analysis as Topic [Mesh] OR “meta—analysis”[TIAB]) 70

409 #7 AND ("Cochllfa,r,]e Database”Syst Rev"l[TA] _OR”"Systematic Review”[PT] OR ”“Systematic 47
Reviews as Topic“[Mesh] OR “systematic review” [TIAB])
#7 AND (“Practice Guideline”[PT] OR “Practice Guidelines as Topic”[Mesh] OR

#10 |“Consensus”[Mesh] OR “Consensus Development Conferences as Topic”[Mesh] OR 6
“Consensus Development Conference”[PT] OR guidelinex[TI] OR consensus[TI])

#11 (#8 OR#9 OR #10 84

#12 #7 AND (“Randomized Conltrolled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR 325
(random*[TIAB] NOT medline[SB]))

#13 #7 AND (“Clinical Trial“[PT] OR. “Clinical Trials as Topi.c"[Mesh] OR ((clinical trial*[TIAB] OR case 327
control¥[TIAB] OR case comparison*[TIAB]) NOT medline[SBI))

#14 |(#12 OR #13) NOT #11 326
#7 AND (“Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[Mesh] OR “Comparative

#15 |Study”[PT] OR “Multicenter Study”[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up 395
stud*[TIAB]) NOT medline[SBI))

#16 [#15 NOT (#11 OR #14) 161




BEHA CcQ12 XwkEZEK (Cochrane)

®%EB : 201918258 (%)

No. EE BREHH
#01 ["rheumatoid arthritis":ti 7,726
402 TNFi:ti,.ab,kw OR “TNF biologic":f:i,ab,kw QR Infliximab:ti,ab,kw OR Adalimumab:ti,ab,kw OR Etanercept:ti,ab,kw 5125
OR golimumab:ti,ab,kw OR Certolizumab:ti,ab,kw !
#03 [Methotrexate*:ti,ab,kw OR MTX:ti,ab,kw 9,162
#04 |#1 AND #2 AND #3 1,045
#05 |#4 with Cochrane Library publication date from Jan 2012 to Dec 2018 879
#06 [#5 CDSR 7
TNFi:ti OR “TNF biologic”:ti OR Infliximab:ti OR Adalimumab:ti OR Etanercept:ti OR golimumab:ti OR
#07 Certolizumab:ti 3,176
#08 [Methotrexate*:ti OR MTX:ti 3,335
#09 |#5 AND #7 AND #8 268
#10 (#9 NOT PubMed 204
#11 |#10 CCRCT 204




BEHA CcQ12 XEmEX(EHES)

®%A : 201918278(8)

No. EE EE i
#01 |BAET') < F;EMEE/TH 27,056
FEEEFRRFT7ILD 75 WE - BEEWYE/TH or Infliximab/TH or Etanercept/TH or Adalimumab/TH or
#02 . . 14,616
Golimumab/TH or [Certolizumab-Pegol]/TH
#03 |Methotrexate; ;8 & RIF| FH/TH 15,762
BEET!) < F /Tl and (TNFREEHI/TA or TNFREEZ/TA or TNFafEE/TAor 4 > 7 1) X< J/TAor
404 Infli>§imab/TA or 75 1) L<TJ/TAor Adaslimu“mab/TA or TA )Lt 7 k/TA or Etanercept/TAor 1) Ls 181
< 7 /TA or golimumab/TA or 2JL k') X< 7 /TA or "Certolizumab Pegol"/TA) and (Methotrexate/TA or *
b kLY — K/TA or MTX/TA)
#05 |(#1 and #2 and #3) or #4 2,015
#06 |#5 and (DT=2012:2018) 901
#07 |#6and (A A7 F U X/THor VATITA VY LEaA—/THor BEHA K54 2/TH) 36
#08 |#6and RD=A R T F ) LR, BEHA K1) 0
#09 |#6and (F BT F YLV R/TAor YRATRT Ay I LEaA—/TAor BRIA E5 4 2/TA) 7
#10 (#7 or #8 or #9 37
#11 |#6 and 7+ ABFZE/TH 124
#12 |#6 and (RD=52 5 L L LLERGHER) 9
413 [#6 and (P ABFZE/TA or BRERELER/TA or 514 LLLLELEAER/TA or FRAEAE LLIREAER/TA or SEURER/TA or 53
SFIHEEAER/TA or FENHEER/TA or FIVAEFER/TA or EL IR/ TA or EE MR /TA or U4 LEIFIF/TA)
#14 ((#11 or #12 or #13) not #10 115
#15 |#6 and (FEFHATRIFME/TH or BFMMAER T H A 2 /TH) 230
#16 |#6 and (RD=#7F U 4 LALLLESERER, LLEXBATR) 94
#6 and (RFEHHZE/TA or HFHIATE/TA or EIRATBEMERAZE[/TA or WAEIRBAZE/TA or ZHEERERHAT/TA
N SMAy cFa2 Y MTAor i2ARIAE/TA or BREREAZL/TA or ERERHATT/TA or HERTERZT/TA or &M 37
EHF/TA or % AR Z=HETT/TA or SEBIXT BFBRFZE/TA or Bil[E] E BFZE/TA or O 7K— RHFZE/TA or B EAEAZR
/TA or BRE B ZE/TA or LLERBRZE/TA or ¥ B R A —/N\—HZE/TA)
#18 |[(#15 or #16 or #17) not (#10 or #14) 147




EHB CQ12 XEBEERIA—Fvr—h

bDMARDS

BEEI DI FEZEHARS42,2020
Xgg&RIO—Fv—hk

PubMed Cochrane
410 211

EdE
153

Others( )
0

Total records identified through

774 )

database searching (n =

Additional records identified through

other sources (n= 0 )

|

|

(n=

Records screened (1st Screening)

299 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 4

* Article ¥obook Mreview, iz - 4FEE
Records excluded _:I;kg_ Fﬁi;'iu B R S
- DEBHR
(n= 475 ) lpsps
Full-text articles excluded *CQRRI I
with reasons
—_—
(n= 295 )

*Meta analysisldcochranel Z[R %
-EEHIRR

(n= 4

Studies included in qualitative synthesis

)

Studies included in quantitative synthesis

(meta—analysis) (n= 2




BHC CQ12 NTADYRY

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

o 2z so% 7% 100K
] Low risk of blas [ unclear risk of blas [l High risk of blas

FRandom sequence generation (selection bias)

Selective reporting (reporting bias)

=~ | Allocation concealment (selection bias)

Schiff 2008

==

@ | @ | incomplete outcome data (attrition bias)

@ | @ | slinding of participants and personnel (performance bias)
@ | @ | Blinding of outcome assessment (detection bias)

]
@ | @ | Other bias

Weinblatt 2013

==
==




EHD cQ12 TEFTRZFOTJ7AIL

bDMARD 5: MTXTHEFR+5, ih2, hEELL ELOKRBEERMEZHTHRABEIZ, MTXIZE/ML TbDMARDZHEAT SHIHE, JE
TNFREEF (IL-6HEFE, THIRBIRMFFIBEAEZE) (I, INFIEERELLREANM?

HEROEK (Summary of findings)

2R
IR T VUSSR pe—"

oo
Tl WETFA4 v SATAD F—EH | FEEHE DD non-TNFH+MTX TNFi+MTX A et =% (GRADE)
&S YyR7 & (95%Cl)

HEICAWN-TETRFTOT77/4L

HEEME  (Certainty assessment)

DAS28-ESR<2.6 X (12 A)
7 v ELL]. . RR 1.53 0000
! . 0237 e b7 71kal AN F737 ek ARy IRF 7 e L 29/156 (18.6%) | 20/165 (12.1%) - HA
(1] Y. (0.91 to 2.60) H
DAS28-CRP<2.3 3£ (12/ A)
7 v ELL]. RR 1.09 0000
L . 237 QAN 371 e VY b 37 araqRY IS 577 i L 119/318 (37.4%) | 113/328 (34.5%) - EIPN
2] Y. (0.88 t0 1.33) H
ACR50 ZERE (12 8)
aAZ.ENIAN . RR 1.09 0000
2 . 737 e AT IS5 Ll Y7 b AV I 57 ke L 218/474 (46.0%) | 211/493 (42.8%) - EIN
(12] bR (0.89 to 1.35) {1iS
HAQ Z{bE (12m°A)
SrIxal _ 0000
L ES IR AN ES RSN FSTESAN PSRN B 318 328 - Mb ~0.01 R N
2] AR (-0.02~0) =
m-TSS (12 8)
1 vzl MD 0.2 0000
3 M€ VR N Y N P3| N _ .
2 - 137 QAN P77 QRPN B 37 e b 37 el L 318 328 (=0.45~0.85) " HK
FEERICKHERIDILE (1200A)
AZIN (4N FEH T ERA RR0.75 0000
2 . 237 eha N P37 ala VN 737 Qs i L 241474 (5.1%) 33/493 (6.7%) - HK
(12] bR (0.39 to 1.45) {1iS




BEELGHEERER (LMA)

2
(1.2]

VAL NN
BN

3 AN

3 AN

L

471474 (9.9%) | 601493 (12.2%)

RR0.78

(0.38 to 1.59)

_lole]e)
FEH K

#1.95%CIZ TRRG L] & HELGFR] LRGN DHEERRL2AEENTND,
H.ARTEDOESDENPLPHY ., PEEORBUNH D EEZ DN D(°=48%),

#3.95%CIC [HHHLGFE] LRGEINDIEERR.75¢ HELGE] ERLGEINHEERRSI2OMANEENTVS,
#. SETEDOESDELHY . EEOBREUINHEIEEZSNB(17=73%),

EFTALE

1. Schiff M, et al. Ann Rheum Dis 2008;67:1096-1103
2. Weinblatt ME, et al. Arthritis Rheum 2013;65:28-38




EHE CcQl12 JALAMTOVE

DAS28-ESR<2.6 ZER (124 A)

non-TNFI+MTX THNFI+MTX Risk Ratio Risk Ratio Risk of Blas
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl AEBECDETFG
Schiff Z00B FZ] 156 20 165 100.0% 1.53 [0.91, 2.60] THl- EEX T T B
Total (95% CI) 156 165 100.0% 1.53 [0.91, 2.60] -
Total events Fa] 20
I Not [ t |
Test for overall effect: Z = 1.58 (P = 0.11) 0.01 100

Favours TNFI+MTX Favours non-TNFI+MTX
(A) Random seguence generation (selection blas)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (parformance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete cutcome data (atrition bias)

(F) Selective reporting (reporting bias)

G) Other bias

DAS28-CRP<2.3 ZE ¥ (124 A)

non-TNFi+MTX TNFi+MTX Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI A B CDEFQG
wainblarr 2013 118 318 113 326 100.0% 1.00 [0.58, 1.33] 77900000
Total (95% CI) 318 328 100.0% 1.09 [0.88, 1.33]
Total events 119 113
Haterogeneity: Mot applicable L + t !
Test for overall effect: Z = 0.70 (P = 0.43) 001 0.1 1 1o 100

THNFi+MTX non-TNFi+MTX
Ri f bi
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
() Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

ACR50:ERK (124 H)

non-TNFI+MTX TNFI+MTX Risk Ratio Risk Ratio Risk of Elas
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Schiff 2008 71 156 60 165 366X 1.25 [0.96, 1.63] T T
Weinblatt 2013 147 316 151 32E &l.4% 1.00 [0.B5. 1.19]1 772@ [ 1 ]
Total (95% CI) 474 493 100.0% 1.09 [0.89, 1.35]
Total events Z16 z11
Heterogenehy: Taw = 0.01: ChP = 1.91, df = 1 {F = 0.171 P = 48X b o1 °=1 i ﬂ) 100=
Test for overall effect Z = 0.83 (P = 0.41} Favours TNFi+MTX Favours non-TNFi+MTX
Ri f b

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bilas)
(D) Blinding of outcome assessment (detection bias)

(E} Incomplets outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other blas

HAQ ZkEE (124 A)

non-THNFi+MTX THFi+MTX Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD_ Tetal Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% C| ABCDEFG
Weinblan 2013 ~0.6 0.04 3185 -05% ©.03 328 100.08 -0.01[-0.02, —0.00] 7700998
Total (95% CI} 318 328 100.0% -0.01 [-0.02, -0.00] |
Heterogeneity Mot applicable ; + = i
Test for overall effect: 2 = 2.69(F = 0.0002) = “f= ) Qi !

Favours non-TNFI+MTX  Favours TNFI+MTX

Risk of bias legend

Al Random sequence generation (selection bias)

(B} Allocation concealment (selection bias)

() Elinding of participants and personnel (performance bias)
(D) Blinding of outcome assessmant (detection blas)

(E} Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias



m-TSS (124 A)

non-THNFi+MTX TNFi+MTX

Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean 5D Total Mean SD Total Weight v, 1 95% CI IV, Random, 95% CI ABCDEFG
weinblar 2013 .58 3.xx 318 0.3 5 3 1000X 0.20 [0.4a5, 0.85] 2 70@ ®
Total (95% CI) 318 328 100.0% 0.20 [-0.45, 0.85]
Test fo ||N'|?||;t L= 051 {F = 0.54 3 0.5 [] 1
st for overall effect: = = {F = 0.54) Faveurs non-TNFi+ MTX  Favours THFi+ MTX
Risk of bias
LA) Random sequence generation (selection bias)
(B} Allocation concealment (selection bias)
(C) Blinding of partcipants and personnel (parformance bias)
{D) Blinding of outcome assessment (detection bias)
(E}) Incomplate outcome data (attrition bias)
(F) 5elective reportng (reporting bias)
(G) Other blas
== - B
BFEFRICEDEADLE (124 8)

non-TNFI+MTX TNFI+MTX Risk Ratio Risk Ratlio Risk of Elas
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Randam, 95% CI ABCDETFG
Schiff 2008 F] 156 1B 165 47.0% 0.53 [0.24, 1.14] 27000720
Welnblatt 2013 15 318 15 328 53.0% 1.03 [0.51, 2.07] 727909909
Total (95% CI) 474 493 100.0% 0.75 [0.39, 1.45]
Towml events 24 a3
Heterogenelty: Tau* = 0.08; ChF = 1.59, df = 1 {P = 0.21); F = 37% Itl } { |

01 0.1 1 10 100
Test for overall effect: Z = 0.85 (P = 0.40} Favours non-THFI+MTX Favours THNFI+MTX
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance blas)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition blas)
(F) Selective reporting (reporting bias)
(G) Other bias
b ==
==
EEGHREER (27 A)

non=TNFi+MTX TNFi+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 ABCDETFG
Schiff 2008 15 156 3 165 47.3% 0.53 [0.30, 0.94] —-— 77 @ 1@
Weinblatr 2013 az 318 a0 328 5278 1.10 [0.69, 1.77] 77@ L1 ]
Taotal (95% CI) 474 493 100.0% 0.78 [D.38, 1.59]
Towl evems a7 0
Hewrogenelty: Taw® = 0.20; ChE = 3.68, ¢f = 1L (P = 0.06); F = 73X 'h.u 051 i 1lh

Test for overall effect: Z = 0.60 (P = 0.49)
Risk of bi

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Elinding of outcome assessment (detection blas)

(E) Incomplete outcome data (attrition blas)

(F) Selective reporting (reporting bias)

(G) Other bias

Favours non-TNFi-+MTX  Favours TNFi+MTX



BHA CQ13 XEEFE (PubMed)

®FH : 2019518258 (%)

No. EE EEin

#01 |"Arthritis, Rheumatoid/drug therapy"[Mesh] 29,657
"Tumor Necrosis Factor-alpha/antagonists and inhibitors"[Mesh] OR "Infliximab"[Mesh] OR

#02 |"Etanercept"[Mesh] OR "Adalimumab"[Mesh] OR "Golimumab"[Supplementary Concept] OR 24,507
"Certolizumab-Pegol"[Mesh]

403 monotherapy[TIAB] OR "mono therapy"[TIAB] OR monochemotherapy[TIAB] OR "mono 44 955
chemotherapy"[TIAB] ’

404 "rheun"!ajcoid arthritis”[TI] AND (Tumor Necrosis Falctor inhibitork[ TIAB] QR TNFi*[TIAB] OR TNF.bioIogic*[TlAB] 3442
OR Infliximab[TIAB] OR Etanercept[TIAB] OR Adalimumab[TIAB] OR Golimumab[TIAB] OR Certolizumab[TIAB]) ’

#05 [((#1 AND #2) OR #4) AND #3 429

#06 |#5 AND 2012:2018[DP] 253

#07 |[#6 AND (JAPANESE[LA] OR ENGLISHILA]) 247

#08 |#7 AND ("Meta—Analysis”[PT] OR “"Meta—Analysis as Topic”[Mesh] OR “meta—analysis”[TIAB]) 34

409 #7 AND ("Cochran"e Databas_e Syslt R,e,V"[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as )8
Topic”[Mesh] OR “systematic review” [TIAB])
#7 AND (“Practice Guideline”[PT] OR “Practice Guidelines as Topic”[Mesh] OR “Consensus”[Mesh]

#10 |OR “Consensus Development Conferences as Topic [Mesh] OR “Consensus Development 2
Conference”[PT] OR guidelinex[TI] OR consensus[TI])

#11 (#8 OR#9 OR #10 42

#12 #7 AND (“Randomized Conltrolled Trial”[PT] OR “Randomized Controlled Trials as Topic”“[Mesh] OR 112
(random*[TIAB] NOT medline[SB]))

#13 #7 AND ("Clinicall Trial“[PT] OR "Clinic?I Trials as Topic”[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] 108
OR case comparison*[TIAB]) NOT medline[SBI))

#14 |(#12 OR #13) NOT #11 102
#7 AND ("Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[Mesh] OR “Comparative Study”[PT]

#15 |OR "Multicenter Study”[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT 117
medline[SB]))

#16 [#15 NOT (#11 OR #14) 45




EHA CQ13 Xwi&EZEK (Cochrane)

®%A : 201918278(8)

No. EEN BREREREH

#01 |["rheumatoid arthritis":ti 7,726

#02 “Tumor Necrosis Factor inhibitor”:ti,ab,kw OR TNFi*:ti,ab,kw OR “TNF biologic”:ti,ab,kw OR Infliximab:ti,ab,kw 5454
OR Etanercept:ti,abkw OR Adalimumab:ti,ab,kw OR Golimumab:ti,ab,kw OR Certolizumab:ti,ab,kw ’
monotherapy:ti,abkw OR “mono therapy”:ti,ab,kw OR monochemotherapy:ti,ab,kw OR “mono

#03 ", 17,615
chemotherapy :ti,ab,kw

#04 |#1 AND #2 AND #3 310

#05 |#4 with Cochrane Library publication date from Jan 2012 to Dec 2018 261

#06 |#5 CDSR >

#07 |#5 CCRCT 265




BHA CQ13 XEEREX (EHEE)

®F%EH : 2019418278 (H)

No. BmERER BREREH

#01 |BHETY) < F;FEWMEE/TH 27,056
[EEEERFT7ILD 735 E - BEEYE/TH or Infliximab/TH or Etanercept/TH or Adalimumab/TH or

#02 . . 14,616
Golimumab/TH or [Certolizumab-Pegol]/TH

#03 |monotherapy/TA or BiHl/TA or BiJdh/TA 51,838
RAET ) < F /Tl and (BB IRIEEF/TA and BEE/TA) or TNFREE#I/TA or TNFREEZE/TA or TNFafEE

404 /TA or Infliximab/TA or £ > 1) &<,< J/TA or Etanercept/TA or T4 % JLt 7 k/TA or Adalimumab/TA > 707
or 7% 1) L=< J/TA or Golimumab/TA or 3'') L= J/TA or "Certolizumab-Pegol"/TAor £JL k) X< T !
/TA)

#05 |[((#1 and #2) or #4) and #3 114

#06 |[#5 and (DT=2012:2018) 65

#07 |#6and (A2 T7F VI R/THor VATFRT A4 Y LEaA—/THor BEHA K54 2/TH) 3

#08 |#6and (RD=XA AT F )R BEHA K54 V) 0

#09 |[#6and (A B2 T TV R/TAor VRATITA VI LE1—/TAor ZEHA 54 2/TA) 0

#10 [#7 or #8 or #9 3

#11 |#6 and " ABFZE/TH 22

#12 |#6 and (RD=5> % L{ELLEREAER) 3
#6 and (AN ABRZE/TA or BEERERER/TA or 24 b LEEGERER/TA or EE/E AL LLEEAER/TA or FIHEEAER/TA or

#13 ;a'a;_%ﬁ%ﬂi.%ﬁ/TA or SEINIMEERER/TA or FEIVAEEKER/TA or JELEEAER/TA or RIFMEER/TA or T4 LEIfTIT 9

#14 |#11 or #12 or #13) not #10 22

#15 |#6 and (EFMIHFME/TH or BEHRE T 1 2 /TH) 34

#16 |#6 and (RD=#5 > & LILLLBNGRER LLERRRZR) 14
#6 and (FEFHAZL/TA or IEFRIBAZT/TA or RIRATRETERATR/TA or AR BT /TA or ZHERHERFAZ

a1y |[TAOr A48y FAT Y MTAor 8ZRFE/TA or BRERFAZE/TA or BLESHIZT/TA or HEBTHIZE/TA or s
& EHZL/TA or & B EFHZL/TA or JEBI X ERERZE/TA or B[R E BEZE/TA or 2 7R— MERZE/TA or JBER
BHZ%/TA or BREEAZR/TA or ELERERZR/TA or ¥ O R A —/\—FFTR/TA)

#18 |[(#15 or #16 or #17) not (#10 or #14) 12




EHB CQ13 X@EFRIO—Fv—hk

bDMAR
D 6

BEEN) O FEZEHAAMRS422020
XakmEIA—Fvr—k

PubMed Cochrane EfiE
189 270 37

Others( )
0

Total records identified through

database searching (n= 496 )

Additional records identified through

other sources (n= 0 )

|

|

Records screened (1st Screening)

(n= 206 )

Records excluded

(n= 290 )

*ArticleXobook Mreview, FEER 4%

%
-h— SR SRR BBR S
DIREHZE

el

Full-text articles assessed for eligibility

(2nd Screening) (n= 3 )

Full-text articles excluded | -CQXI & 4} &fC

with reasons

(n= 203 )

*Meta analysisldcochranel ZBR %

-EEHIRR

Studies included in qualitative synthesis

(n= 3 )

Studies included in quantitative synthesis

(meta—analysis) (n= 2 )




BEHEC CQI13 NATAD)RY

Burmester 2017

Gabay 2013

Selective reporting (reporting bias)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

QOther bias

o

2% 50N

7i% 100K

] Low risk of blas [ Junclear risk of blas

[l High risk of bias

eud

@ | @ | Random sequence generation (selection bias)

@ | @ | Allocation concealment (selection bias)

@ | @ | Blinding of participants and personnel (performance bias)

@ | @ | Blinding of outcome assessment (detection bias)

@ | @ | Incomplete outcome data (attrition bias)

eud

@ | @ | Other bias




EHD CcQ13 TEFURTATI7AIL

bDMARD 6: MTXMMEZ EWVEIIRF T2, Hh2, FEFEELLOKETENEHTIRABEIC, MTXEGHE T ICbDMARDZE
BE593 5154, JIETNFEEEH (IL-6BHEFH, THIRRIRMERIZNEATZE) (X, INFEHER LHEXFAN?

HBEDOERN (Summary of findings)

—

—_— ﬂg TETFYRORE
e e REEEX) NN roftol) AR =% (GRADE)
[k S )2 (95%C))

HEICAWV=IEF RO 7M4)

FEEMTM  (Certainty assessment)

DAS28-ESR<2.6 3K (67> H)
AL NN RR 3.80 000
2 . 0237 ey 237 Rl Nl 757 ar AN IS5 ie L 114/347 (32.9%) | 30/347 (8.6%) - © EEPN
(1.2 N (2.62 10 5.51) e
ACR50 ERK (62°H)
AL NN RR 1.61 000
2 o 737 RN 7 37 Rk ehs AN B2 371 s AN -5 7 it L 161/347 (46.4%) | 100/348 (28.7%) - © EZPN
(1.2 N (1.32 10 1.97) e
HAQ Z{k& (672°H)
7 v xnt] . . . . - 0000
[;] - FECm | EA T hw | AT ZELIP L 184 185 - (_o,m?»—%%s) i R
HERRBIZLHEHRFIE (608)
AZ. IS4 FEF A RR 1.00 o0
2 . FEAlciw | A v | BT v i 8 L 141347 (4.0%) | 14/346 (4.0%) - 00 EEPN
(1.2 N (0.43 10 2.34) 1
EESAEFES (60A)
AZ. IS4 FEF A RR 0.98 o0
2 . FEAlc v | A | AT v i 8 L 32/346 (9.2%) | 33/346 (9.5%) - 00 EEPN
(1.2 N (0.62 to 1.55) 1

#1.8Y > TILE AR A DR,
#2489 2 TILEH DI,
#3.95%CIIC [HHLUGHE] ERFEINBEHERR0.75¢ [HULE] EREINBEERRS125OMANEENT NS,

ERR
1. Gabay C, et al. Lancet 2013;381(9877):1541-1550
2. Burmester GR, et al. Ann rheum dis 2017;76:840-847



&RIE CQ13 JALARIOYK

DAS28-ESR<2.6 3 X (65 A)

non-TNFi THMFi Risk Ratio Risk Ratio Risk of Bi
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI A B CDE
Burmester 2017 48 184 13 1685 41.7% 3.79 [2.13, &.74] —— [T 1T I I 1
Gabay 2013 65 163 17 162 SB.3M 3.B0 [2.33, &.19] —— e eppreparapeey
Total (95% CI1) 347 347 100.0% 3.80 [2.62, 5.51] -
Totml events 1143 an
Hetmrogenehy: Taw® = 0.00; ChE = 000, df = 1 (P = .00} F = OM b o1 D=1 i 15') 1005
Test for overall effect: £ = 7.02 (P < 0.00001) Favours TMNFi mono Fawvours non-TMNFi mono
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection kias)
(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

»,
ACR50 ZEFRE (65 A)
non-TNFi TNFi Risk Ratio Risk Ratio Risk of B

Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 925% CI M—-—H, Random, 95% CI A B CDE
Burmester 2017 B4 164 55 185 54 4% 1.54 [1.17, 2.02] = aeesee
Gabay 2013 Fard 163 45 163 45 5% 1.71 [1.z27, 2.30] - e p— .
Total (952 CI) 347 348 100.0%% 1.61 [1.32, 1.97] *»
Teotal events 161 100

Heterogenehy: Tau® = O0.00; ChF = . 2B, df = 1 {P = D.60) F = DX
Test for overall effect: £ = 4 68 (P < O0.00001)

Risk of bias legend

LAY 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 (atrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

001 01
Fawvours TMFi

1

10 100
Favours non-TMNFi

'ﬁl"\lﬂa
L1l

*'||F'||-|-|E.J|
L1



HAQ ZEiEE (6 A)

mnon—TMNFi THMNFi Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 925% CI1 1V, Random, 95% CI A B C D E F G
Burmester Z017F 1 o7 164 1.z O.7F 165 100.0% —0.Z0 [0.34, —0.06] > v @
Total (953 CI) 183 185 100.0% -—-0.20 [-0.34, —0.06] il
Heterogeneity: Not applicable [y 1 t T
Test for overall effect: £ = Z.74 (P = 0.006) e e S LN, - 2=
Risk of bias legend
(A Random seguence generation (selection bias)
(B) Allocation concealment (selection kias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Imcomplete outcorme data (atrition bias)
(F) Selective reporting (reporting ias)
(G Other ias

= -
AEBRICEHEHPL (61A)
non-=THNFi THMFi Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 952% CI M-H, Random, 952 CI A B CDEF G
Burmester 2017 11 1EB4 13 164 B5.4% 0.B5 [0.39, 1.84] 90099 @
Gabay 2013 a3 163 1 162 13.6% 2096 0.31, 28.37] STeeee T e
Total (95% CI) 3247 246 100.0% 1.00 [0.43, 2.34]
Total events 14 1a

Hewmrogeneihy: Tau® = 0.06; ChF = 1 0E, df = 1 (F = 0_.30) F = 7%

Test for overall effect: Z2 = 0.01 (P = 0.00)

Risk of bias legend
(A) Random seqguence 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 (atrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

001 01
Favours non-TMNFi

1

10 100
Fawvours TMFi



EREGHESER (61 A)

non—-THNFi TMFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI M-—H, Random, 952 CI
Burmester 2017 a 1643 i1z 164 0.0 0.75 [0D.32, 1.74]
Gabay 2013 z3 1652 z1 1652 FO .0 1.10 [0.&3, 1.90]
Total (95% CI) 346 346 L1O00.0% 0.98 [0.62, 1.55]
Tl events az a3

Hewrogenehty: Tau® = 0.00; ChE = 0.55, df = 1 {P = 0. 46} K = 0%
Test for overalleffect: Z2 = 010 {P = D.0OX)

0.01 01 1 10 100
Favours non-TMNFi Fawvours TMNFi

Risk of bias legend

LA) 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 (atrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias
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BEHA CQl4 XEEZE (PubMed)

®%EH : 201918258 (%)

No. BmER EEN

#01 |["Arthritis, Rheumatoid/drug therapy"[Mesh] 29,654
"Tumor Necrosis Factor-alpha/antagonists and inhibitors"[Mesh] OR "Infliximab"[Mesh] OR

#02 |["Etanercept"[Mesh] OR "Adalimumab"[Mesh] OR "Golimumab"[Supplementary Concept] OR 24,496
"Certolizumab-Pegol"[Mesh]

#03 |["Drug Resistance"[Mesh] 304,860
“rheumatoid arthritis”[TI] AND (Tumor Necrosis Factor inhibitor*[TIAB] OR TNFix[TIAB] OR TNF

#04 biologic[TIAB] OR Infliximab[TIAB] OR Etanercept[TIAB] OR Adalimumab[TIAB] OR Golimumab[TIAB] 335
OR Certolizumab[TIAB]) AND ((treat*[TIAB] AND unsuccessfully[TIAB]) OR resistan*[TIAB] OR
second[TIAB])

#05 |(#1 AND #2 AND #3) OR #4 432

#06 |#5 AND 2012:2018[DP] 202

#07 |#6 AND (JAPANESE[LA] OR ENGLISH[LA]) 198
#7 AND ("Meta—Analysis”"[PT] OR “Meta—Analysis as Topic”[Mesh] OR "meta—

#08 o 15
analysis”[TIAB])

409 #7 AND (“Cochrane Database Syst Rev”’[TA] OR “Systematic Review”[PT] OR “Systematic 12
Reviews as Topic”[Mesh] OR “systematic review” [TIAB])
#7 AND (“Practice Guideline”[PT] OR “Practice Guidelines as Topic”“[Mesh] OR

#10 |“Consensus”[Mesh] OR “Consensus Development Conferences as Topic” [Mesh] OR 1
“Consensus Development Conference”[PT] OR guidelinex[TI] OR consensus[TI])

#11 |#8 OR #9 OR #10 21

#12 #7 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR 30
(random*[TIAB] NOT medline[SB]))

#13 #7 AND (“Clinical Trial”[PT] OR “Clinical Trials as Topic”[Mesh] OR ((clinical trial*[TIAB] OR case 39
control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]))

#14 |(#12 OR #13) NOT #11 35
#7 AND ("Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[Mesh] OR “Comparative

#15 [Study”[PT] OR "Multicenter Study”[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow— 94
up stud*[TIAB]) NOT medline[SB]))

#16 |#15 NOT (#11 OR #14) 59

28282491

Sheetl 28282491

Sheet2

Sheet3



BEHA CcQ14 XwktEZFERK (Cochrane)

B®%EA : 2019418278(8)

No. BRER BREHH

#01 ["rheumatoid arthritis":ti 7,726
“Tumor Necrosis Factor inhibitor”:ti,ab,kw OR TNFi*:ti,ab,kw OR “TNF biologic”:ti,ab,kw

#02 [OR Infliximab:ti,abkw OR Etanercept:ti,abkw OR Adalimumab:ti,abkw OR 5,454
Golimumab:ti,ab,kw OR Certolizumab:ti,ab,kw

#03 |(treat*:ti,abkw AND unsuccessfully:ti,abkw) OR resistan*:ti,abkw OR second:ti,ab,kw 119,352

#04 |#1 AND #2 AND #3 103

#05 |#4 with Cochrane Library publication date from Jan 2012 to Dec 2018 79

#06 [#5 CDSR 1 |Sheetl

#07 [#5 CCRCT 78 |Sheet2
Protocols 0
Editorials 0

Clinical Answers 0



BEHA CQl4 XERER(EFE

B®%EA : 2019418278(8)

No. R EEN
#01 |BAERN Y < F;FEWYEE/TH 27,056
FEEIEFRRFT7IL D 75 E - BBEYE/TH or Infliximab/TH or Etanercept/TH or Adalimumab/TH or
#02 , : 14,616
Golimumab/TH or [Certolizumab-Pegol]/TH
#03 |FEWEIE/TH 87,721
BEER ) ™ < F/Tl and (BB IEIEE F/TA and BEZE/TA) or TNFREEHI/TA or TNFREZE ZE/TA or TNFafEZE/TA or
404 Infliximab/TA or 4 > 27 1) << J/TA or Etanercept/TA or T4 )Lt 7 /TA or Adalimumab/TAor 7 % 1) L 165
< J/TA or Golimumab/TA or 3 ') Ls< J/TA or "Certolizumab-Pegol"/TA or )L k1) X< TJ/TA) and (Kt
JTA or TittE/TA or FRIGIE/TA or —REEZN/TA or BE1% 5/TA or JEIGE/TA or IR F+43/TA)
#05 |(#1 and #2 and #3) or #4 233
#06 |#5 and (DT=2012:2018) 107
#07 [#6and (A2 T F V) R/THor VRATITA4 Y LEa—/THor BB HA K54 2/TH) 0
#08 [#6and (RD=A R T7FT ) R BEHIA LS4 ) 0
#09 [#6and (A BT TV R/TAor VATITA VI LEa—/TAor BEHAA K54 2/TA) 0
#10 |#7 or #8 or #9 0
#11 |#6 and M ABRZE/TH 20
#12 [#6 and (RD=5> % L{bLLEEER) 1
413 |6 and (ﬂ)\ﬁﬁ?‘é/TA or Eﬁr‘gﬁ%ﬁ/zm or 5>9“A1tt|:§s‘z§ﬁ.%§/TA or %1’Ej%1ttl:$§§ft%_ﬁ/w§ or_ FEIHREKER/TA or FEIFEE 11
ER/TA or ZENHEEER/TA or FEIVAEGER/TA or FESHHER/TA or RIFMHER/TA or I 4 LEIFIF/TA)
#14 |(#11 or #12 or #13) not #10 21
#15 |#6 and (EFIFE/TH or EERIAE T H A > /TH) 28
#16 |#6 and (RD=#7 > & L1t LLEEAER, LLERRA ) 11
#6 and (JEFHIZE/TA or FEFBIBAZE/TA or EIRATREMERAZE[/TA or WAEIRWAZE/TA or ZHEER L FRIAT/TA or /8
417 A48y bTADTY MTAor BARIAE/TA or BRERFAZE/TA or EIZRHFZE/TA or fERTRAZE/TA or M S BRZR/TA .
or % AR EHFZT/TA or FEFIx FBFFZE/TA or BTR = BFZE/TA or O 7K— MHAZE/TA or IBERHAZE/TA or BREIRRZE
/TA or LLESRRZE/TA or V7 O R A —/\—HFZE/TA)
#18 |(#15 or #16 or #17) not (#10 or #14) 14
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Sheet2



EFHB CcQl4 XErFIA—Fv—h

bDMARD
Vi

BEET) O F L EHARS422020
XHBRRzRIO—Fv—k

PubMed Cochrane ErhgE Others( )
115 79 25 0

Total records identified through

database searching (n= 219 )

|

Additional records identified through

other sources (n =

Records screened (1st Screening)

(h= 83 )

Records excluded

(h="143 )

* Article*Pbook Dreview, s - 455
sR— R EBIRBRGE DBREHE
FER

Full-text articles assessed for eligibility

(2nd Screening) (n = 2 )

Full-text articles excluded
with reasons

(h= 81 )

CQxt IR
SirukumabZ & A 3838 F SM5E A
S AET)N

l [F— 22 Toutcome HNESI M ES T

Studies included in qualitative synthesis

(n= 2 )

Studies included in quantitative synthesis

(meta—analysis) (n= 1 )




BEHEC CQla IN(TAD)RY

Cottenberg 2016

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

0%

7% 50K

7i% 100X

[ Low risk of bilas [ unclear risk of blas

[l High risk of bias

@ | Random sequence generation (selection bias)

@ | Allocation concealment (selection bias)

. Blinding of participants and personnel (performance bias)

@ | Blinding of outcome assessment (detection bias)

e

@ | Other bias




BHD CcQl4 TETURTOT7AIL

bDMARD 7: TNFEEE RN DR A+ 0 THEELULDEEBEZHEEHTHRABEIC, EINFAFEEADLIEZ
(X, tBDTNFEREREADUEZ LLERFEAMN?

RESEHIT (SOl ErsssenEny g
)‘

g NAFZDY Z Dok EpS]
NETFA4 v E—EM TIEHE -TNFi 2nd TNFi
----- (95%CI) -

HEICAW:-IEFRTOAI77M40

TET Y
X DFER
3

EULAR scale response(good or moderate)(65\ B)
7 v 2 LML RN TR | IR % T
1 AL [RCRRATEEL e [ | 100246 | 76/146 RR1.33 _ |eeoo|
[1] SR N N (69.2%) | (52.1%) | (1.10to 1.61) 1
DAS28-ESR<2.6 Z R (65 8)
7 VX LA AT 7 |V - C 7
1 7 e RAC 7 [RAC 75 g | L | 38139 | 26140 RR 1.47 _ |e®0Oof .
[1] =R ER N N (27.3%) | (18.6%) | (0.951t02.29) 1
EELGTEHESER (20A)
VAN RAN T | iR % T
1 S T L B L) I R IETIVC BT RR 2.00 _ |eeoco| .
1] SRES v W (11.0%) (5.5%) (0.88 to 4.53) K
BELTREENA)
1 7 v A LE — AT [ IRA T | FFRICIR 2L 71146 10/146 RR 0.70 _ @000 ik
[1] =X * W W i (4.8%) | (6.8%) | (0.27t01.79) FEEIE

#1. SMEBEAEE. 79 PO LEEEOERILICERGEROHIHAENAETENTINS (EEIEHS)
.18 TILE, B84 RN MM DIELY,
#3.95%CI[C TG HE] ERGEINDEEERR.75¢& HYELE] ERLEINHEERRL2SOEMANEENTILVS,

Eﬂ'b‘lﬁ*&
1. Gottenberg JE, et al. Jama 2016;316:1172-1180



BHRHE CcQl4 4L AMTAOVE

EULAR scale response(good or moderate)(6/5"H)

non-TNFI

Risk of Blas
ABCDEFRG

Znd TNFI Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M=H, Random, 95% CI
Gotenberg 2016 101 146 76 146 100.0% 1.33 [1.10, 1.61]
Total (95% CI) 146 146 100.0% 1.33 [1.10, 1L.61] Ld

101 76

Toml events
H N

LT T 1T X2

gene lty: Hot appl b0t
Test for overall effecr: £ = 2.04 (P = 0.003) 3
Ri £ bi
(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

DAS28-ESR<2.6 ZE Rk (67, A)

non-THNFI

. 1
Favours [2nd THFI] Favours [non-TMNFi]

|
100

Risk of Blas
A B CDEFG

Znd TNFI Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Welght M-H, Random, 95% CI M—H, Random, 95% CI
Gottenberg 2016 38 139 26 140 100.0% 1.47 [0.895, 2.29]
Total (95% CI) 139 140 100.0% 1.47 [0.95, 2.29]
Total events g 265

Hetmrogeneity: Not applicable

LT T I ]

Test for overall effect: £ = 1.72 (P = 0.08) 0.01
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 (aterition bilas)

(F) Selective reporting (reporting blas)

(G) Other blas

BEELGEEER (120 A)

non-THNFI

01 1 1
Favours [2nd TMFil Favours [non-TNFi]

100

Znd TNFI Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gotenberg 2016 16 146 B 146 100.0% 2.00 [0.68, 4.53] T
Total (95% CI) 146 146 100.0% 2.00 [0.88, 4.53] e
Total events 16 B
Heterogenehy: Not applicable [ t |
Test for overall effec: Z = 1.66 (P = 0.10) oo1 0.1 100

Favours [non-TMFI]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection blas)

(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 blas

BEEGREAE12MA)

non-TNFI Znd TNFI

Favours [2nd TMFI]

Risk of Blas

A B CDEFG

Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Rand 95% CI M-H, Random, 95% ClI
Lo g 2016 s 146 10 146 100.0% 0.70 [0.27, 1.79]
Total (95% CI) 146 146 100.0% 0.70 [0.27, 1.79]
Total events 7 10

Heterogeneity: Not applicable

[T I T 1 X N

bo1

Test for overall effect £ = 0.75 {F = 0.46) Fawvours [non-THFi]

Risk of bias
(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance blas)
(D) Elinding of outcome assessment (detection blas)

(E) Incomplete outcome data (aurition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

1 13
Favours [2nd TMFi]

100



BHA CQ15 XEEZER (PubMed)

No. BRERER EESRE

401 "Arthritis, Rheumatoid/drug therapy"[Majr] OR ("Arthritis, Rheumatoid/therapy"[Majr] AND ("Drug 20,661
Therapy"[Mesh] OR "Antirheumatic Agents/therapeutic use"[Mesh])) ’
("Antirheumatic Agents"[PA] OR "Tumor Necrosis Factors/antagonists and inhibitors"[Mesh] OR

402 "golimumab"[Supplementary Concept] OR "Tocilizumab"[Supplementary Concept] OR 247 141
"Sarilumab"[Supplementary Concept] OR "Janus Kinase Inhibitors"[Mesh] OR "tofacitinib"[Supplementary ’
Concept] OR "baricitinib"[Supplementary Concept]) AND "therapeutic use"[SH]

#03 |#1 AND #2 AND (tapering[TIAB] OR titration*[TIAB] OR spasing[TIAB] OR discontinu*[TIAB] OR withdraw*[TIAB]) 1,728
"rheumatoid arthritis"[TI] AND (TNF inhibitor*[TIAB] OR Infliximumab*[TIAB] OR Adalimumab*[TIAB] OR

404 Etanercept*[TIAB] OR Golimumab*[TIAB] OR Certolizumab-Pegol*[TIAB] OR Abatacept*[TIAB] OR 106
Tocilizumab*[TIAB] OR Sarilumab*[TIAB]) AND (tapering[TIAB] OR titration*[TIAB] OR spasing[TIAB] OR
discontinu*[TIAB] OR withdraw*[TIAB]) NOT medline[SB]

#05 |[#3 OR #4 1,834

#06 |#5 AND 2012:2018[DP] 699

#07 |#6 AND (JAPANESE[LA] OR ENGLISHILA]) 686

#08 [#7 AND ("Meta—Analysis”[PT] OR “Meta—Analysis as Topic”[Mesh] OR “meta—analysis”[TIAB]) 54

409 #7 AND ("Cochran”e Databas_e Syslt R?v"[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as 61
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] 10
OR guideline*x[TI] OR consensus[TI])

#11 |#8 OR#9 OR #10 85
#7 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (random*[TIAB]

#12INOT mediine[SBI) 7

#13 #7 AND ("Clilnical Trial“[PT] OR "Cl.inical Trials as Topic”[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR 179
case comparison*[TIAB]) NOT medline[SBI))

#14 |(#12 OR #13) NOT #11 155
#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 341
medline[SB]))

#16 |#15 NOT (#11 OR #14) 207




EHRHA CcQ15 Xmk#EZER (Cochrane)

No. EE BREREH

#01 |"rheumatoid arthritis":ti 7,726
“TNF inhibitor”:ti,ab,kw OR Infliximumab*:ti,abkw OR Adalimumab*:ti,ab,kw OR Etanercept:ti,abkw OR

#02 |Golimumab*:ti,ab,kw OR Certolizumab—Pegol*:ti,abkw OR non—TNF inhibitor*:ti,abkw OR Abatacept*:ti,ab,kw 4,528
OR Tocilizumab*:ti,ab,kw OR Sarilumab*:ti,abkw

#03 [tapering:ti OR titration*:ti OR spasing:ti OR discontinu*:ti OR withdraw:ti 5,462

#04 |#1 AND #2 AND #3 71

#05 |#4 with Cochrane Library publication date from Jan 2012 to Dec 2018 71

#06 |#5 CDSR 1

#07 [#5 CCRCT 70




BEHA CQlb XEBRERR (EHE

No. BRER EEN
#01 |BAERY) < F;EWEE/TH or (BEET ) O < F;JAH/TH and EEWERE/TH) 27,275
#02 [H1Y) 9T FHI/THor BBIEFREF7IL 7 7 55 E - BREME/TH or "Janus Kinase Inhibitors"/TH 150,728
#03 |#1and #2 and (JE/TA or I 5 HEIRIER/TA or B 1E/TA or KZEE/TA) 1,651
BEER ) < F /Tl and (TNFREZEZ/TA or TNFREZEHI/TA or Infliximumab/TAor € > 21) %< J/TAor
Adalimumab/TA or 7 &) Ls< J/TA or Etanercept/TA or T4& )L+ 7 k/TA or Golimumab/TAor I'1) < JT/TA
#04 |or "Certolizumab-Pegol "/TAor )L ') X< T « RI)L/TA or Abatacept/TAor 7 /332t 7 ~/TAor 469
Tocilizumab/TA or k1) X< J/TA or Sarilumab/TA or 1) JLY J/TA or tofacitinib/TAor k77 < F =T /TAor
baricitinib/TA or 7\ 1) & F = J/TA) and (i Z/TA or X 5 MEIFRER/TA or F1E/TA or IRE/TA)
#05 [#3 or#4 1,687
#06 |#5 and (DT=2012:2018) 827
#07 [#6and (A 2T F )L X/THor VATIT A9 LEa2—/THor BEHAA K54 2/TH) 12
#08 [#6and (RD=X AT FT IR EZEAA K54 ) 0
#09 [#6and (A AT F VIR /TAor VATITA VI LEaA—/TAor BEHA K54 2 /TA) 3
#10 |H#7 or#8 or#9 12
#11 |#6 and It ARRZE/TH 47
#12 [#6 and (RD=524 Lfb LLBEEAER) 4
413 |76 and (ST ABRZE/TA or BREREAER/TA or TS LAELLBREHER/TA or A BACLLEGEABR/TA or SEIAEEAER/TA or FIHARR 15
/TA or ENHEEKER/TA or FEIVIEKER/TA or IELMHFHER/TA or RIFMEHER/TA or T4 LEIFIF/TA)
#14 |(#11 or #12 or #13) not #10 49
#15 |#6 and (RERARYETE/TH or BEMIMR TH A > /TH) 141
#16 |#6 and (RD=#3 > & L{bLLEGEAER, LLEIRZT) 79
#6 and (BFEIAZE/TA or BEFHITFZT/TA or EIRATREMHEFAZE[/TA or WAEIRBAZE/TA or ZHEER L BHAZT/TA or /3 A
A JOT Y MTAor iZARTAE/TA or BRERTAZE/TA or BIESHAZT/TA or HEETERZE/TA or M WL /TA or 20
A6 EBFZE/TA or SEHI T EBEFZE/TA or BiIE EFFZE/TA or 3 78— FEFZE/TA or JBIRERZE/TA or BREBFZE/TA or tb
BMZ/TAor ¥ O RA—/N\—H8Z/TA)
#18 |(#15 or #16 or #17) not (#10 or #14) 123




EHB CcQl5 XE@RFEIO—Fv—b

bDMARD
8

BEAET) O FEZEHAMRS1422020
X EIJO—Fv—hk

PubMed Cochrane Erhik Others( )

447 71 184

0

v

Total records identified through
database searching (n= 702 )

l

Additional records identified through

other sources (n= 4 )

|

Records screened (1st Screening)

(n= 706 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 49 )

|

Records excluded * Article*bookMDreview, fi#si - 455
—_— -OR—MRZ . FEIXT RN AE DBREHMR
(n= 657 ) ERWE
Full-text articles excluded CQxt R iR
with reasons x
—
(n= 36 )

Studies included in qualitative synthesis

(n= 13 )

|

Studies included in quantitative synthesis

(meta—analysis) (n= 12 )




&HC cQl5 TEFRTOT7AIL

bDMARD 8 : TNFPEER TEMR X - 3 BERBIESEZ#IF LTV BRAREIC, EAIOBEIIAIEED ?

FEEMIME  (Certainty assessment) **%O%‘ff] (Summary of findings)
%
R S NALTRD IETYROEE EEH
< JEE = g B/
—

WEICAW:-TETFRA7O07 741l

1, TNFiDiEE vs TNFiD#kH:
BROHERFE (DAS28 <2.6) (528)

[1?2] 57%;;{tgﬁ zaonn| gt |muono| g BL iéi;f: 1(2?32;5 (0.:(}:-11..:;) 9800 -
REERREIE DETT(MTSS >0.5) (52:8)
HAQ (26~52i8)

UZ] i E I T I PR PR BL 249 252 @amizf; LLLD 5
EREIER (26~528)

I e e s i T el el I =
BIERI: & B BRI L (528
A e e i T sl Il I o

2, TNFio ik vs TNFifiti
BEIR DM (DAS28 <2.6) (28~52iH)

6 IR N . 201/587 | 372/601 RR 0.56 0000
=y W R TR WL BRI TR WL EEZ T A W =L ESpN
[1,2,6,8.9,10] N ki e loahie Kiahis ° (34.2%) | (61.9%) (0.41-0.75) %
BOERARIE DETT(MTSS >0.5) (52i8)
3 P INIE . . 47/264 30/285 RR 1.69 0000
YT W EL TR WD ER T W =Y #5 =L ESpN
[1,2,6] PO Lol il Kl M - (17.8%) | (10.5%) (1.10-2.59) B
HAQ (28~52:8)
7 IR . . MD 0.18 0000
RATHRWRATRWRLA TR W RZ TR WL L 835 663 ESS
(1.7.8.9] % RL T RL T RZ T | T7% AN (0.05~0.31) - N
EERIER (28~52i8)
8 ESZIN A D \ 85/1168 | 53/927 RR 1.29 0000
=gl w] Ef |EKIThAEW] ER AL E-pN
[1,2,5,6,7,8,9,10] C e AA [ - * (7.3%) (5.7%) (0.82-2.03) &
EIfERIC & 2E#IGIE (28~52:8)
4 P INIE . 22/559 15/557 RR 1.46 0000
YT W R TR WD EER T W =Y #2 =L ESpN
[1,2,8,9] (I i Eaht loehits % ° 39% | ©7%) (0.75-2.84) B




3, TNFio iR vs TNFio ki

B OISR (DAS28 <2.6) (184 AB)

1 PR VN N . . 86/121 47/59 RR 0.89 0000
PSR AN RN B2 TR S AN ISk PN
[11] L e i Kk A 71.1%) | (79.7%) (0.75-1.06) i
BEERAEIE D ETT(MTSS >0.5 or >1.0) (184 B)
2 >~ ZLR]. X 59/180 | 32/132 RR1.45 0000
EZrcrw] s |ERchawn] gt ED N
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BHD CcQ15 4L ARTOVE

1. TNFiIDHE vs TNFidD #kf5
B D (DAS28 <2.6) (523F)

anti-TNF dose red anti-TNF i Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Smolen 2013 (PRESERVE} 121 201 134 201 53.9%  0.90[0.78, 1.05] ——
Weinblat 2017 {C-EARLY} 90 126 52 B4 461X  1.15[0.04, 1.41] .
Total (95% CI) 327 285 100.0% 1.01 [0.80, 1.28]
Total events 186
Heterogenelty: Tau® = 0.02; Chi* = 3.69, df = 1 (P = 0.05); F = 73% 055 057 i 155 i
Test for overall effect: Z = 0.09 {P = 0.93) Favours continuation Favours dose reduction
ke S 4= BE
FE & AR IR D T (mTSS >0.5) (5238)
anti-TNF dose red anti-TNF Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Smolen 2013 {PRESERVE} 21 184 20 184 66.9%  1.05[0.59, 187]
Welnblatt 2017 (C-FARLY} 18 113 ? 7d 331X 164[0.72,3.73]
Total (95% CI) 297 256 100.0% 1.22 [0.76, 1.95]
Totl eventy 39 27
Hewrogenehy: Taw = 0.00; ChE = 0.75, df = 1 (P = 0.39): F = 0% t : } | } .
01 o0z o5 1 1 510
Testfor overall effect: Z = 0.81 (P = 0.42) Favours dose reduction Favours continuation
ME
HAQ, (26~52:8)
anti-TNF dose red| anti-TNF i Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ibrahim 2017 {OPTTIRA} 0.75 08 47 07 0.78 50  BBX 0.02[0.29,033]
Smolen 2013 (PRESERVE} LE 0.5 20z 0.5 05 20r 91.2%  0.10[0.00, 0.20] i
Total (95% CI) 249 252 100.0% 0.09 [-0.00,0.19] o
Heterogenehy: Taw' = 0.00; ChE = 0.23, df = 1 {P = 0.63); F = 0X _d‘ t 5 t
.5 -0.25 0.25 05
Test for overall effect: Z = 1.96 (P = 0.05) Favours dose reduction Favours continuation
=] M3
EEEIMEA (26~52:8)
anti-TNF dose red anti-TNF Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ihrahim 2017 (OPTTIRA} 3 a7 0 50 31X 7.44[0.39, 140.25] —
Raffelner 2015 13 158 10 164 416X 1.34 [0.61,2.87] ——
Smolen 2013 (PRESERVE} 7 202 12 202 31.7%  0.56[0.23, 1.45] —
van Vollenhoven 20186 {DOSERA) 1 27 1 23 346X 0.85[0.06, 12.87]
weinblar 2017 {C-EARLY) L] 127 4 B3 20.1%  1.47[0.47,4.62] B
Total (95% CI) 562 522 100.0% 1.09 [0.65, 1.82]
Towl events 3 27
Heterogenelty: Taw? = 0.00; ChE = 4.00, df = 4 (P = 0.41); £ = 0% ‘h 005 t i { anl
Test for overall effect: 2 = 0.32 (P = 0.75) Favours dose reduction Favours continuation
= - sHz >
BIMERAIC K 2 FEH|IPIE (52:8)
anti-TNF dose reducti anti-TNF Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight 1V, Random, 95% CI Iv, Random, 95% CI
Raffelner 2015 [ 159 5 164 40.1%  1.2410.39,3.97] ——
Smolen 2013 {PRESERVE} 4 202 ? 208 371X 057[0.17,192 —a—
Welnblat 2017 (C-EARLY} 7 127 F] B3 220X 2.29[0.49,10.74] —
Total (95% CI) 488 449 100.0% 1.07 [0.51, 2.24]
Totwl events 17 14
Herogenehy: Taw = 0.00; ChF = 201, df = 2 (P = 0.37); F = 1X h 002 p SDd

Test for overall effect: Z = 0.16 (P = 0.86)

0.1 i
Favours dose reduction Favours continuation



2. TNFiD R 1k vs TNFioD ## 5t
BREDHEFER (DAS28 <2.6) (28~523F)

anti-TNF discontinuation  anti-TNF continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight |V, Random, 95% CI 1V, Random, 95% CI
Chatzkilonyslou 2016 (ADMIRE} 2 15 13 16 42%  0.16[0.04,061] e —
Pavelia 2017 22 168 55 163 15.5%  0.39[0.25,0.81] -
Smolen 2013 {PRESERVE} 56 197 134 201 208% 0.4 [0.35,0.56] -
Smolen 2014 {OPTIMA} &7 101 80 105 225%  0.77 [0.66,0.91] =
‘Welnblatt 2017 {C-EARLY} 37 78 52 B4 19.6%  0.77[0.57,1.02] -
Yamanaka 2014 (ENCOURAGE} 15 28 28 3z 17.5%  0.61[0.42,0.89] -
Total (95% CI) 587 601 100.0% 0.56 [0.41, 0.75] *
Totwl events 201 irn
Heterogenelty: Tau® = 0.09; Chi' = 25.39, df = 5 (P = 0.0001); F = BOX ) huz 011 110 ¢

Test for overall effect: Z = 3.82 (P < 0.0001)

e B AR IR 0D 4T (mTSS >0.5) (5238)

Favours continuation Favours discontinuation

anti-TNF discontinuation  anti-TNF continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% C|
Smolen 2013 (PRESERVE} 29 167 20 184 §5.1X  1.60 [0.84, 2.71] —i—
Weinblatt 2017 (C-EARLY} 14 74 7 7¢ 25.5% 195 [0.83, 4.54] B . —
Yamanaka 2016 (ENCOURAGE} 4 23 3 0 94X 168 [0.42,677] R
Total (95% CI) 264 285 100.0% 169 [L10,2.59] e
Total events. 47 30
Heterogenehy: Tau® = 0.00; Ch = 9.15, df = 2 (P = 0.93); F = 0X 051 052 055 ‘2 ; 15)
Test for verall effect: 2 = 2.40 (7 = 0.02) Favours discontinuation Favours continuation

M E2
HAQ, (28~523)

anti-TNF discontinuation  anti=TNF continuation Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ghitl Moghadam 2016 {POEET} 089 05731 365 0.59 0.5557 193 27.2% 0.10 [0.00, 0.20] =
Pavelka 2017 08 0.7 168 0.8 0.8 163 23.5%  0.30 [0.18, 0.44] —_—
Smolen 2013 (PRESERVE} 08 08 200 0.5 0.5 202 64%  0.30[0.19,0.41] —
Smolen 2014 {OPTIMA} 0.38 0.56 102  0.35 0.5167 105 2z2.9% 0.03[-0.1Z,0.18] e e a—
Total (95% CI) 835 663 100.0%  0.18 [0.05,0.31] i
Hewmrogenehy: Taw' = 0.01; ChH = 14.10, df = 3 (P = 0.003); P = 70X _d‘_s _0115 0.‘15 01.5

Test for overall effect: Z = 2.74 (P = 0.006}

EEEIEA (28~52:8)

Favours discontinuation Favours continuation

anti-TNF discontinuation ~ anti-TNF continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Randam, 95% CI
Chatzidionysiou 2016 (ADMIRE} 3 15 1 16 41%  3.20[0.37, 27.49] 7
Ghirl Moghadam 2016 (POEET} 34 531 ] 266 19.6X% 2.20 [1.07, 4.88] —
Pavelka 2017 7 176 0 167 2.4% 14.24 [0.82, 247.34] T
Smolen 2013 (PRESERVE} 15 00 12 202 20.5% 1.26 [0.61, 2.63] -
Smolen 2014 (OPTIMA) 11 102 1z 105 19.4%  0.94[0.44, 2.04] —
van Volienhoven 2016 (DOSERA} 0 23 1 3 0% 0.33[0.01,7.78] I
Weinblatt 2017 (C-EARLY) & 81 4 B3 10.5% 1.54 [0.45, 5.25] i
Yamanaka 2016 {ENCOURAGE} 8 49 15 45 21.3%  0.68[0.33,1.37] —r
Total (95% CI) 1168 927 100.0% 1.29 [0.82, 2.03] >
Towl events LH] 53
Heterogenehy: Tau® = 0.12; ChH = 10,18, df = 7 {P = 0.1B}; F = 31% [ t t i
001 0.1 10 1000
Test for overall effect: Z = 1.06 (7 = 0.26} Favours discontinuation Favours continuation
=] - sSET >
BIERIC & 2 FEHIHPIE (28~52:8)
anti-TNF di anti-TNF Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% C1
Pavelka 2017 [ 176 3 167 23.6%  1.90 [0.48, 7.47] ——
Smolen 2013 (PRESERVE} 5 200 7 20 34.9%  0.72[0.23, 2.24] ——
Smolen 2014 (OPTIMA} 7 102 3 105 25.4M  2.40 [0.64, 9.03] I
Welnblatt 2017 (C-EARLY) 4 B1 2 83 16.08 2.05[0.38, 10.88] R
Total (95% CI) 559 557 100.0% 1.46 [0.75, 2.84]
Total everts 22 15
Heterogenenty: Taw' = 0.00; ChE = 2.33, df = 3 (P = 0.51); F = 0% i o i e 30

Test for overall effect: Z = 1.10 (P = 0.27}

Favours discontinuation Favours continuation



3. TNFidD & vs TNFioD fk#5%

BREDHMEFFEE (DAS28 <2.6)

(184 AH)

dose tapering  continuation Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
van Herwaarden 2015 {DRESS} BE 121 47 59 100.0%  0.89 [0.75, 1.0€] T
Total (95% CI) 121 59 100.0% 0.89 [0.75, 1.06] il
Total events .1 47

Heterogenelty: Not applicable
Test for overall effect: 2 = 1.30 (P = .19}

RE B A 13 0D 1T (mTSS >0.5) (18 4 A)

| \ \
07 085 12 15
Favours continuation Favours dose tapering

dose tapering  continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fautrel 2018 (STRASS) 22 64 23 73 583X 109 [0.68, 1.76]
van Herwaarden 2015 {DRESS} 37 118 8 50 437X 200 [1.0B, 4.04] —
Total (95% CI) 180 132 100.0% 1.45 [0.77, 2.73]
Total events 58 3z
Hewrogenelty: Tau® = 0.13; ChF = 2,45, df = 1 {P = (.12); F = 59% 052 055 i 2 ;
Test for overall effect: Z = 1.15 (P = 0.25) "

HAQ (184 A)

Favours dose tapering Favours continuation

dose tapering continuation Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fautrel 2016 {STRASS) 06 07 58 04 05 & 10008 0.20 [0.02,0.42] R
Total (95% CI) 58 65 100.0% 0.20 [-0.02, 0.42] ——el——
Hewrogenehy: Not applicable 4 } { }
Test for overall effect: Z = 1.80 {P = 0.07} 05 025 0.25 0.5

EEEIEA (187 A)

dose tapering

continuation

Risk Ratio

Favours dose tapering Favours continuation

Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fautrel 2016 (STRASS} L 64 19 73 46.5%  0.68[0.26, 1.78]

van Herwmarden 2015 (DRESS} 30 121 7 59 53.5%  2.00[0.98, 4.45]

Total (95% CI) 185 132 100.0% 1.24 [0.42, 3.70]

Total events 36 17

Heterogenelty: Tau® = 0.43; ChP = 3.21, df = 1 (P = 0.07); F = 69% L

Teest for overall effect: Z = 0.38 (P = 0.70)

0.01

: ' 100
Favours dose tapering Favours continuation



BHA

cQ16 X@k #FEI (PubMed)

W H : 2019688 22H (k)

No. Ui 5y BRI

01 "Arthritis, Rheumatoid/drug therapy"[Majr] OR ("Arthritis, Rheumatoid/therapy"[Majr] AND ("Drug 21172
Therapy"[Mesh] OR "Antirheumatic Agents/therapeutic use"[Mesh]))
("Antirheumatic Agents"[PA] OR "Tumor Necrosis Factors/antagonists and inhibitors"[Mesh] OR

“00 "golimumab"[Supplementary Concept] OR "Tocilizumab"[Supplementary Concept] OR 25 399
"Sarilumab"[Supplementary Concept] OR "Janus Kinase Inhibitors"[Mesh] OR "tofacitinib"[Supplementary '
Concept] OR "baricitinib"[Supplementary Concept]) AND "therapeutic use"[SH]

403 #1 AND #2 AND (tapering[TIAB] OR titration*[TIAB] OR spasing[TIAB] OR discontinu*[TIAB] OR 1773
withdraw*[TIAB])
"rheumatoid arthritis"[TI] AND (TNF inhibitor*[TIAB] OR Infliximumab*[TIAB] OR Adalimumab*[TIAB] OR

404 Etanercept*[TIAB] OR Golimumab*[TIAB] OR Certolizumab-Pegol*[TIAB] OR Abatacept*[TIAB] OR 115
Tocilizumab*[TIAB] OR Sarilumab*[TIAB]) AND (tapering[TIAB] OR titration*[TIAB] OR spasing[TIAB] OR
discontinu*[TIAB] OR withdraw*[TIAB]) NOT medline[SB]

#05 |#3 OR #4 1,888

#06 [#5 AND 2012:2019[DP] 754

#07 [#6 AND (JAPANESE[LA] OR ENGLISH[LA]) 740

#08 |#7 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 54

409 #7 AND ("Cochrane Database Syst Rev"[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as 6
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] 11
OR guideline*[Tl] OR consensus[Tl])

#11 |#8 OR #9 OR #10 87

41 #7 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR 183
(random*[TIAB] NOT medline[SB]))

413 #7 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case 184
control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]))

#14 |(#12 OR #13) NOT #11 168
#7 AND ("Epidemiologic Studies"[Mesh] OR "Epidemiologic Research Design"[Mesh] OR "Comparative

#15 |Study"[PT] OR "Multicenter Study"[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow-up 361
stud*[TIAB]) NOT medline[SB]))

#16 |#15 NOT (#11 OR #14) 224

Sheetl

Sheet?2

Sheet3



EHA CQ16 X#k RFEI (Cochrane)

MFEA : 2019FE8822H (K)

No. R IR

#01 |"rheumatoid arthritis":ti 10,098
“TNF inhibitor”:ti,ab,kw OR Infliximumab*:ti,ab,kw OR Adalimumab*:ti,ab,kw OR Etanercept#:ti,ab kw

#02 |OR Golimumab*:ti,ab,kw OR Certolizumab—Pegol*:ti,abkw OR non-TNF inhibitor*:ti,abkw OR 6,229
Abatacept*:ti,abkw OR Tocilizumabx*:ti,ab,kw OR Sarilumab*:ti,ab kw

#03  |tapering:ti OR titration*:ti OR spasing:ti OR discontinuk:ti OR withdraws:ti 6,461

#04 [#1 AND #2 AND #3 97

#05 |#4 with Cochrane Library publication date from Jan 2012 to Dec 2019 71

#06 |#5 CDSR 1

#07 |#5 CCRCT 70

Sheet1
Sheet2



BHA cQle Xt mERX(EHEE)

#®%HE : 201948F22H (K)
No. RN RREEL
#01 (EERY 7~ F W EE/TH or (BBETY 7 ~ F /8% /TH and E¥#&E&/TH) 27,982
#02 |V v~ FH/TH or EBIEFERF 7L 7 7 EE - BBEYE/TH or "Janus Kinase Inhibitors"/TH 154,590
#03 [#1 and #2 and (BLE/TA or 2 5MIBREER/TA or H1E/TA or RZE/TA) 1,727
BEET Y 7~ F /Tl and (TNFBEZEE/TA or TNFBEZEHI/TA or Infliximumab/TA or 1 > 7 U £ < 7/TA or
Adalimumab/TA or 7 &) s~ 7 /TA or Etanercept/TA or TX /Lt 7 k/TA or Golimumab/TA or =
404 Y s~ 7/TA or "Certolizumab-Pegol "/TA or /L kU X< 7 - ~JL/TA or Abatacept/TA or 7/3 &+ 500
7"~ /TA or Tocilizumab/TA or k1) X< 7/TA or Sarilumab/TA or U JL < 7/TA or tofacitinib/TA or
b7 7> F =7 /TA or baricitinib/TA or /N U > F = 7/TA) and (BE/TA or 5 REIRIER/TA or 1k
/TA or (K% /TA)
#05 [#3 or #4 1,772
#06 |#5 and (DT=2012:2019) 859
#07 [#6and (XX T7F UL ZX/THor Y AT T4 v 7L Ea—/THor BEHA K54 > /TH) 12
#08 [#6and RD=X 2T+ UL X BEHA K T4 V)
#09 |#6and (X X T7F UL R/TAor ¥ AT T4 v 7 LEa—/TAor 2EHA K F 4 > /TA)
#10 [#7 or #8 or #9 13
#11 |#6 and /N AHWEZL/TH 47
#12  |#6 and (RD=5> % Lfb L8 EAER) 4
#13  |#6 and (T ABFZE/TA or BREREABR/TA or 14 LALLLEREAER/TA or #RAE 2L LLELEABR/TA or SEIFRELER/TA or 16
SEIFAEER/TA or FBIHHERER/TA or SBIVAEERER/TA or JEL IR/ TA or RIFEMEER/TA or T4 LEIFIH/TA)
#14  [(#11 or #12 or #13) not #10 49
#15  |#6 and (BZHTRAFIE/TH or BEHIMIRTH A ~/TH) 143
#16 |#6 and (RD=%# 7 > XL L LLEEAER, LL IR 52) 80
#6 and (BFHFR/TA or BEHIFTR/TA or EIRATREMEMFTR[/TA or XAE BT/ TA or sk ERAR
417 /TAor /4Oy b 707 k/TA or EZARFAE/TA or BRIRITZR/TA or BIZHTZL/TA or HEWTRZE/TA or ’1
B EHIR/TA or £ AR EHFFR/TA or FEGIXTERHFZE/TA or BilA E#F58/TA or 37— MHFZE/TA or JEFF
HF52/TA or WTEIWTZE/TA or LLEFRZR/TA or 7 B X F —/N—Hf%R/TA)
#18 [(#15 or #16 or #17) not (#10 or #14) 126
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EFB CQl16 XmEZ7O—Fv—h

bDMARD
9

BEEIORFZEHARS42,2020

X xR7O0—Fv—hk

PubMed  Cochrane Efhss Others( )
479 71 188 0

v

Total records identified through
database searching (n= 738 )

Additional records identified through

other sources (n =

l l

Records screened (1st Screening)

(n= 738 )

l

Records excluded

Full-text articles assessed for eligibility

(2nd Screening) (n= 5 )

®R%EAH 2019/8/22

« Article¥Pbook Dreview, i - 455
O7R— MR FEBIR B E AR E DERRHE

l

(n= 733 ) CEEER
Full-text articles excluded SMQ;:J%%

with reasons

(n= 1

Studies included in qualitative synthesis

(n= 4 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )




FHEC cQl16 IEFURFATFAIL

bDMARD 9 : IL-6PHER TER X /- JBERBIESEZH#IF LTV SRAREIC, EAIOBEITEED ?

D S f findi
FESEMFFE  (Certainty assessment) FEROEH (Summary of findings)
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7o oo 2. B2
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DAS28ESREfM £ 721ELDA (TCZH L#414)

TCZEFHRE TEAE E - 1ELDAL 72 5 7=18TERIIC BT, TCZHE(IC 5000
1 1] BB e SHEARA | R TR W s dhe =L 18741 - DMARDs%{Ef€ 3", 52B% ICEMR £ /21ZLDAZHIFTELBIAIZ134% EPN
(25/187) TH > 1=, FEI-E
DAS28ESREfR (TCZA1E4£14F)
TCZ+MTXBE (S & VB E Ao IR L, TCZhIEAMTX % #kE L 2000
1B EOBEIX28H V. S2BTOERMERFRIZZNEN44%(20/45),
2 [2, 3] BB watt | Buono | 2uoso | mut fL 14341 - 24.4%(12/49)TH > 1=o TCZEFUKSE TER L 1 5 T-49EPU BN T, EPN
TCZHE#|-DMARDs £+ ¢, 52B%ICERERFTELIAR .
143%(7/49)TH > 7=, R
BELBER (TCZoh k#14F)
TCZ+MTXBE(IC L WERE Y, TCZHRIEBMTX AR L7=49%], TCZ | «00O0
1 (3] BB gt smRE | Falean | mnte fL 10241 - HEFETEREA Y, TCZ% % (ICDMARDs %6878 L 4 - 72536l B EPN
WT. 52BTOEEREMERRRILZAZNE, 0flTH -1, FEEI(E
DAS28ESREfR (TCZIERH%5438)
. TCZOx 5MR%E6BMICER L7ERD 5 b, \EAETH > 72481921 <000 _
1[4 HERR gt sERE | EmTan | Rt flL 2445 - BX
. I A L A ¢ 1 1(87.5%) 45438 DDAS28ESRER & 45 L 7=, R
MTSSOIRHEAT (TCZERHKE4E)
. TCZOk 5MR%E6BMICER LIERD 5 b, \EAETH > 722681421 «O00 _
1[4 HEHR gt sERE | EmTan | Rt flL 2245 - X
. B S = : 1 171(05.4%) 6548 D A m-TSS S 05%H7= L= -
HAQ-DID3EHEST (TCZAEERH4543B)
_ TCZo#k 5Mba% 6BMICER LEfl0 > b, HEAETH > 7-226144]
1[4 BT watt SR Falcrn | mn? fL 2245 - PN
[4] QIR 23l iG] RL T 23l AN ) C54BE DOHAQ-DIDET & R B fr o 7=, — K
KREWER (TCZIERK54E)
TCZ =% BRI S k=N T =22 _
1 [4] wewe | oman | smEw | mmesoe | mae BL 226 - OESMALEBMIILR L0055, REETRTS > 1228 X

ICBWTCERGENFAIRRD LD 57 SEEIC(E

#1IHRBENZEINTE ST, EOORERN 7 v ZLlbIhTHARL,
#2EY Y T AR A D,

B
1. Nishimoto N, et al Mod Rheumatol/ 2014;24:17-25

2. Aguilar-Lozano L, et al / Rheumato/ 2013;40: 1069-73
3. Kaneko Y, et al Ann Rheum Dis 2018;77:1268-75

4. Kikuchi J, et al Modern Rheumatology 2017;28:444-51




BEHA CQ17 XK (PubMed)

®%H 1 2019488 22H (k)

No. BB RREE

“01 "Arthritis, Rheumatoid/drug therapy"[Majr] OR ("Arthritis, Rheumatoid/therapy"[Majr] AND ("Drug 21172
Therapy"[Mesh] OR "Antirheumatic Agents/therapeutic use"[Mesh]))
("Antirheumatic Agents"[PA] OR "Tumor Necrosis Factors/antagonists and inhibitors"[Mesh] OR

400 "golimumab'"[Supplementary Concept] OR "Tocilizumab"[Supplementary Concept] OR 252.399
"Sarilumab"[Supplementary Concept] OR "Janus Kinase Inhibitors"[Mesh] OR "tofacitinib"[Supplementary
Concept] OR "baricitinib"[Supplementary Concept]) AND "therapeutic use"[SH]

403 #1 AND #2 AND (tapering[TIAB] OR titration*[TIAB] OR spasing[TIAB] OR discontinu*[TIAB] OR 1773
withdraw*[TIAB])
"rheumatoid arthritis"[TI] AND (TNF inhibitor*[TIAB] OR Infliximumab*[TIAB] OR Adalimumab*[TIAB] OR

404 Etanercept*[TIAB] OR Golimumab*[TIAB] OR Certolizumab-Pegol*[TIAB] OR Abatacept*[TIAB] OR 115
Tocilizumab*[TIAB] OR Sarilumab*[TIAB]) AND (tapering[TIAB] OR titration*[TIAB] OR spasing[TIAB] OR
discontinu*[TIAB] OR withdraw*[TIAB]) NOT medline[SB]

#05 [#3 OR #4 1,888

#06 |#5 AND 2012:2019([DP] 754

#07 |#6 AND (JAPANESE[LA] OR ENGLISH[LA]) 740

#08 |#7 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 54

409 #7 AND ("Cochrane Database Syst Rev"[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as 6
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 11
guideline*[TI] OR consensus[Tl])

#11 [#8 OR #9 OR #10 87

41 #7 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR (random*[TIAB] 183
NOT medline[SB]))

413 #7 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] 184
OR case comparison*[TIAB]) NOT medline[SB]))

#14 |(#12 OR #13) NOT #11 168
#7 AND ("Epidemiologic Studies"[Mesh] OR "Epidemiologic Research Design"[Mesh] OR "Comparative Study"[PT]

#15 |OR "Multicenter Study"[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow-up stud*[TIAB]) NOT 361
medline[SB]))

#16 [#15 NOT (#11 OR #14) 224
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BHA CcQ17 Xuk#FE (Cochrane)

%A : 2019F8AH22H(K)

No. Y REREEL

#01 ["rheumatoid arthritis":ti 10,098
"TNF inhibitor":ti,ab,kw OR Infliximumab*:ti,ab,kw OR Adalimumab*:ti,ab,kw OR

#02 |Etanercept*:ti,ab,kw OR Golimumab*:ti,ab,kw OR Certolizumab-Pegol*:ti,ab,kw OR non-TNF 6,229
inhibitor*:ti,ab,kw OR Abatacept*:ti,ab,kw OR Tocilizumab*:ti,ab,kw OR Sarilumab*:ti,ab,kw

#03 [tapering:ti OR titration*:ti OR spasing:ti OR discontinu*:ti OR withdraw*:ti 6,461

#04 [#1 AND #2 AND #3 97

#05 |#4 with Cochrane Library publication date from Jan 2012 to Dec 2018 71

#06 |#5 CDSR 1

#07 [#5 CCRCT 70
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BEHA CQ17 XEFRA (EHE5.2012-2018)

W% A : 201988228 (K)
No. Y RREE
#01 |BIERY 7~ F EWER/TH or (BBERY 7~ F;i8%/TH and E¥#E&/TH) 27,982
#02 |HLY 7~ FEI/TH or EBIEISERF 7L 7 7 35S - AEYWE/TH or "Janus Kinase Inhibitors"/TH 154,590
#03  |#1 and #2 and (BE/TA or 5 RRBILR/TA or F1E/TA or {R3E/TA) 1,727
BEET Y 7~ F /Tl and (TNFBEZEZ/TA or TNFFEEHI/TA or Infliximumab/TA or 4 > 7 1) ¥ < 7/TA or Adalimumab/TA
or 74X s~ 7 /TA or Etanercept/TA or TX %L+ 7 k/TA or Golimumab/TA or IV Ls~ 7 /TA or "Certolizumab-
#04 |Pegol "/TAor L b U X< 7 + ~TJL/TA or Abatacept/TA or 7/8X& -+ 7"+ /TA or Tocilizumab/TA or k1) X< 7/TA 500
or Sarilumab/TA or # U L= 7/TA or tofacitinib/TA or b 7 7 > F =7 /TA or baricitinib/TA or /N U F = 7/TA) and
(BE/TA or B 5RIFRIER/TA or F1E/TA or K% /TA)
#05 |#3 or #4 1,772
#06 [#5 and (DT=2012:2019) 859
#07 |#6and (XX T7F UL R/THor YV RATFIXT 4 v 7L Ea—/THor B8&HA KZ4 >~ /TH) 12
#08 |#6and (RD=AXT7F UL R BEAA T4 V)
#09 [#6and (XX T7F U X/TAor AT T 4y 7L Ea—/TAorBEAAKZ 4 /TA)
#10 |#7 or #8 or #9 13
#11 |#6 and N ARFZT/TH 47
#12 |#6 and (RD=7 > X L{L LB ER) 4
13 #6 and (N ARER/TA or BBk RER/TA or 5 > K LALLLETHER/TA or EAEALLLERRER/TA or SBIMBER/TA or EIMEER/TA or 16
1B/ TA or ZBIVAEEER/TA or IELVERER/TA or RIEMERER/TA or 7 > KLEIFIF/TA)
#14  |(#11 or #12 or #13) not #10 49
#15 |#6 and (BHIZ2451E/TH or BERIMIR T U4 > /TH) 143
#16 |#6 and (RD=%# 5 > &L L LB ER, LU 52) 80
#6 and (EFHIZT/TA or BFRIFAZ/TA or RIRATREMERAZR[/TA or WA BHIF/TA or ZHERHRME/TAor /X4 By 7
417 Bz o b/TA or ZARFAZE/TA or BRERAFFE/TA or ZRERAFZT/TA or fERTHTZR/TA or B E#FZE/TA or t2 A E ZHZT/TA or ’1
FEG) XS BRRFZE/TA or BIE ZHFZR/TA or 35k — MHFZE/TA or IBEFZE/TA or WrEAFZE/TA or LLEWHFZE/TA or 7 O X A —
N—HFF/TA)
#18 |(#15 or #16 or #17) not (#10 or #14) 126
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BFB CQ17 X@mEZ7O—Fv—+

bDMARD
10

BEET) O FZEHARS1422020

X ER7O0—Fr—hk

PubMed  Cochrane EfhsE Others( )
479 71 188 0

v

Total records identified through
database searching (n= 738 )

Additional records identified through

other sources (n =

l l

Records screened (1st Screening)

(n= 738 )

l

Records excluded

Full-text articles assessed for eligibility

(2nd Screening) (n= 7 )

A 2019/8/22

* Article¥®bookMreview, fEin - 455
*OFR—MAZE . EBIR B RS E DEHEHE

l

(n= 731 ) |-¥RPER
Full-text articles excluded SQi‘T%%
A 3

with reasons

Studies included in qualitative synthesis

(n= 4 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )




EHC CQ17 IEFURTOTFAIL

bDMARD 10 : THIRZBRRFRIBEHERE CTER £ - (JMERBEHEZ T LTV BIRABHIC, RFIOBEIITIEED, ?

BEROEHK (Summary of findings
% ffi  (Certainty assessme (Su y of findings) :
IETVR

e o
IR roeg AT 2D _ n Z DO | RR DRERM:
N _ ¥ R jis S
[t 5] PR | FERE | TR jemainll Wil NG (GRAD)

WRICAWEIEFYR7A7 740

DAS28-CRPEfR (ABTHEH% 12 A)
077 ABT10mg/kg+MTXIC & U BEE & xS 7iEBNICH L. ABTEmg/kg~ BB Z 4T\ 122 00
- B ) . - 18/50 27/58 ) B#OBRKIIEmg/kgRt ©5041-h1861(36.0%). 10mg/kgRt T585IH2741(46.6%) T ; i
101 PEINIZE S =T FHEAR | R T AL # L
R Bt B R R o * 36.0% | @66% Botz. E71240 BB OEHE L5/ kgt T5081 R 17H1(34.0%), 10mg/kgkt <5841 A
(049~1.23) |.1851(31.0%) & P& <25 7=, &
DAS28-CRPEZ (ABTRE#48i8)
B} 41/53 S OABTINEIC & U BMF 7 LDAE 72 > 72BN L. ABT250mg/ B ~BE % RAH s, 2000 )
102 Ednis) ESThe SEAA | Eaeav | E? L - B
= e L el ¢ (77.3%) IS O BRRE S 5IBIRATBU(TT%) T > 7z, " .
EELEEA ABTRERL2HA)
3/50 3/58 116 ABT10mg/kg+MTXIC & U B & 4> LI L, ABTZEE L7 > 75861, ©000
1 [1] ERTIN (G A FHEAE | SRZTARWL | ot 7L 6.0% 5.2% ABTBmg/kge~DREB % T > 7-50B)ICH W T, 120 A COEELBIFRARRIEIZEN EUN
o Y 024~549) |2 n3p16.0%). 3EV(5.2%) TH o7, FRICIE
EELEFA (ABTHRE%48:8)
, 3/53 EAEOABTIEEIC & U B X 72 (ELDALE A o> 7oERICH L, ABT250mg/ A ~BE % R 4753810 2000 )
102 BT 1l FHERA | ERRTEL | Rt wmL - i EPN
= S e o ¢ 6.7%) 3. 8B F TICIPIGT%) CERAEHERE B L, -
DAS28-CRPEfZ (ABTEE#24i8)
ABT+MTXIC & VBB E R > RIS L, T OREE bk LT248% 0 BRIL736+H185) 5000
2 [3,4] BETR g | ®acae | g2uckn | w? mL 15741 - (24.7%). ABT D& IE T34 1661(47.1%) TH o 7=, F7-ABTHEH CEM & 7 - - CABTZ EDN
FIELABA. 50fIT1441(28%) T4 B BRI E N L FRICE
HEDBELEDMOTI MALOIETFYRTAZ 740
ERE (ABTHE%125 A)
. ABT10mg/kg+MTXIZ & U iR & 72 > 7Bl L. ABTEmg/kg~ kB % T\ 124 000
- B ) . . ) 17/50 18/58 ) B# O BRK|IEmg/kgBt ©5041-11841(36.0%). 10mg/kgRtT585IH2741(46.6%) T
10 YN 3 I Tk SHEARAT | R | et L
R Bt B R el . @340% | (31.0% Bote, Eh126 AMOBMIESmE/keht CEOPIFLTBIGA0%), 1ong/kgBiTem [ =
(0.64~1.89) |1 81(31.0%) & FIET 5 - 7=, JERITE

#1 7 v XLEH T+,

#2 WY TV ARy MDA DL,

#3 JBEAREIN VAL, HAANIET VY ZLlLINTLEL,

#4RROBREBEXHEOTRE ERAZNZN, [MHELFIZE] L RAINDEERR<.75L MEUARE] LRBINDZEERRSLOMAEEATLS,

EEAE

1. Westhovens R et al. Arthritis Ann Rheum Dis 2015;74:564-8
2. Yasuda S et al. Mod Rheumatol 2017;27:930-7[X

3. Emery P et al. Ann Rheum Dis 2015;74:19-26

4. Takeuchi T et al. Rheumatology 2015; 54: 683-91



BEHA CQ18 XEkiEZE (PubMed)

Pubmed
BEH : 2019518258 (%)

No. EEN BREREREH

#01 |"Arthritis, Rheumatoid/drug therapy"[Mesh] 29,654

402 "Janus Kinase Inhibitors"[Mesh] OR "Janus Kinase Inhibitors"[PA] OR "tofacitinib"[Supplementary Concept] OR 642
"baricitinib"[Supplementary Concept]

403 "rheumatoid arthritis"[TI] AND (JAK inhibitor*[TIAB] OR Janus Kinase Inhibitor*[TIAB] OR tofacitinib[TIAB] OR 338
baricitinib[TIAB] OR tsDMARD*[TIAB] OR ts DMARD*[TIAB] OR targeted synthetic DMARD*[TIAB])

#04 |(#1 AND #2) OR #3 393

#05 |#4 AND 2012:2018[DP] 367

#06 |#5 AND (JAPANESE[LA] OR ENGLISH[LA]) 355

#07 |#6 AND (“"Meta—Analysis“[PT] OR “Meta—Analysis as Topic”[Mesh] OR “meta—analysis”[TIAB]) 41

408 #6 AND ("Cochran,fe Databas'e Syslt Rsv"[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as )8
Topic”[Mesh] OR “systematic review” [TIAB])
#6 AND (“Practice Guideline”[PT] OR “Practice Guidelines as Topic”[Mesh] OR “Consensus”[Mesh] OR

#09 |“"Consensus Development Conferences as Topic”[Mesh] OR “Consensus Development Conference”[PT] 12
OR guideline*x[TI] OR consensus[TI])

#10 |#7 OR #8 OR #9 54
#6 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (random*[TIAB]

#11 INOT mediine[SB]) i

#12 #6 AND ("Cli.nical Trial”[PT] OR "Cl.inical Trials as Topic”[Mesh] OR ((clinical trialx[TIAB] OR case control*[TIAB] OR 138
case comparison*[TIAB]) NOT medline[SB]))

#13 |(#11 OR #12) NOT #10 132
#6 AND (“Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[Mesh] OR “Comparative Study”[PT] OR

#14 |“Multicenter Study”[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT 108
medline[SB]))

#15 [#14 NOT (#10 OR #13) 26
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BEHA CcQ18 XmktEZE K (Cochrane)

Cochrane

BEH : 2019518258 (%)
No. EE EESin
#01 ["rheumatoid arthritis":ti 7,726
#02 “JAK inhibitgr”:ti,ab,kw ”OR “Janus }Einf':lse Inhibitoll:":ti,ab,kw OR tofgcitinib:ti,ab;!(vy OR baricitinib:ti,abkw OR 412

tsDMARD*:ti,ab,kw OR "ts DMARDs :ti,abkw OR "targeted synthetic DMARDs " :ti,ab,kw

#03 |#1 AND #2 294
#04 |#3 with Cochrane Library publication date from Jan 2012 to Dec 2018 292
#05 [#4 CDSR 5
#06 |#4 CCRCT 286
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BEHA CcQ18 XumEX (EHES)

Ichushi
BRER : 201918250 (%)
No. mER CE T
#01 |BAERY) o< F;FEYEE/TH 27,056
#02 |"Janus Kinase Inhibitors"/TH 615
403 BE & 1) 72 < F /Tl and ("Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKBEZE &I/TA or JAKRRE 517
2 /TA or baricitinib/TA or 7\1) <»F = J/TA or Tofacitinib/TAor b 7 7 > F =T /TA)
#04 |(#1 and #2) or #3 483
#05 |#4 and (DT=2012:2018) 429
#06 |#5and (A AT FT V)R /THor VRATITA VI LEaA—/THor 8B HA K54 2 /TH) 22
#07 |#5and RD=A R T7F ) R, BEHA K1) 0
#08 |#5and (A AT T V)L R/TAor VATITA VY LEa—/TAor 88 HTA4 F54 2 /TA) 6
#09 |#6 or #7 or #8 24
#10 [#5 and T ABFZE/TH 118
#11 |[#5 and (RD=5 4 LALLLEEAER) 2
41y |#5and (ﬁ)\ﬁﬁ%/y\ or Eﬁ%rﬁfﬁgﬁ/m: or SUH MI:tI:is‘a}i&%ﬁ/TA or 35%1’Eﬁjl;tt§§§it5§/_TA or ’;ﬁl*ﬁ%ﬁ%ﬁ/m or II4H 33
ARER/TA or FEIAEEKER/TA or FIVAEEKER/TA or FELHEFER/TA or RIFMEER/TA or SUH LEIFIF/TA)
#13 |(#10 or #11 or #12) not #9 119
#14 |#5 and (BRI ME/TH or R ET Y A >/TH) 136
#15 [#5and (RD=#7 > & L1bLLEEER, LB R ZR) 1
#5 and (JEIHZE/TA or EFRIRAZE/TA or EIR AT REMERAZE[/TA or WA IRATL/TA or B iR R AFZE/TA or
416 NAOy c7a2 Y M/TAor 2ARIFAE/TA or BRERFZE/TA or EIZZHIZT/TA or MEMTFAZS/TA or BRI ST c
JTA or & A [A] = %% /TA or fEHIxt FRERZT/TA or B[R = 8FZT/TA or 37— MEAZE/TA or :BERAZE/TA or B E
WS /TA or LLESHRZS/TA or ¥ O R A —/N\—H 25 /TA)
#17 |(#14 or #15 or #16) not (#9 or #13) 19
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EHB CQ18 XmERFRIA—Fv—Fh

BEET DI FEEAARS422020
XakEERIJO—Fv—hk

JAKi-1

PubMed Cochrane [EMEE Others( )
132 284 119 0

v

Total records identified through Additional records identified
through
database searching (n= 535 ) other sources (n= ## )
Records screened (1st Screening) Records excluded | "Articlet>bookDreview, ﬁ@%ﬁ,-ﬁ%
— «JFR—MRZE. SEBIREREA TG E D
(n= 689 ) (n= 651 ) B
l PR
. g s
Full-text articles assessed for eligibility Full-text articles excluded CaXRAE@E
— with reasons
(2nd Screening) (n= 38 ) (n= 34 )

l

Studies included in qualitative synthesis

(nh= 4 )

|

Studies included in quantitative synthesis

(meta—analysis) (n= 4 )




BFEC CQI18 NATADYRY

JAKi 1: MTX TR A+ 974G RAERE(C, IAKNBESEEHBREITHERMN?

Random sequence generation (selection bias) - |

Allocation concealment (selection bias) - |

Blinding of participants and personnel (performance bias) _:I
Blinding of outcome assessment (detection bias) _
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _

other ias [

L |
I T

0% 25% 50% 75%  100%

. Low risk of bias D Unclear risk of bias . High risk of bias

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Fleischmann R 2012 A&R

. . Blinding of participants and personnel (performance bias)

Fleischmann R 2012 NEM

Takeuchi T 2016

@® @ | @ | @ | 5elective reporting (reporting bias)

® | @® @ | @ | other bias

@ | ® | @ | @ | vlinding of outcome assessment (detection bias)
@ @ | @ | @® | ncomplete outcome data (attrition bias)

Tanaka ¥ 2011

ACR50_ Week DAS28(CRP)remission_
12 Week12




BHED cQ18 TETFRTAT7AIL

JAKi 1: MTX TR A+ 974G RAERE(C, IAKNBEEEHBRETIHERMN ?

C
PSRN 4 (Certainty assessmen)
Wk VETFFLA NS4 TR %@ﬂh@ﬁ
[Xmﬁﬁ] CEe)) (95% Cl)

HREDER Summary of findings

IEFUR
DREEME s

(Certainty)
ﬁﬁ(mutlt x7n774»
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1 Fleischmann R et al. Arthritis Rheum. 2012;64:617-29.
2 FleischmannRetal. VEngl/ / Med. 2012;367:495 - 507
3 Takeuchi T et al. Ann Rheum Dis. 2016;75(6):1057-64.

4 Tanaka Y et al. Arthritis Care Res (Hoboken). 2011:63(8):1150-8.




BHRHE CcQ18 7L AMTAOVE

JAKi 1: MTX TR F+2LBRAEREIC, IAKBEXEHEFBEFTHERAM?

ACR50 Week12

JAKi Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fleischmann R 2012 A&R 19 49 b 5% 22.1% 3.81[1.65, 8.80] T
Fleischmann R 2012 NEIM 75 241 15 120 49.5% 2,49 [1.50, 4.14) ——
Takeuchi T 2016 17 58 356 12.0% 5.47 [1.70, 17.65] —
Tanaka Y 2011 24 52 4 52 16.5% 6.00[2.24, 16.09] —r—
Total (95% Cl) 400 287 100.0% 3.47[2.28,5.28] 3
Total events 135 28
Heterogeneity: Tau® = 0.03; Chi* = 3.43,df = 3 (P = 0.33); I = 12% p f } f
. 005 02 5 20
Test for overall effect; Z = 5.82 (P < 0.00001) Favours [Placebo] Favours [JAKi]
DAS28(CRP)remission_Week12
JAKI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Fleischmann R 2012 A&R 11 45 345 24.1% 3.67 [1.10, 12.27) R o
Fleischmann R 2012 NEM 45 241 6 120 51.9% 3.73 [1.64, 8.51] ——
Takeuchi T 2016 12 S8 3 56 24.0% 3.86 [1.15, 12.96] —_—
Total (95% CI) 344 221 100.0% 3.75[2.07,6.78] -
Total events 68 12
Heterogeneity: Tau® = 0,00; Chi* = 0.00, df = 2 (P = 1.00); I = 0% 1 f 1 t
; 0.05 0.2 5 20
Test for overall effect: Z = 4.37 (P < 0.0001) Favours [Placebo] Favours [JAKI]
AHAQ_Week12
JAKI Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Fleischmann R 2012 A&R 0.43 065 46 0.24 052 45 16.6%  0.19[-0.05, 0.43] T =
Fleischmann R 2012 NEIM 048 066 241 018 061 109 483%  0.30[0.16, 0.44] —
Tanaka Y 2011 0.55 0424 50 0.18 0416 48 350%  0.37[0.20,0.54] ——
Total (95% CI) 337 202 100.0%  0.31[0.21, 0.40] L -3
Heterogeneity: Tau® = 0.00; Chi* = 1.46, df = 2 (P = 0.48); I = 0% T s i
Test for overall effect: Z = 6.10 (P < 0.00001) Favours iPIacebu] Favours ﬂAxi]
EGTEESER
E l% 7Ld‘ |
JAKi Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% C!
Fleischmann R 2012 A&R 0 49 2 59  19.7% 0.24 [0.01, 4.88] bl
Fleischmann R 2012 NEJM 1 243 6 122 33.8% 0.08 [0.01, 0.69] —_—
Takeuchi T 2016 0 58 1 56  1B.0% 0.32 [0.01, 7.74] =
Tanaka Y 2011 2 52 1 52 2B.6% 2.00[0.19, 21.38] e
Total (95% CI) 402 289 100.0% 0.32 [0.07, 1.43] e
Total events 3 10
Heterogeneity: Tau® = 0.54; Chi® = 3.91, df = 3 (P = 0.27); I' = 23% 0‘005 0‘1 t 260

Test for overall effect: Z = 1.49 (P = 0.14)

Favours [JAKi] Favours [Placebo]



BEHA CQ19 XEEZE (PubMed)

Pubmed
BEH : 2019518258 (%)

No. EE EEin

#01 |"Arthritis, Rheumatoid/drug therapy"[Mesh] 29,654

402 "Janus Kinase Inhibitors"[Mesh] OR "Janus Kinase Inhibitors"[PA] OR "tofacitinib"[Supplementary Concept] OR 642
"baricitinib"[Supplementary Concept]

403 "rheumatoid arthritis"[TI] AND (JAK inhibitor*[TIAB] OR Janus Kinase Inhibitor*[TIAB] OR tofacitinib[TIAB] OR 338
baricitinib[TIAB] OR tsDMARD*[TIAB] OR ts DMARD*[TIAB] OR targeted synthetic DMARD*[TIAB])

#04 |(#1 AND #2) OR #3 393

#05 |#4 AND 2012:2018[DP] 367

#06 |#5 AND (JAPANESE[LA] OR ENGLISH[LA]) 355

#07 |#6 AND (“"Meta—Analysis“[PT] OR “Meta—Analysis as Topic”[Mesh] OR “meta—analysis”[TIAB]) 41

408 #6 AND ("Cochran,fe Databas'e Syslt Rsv"[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as )8
Topic“[Mesh] OR “systematic review” [TIAB])
#6 AND (“Practice Guideline”[PT] OR “Practice Guidelines as Topic”[Mesh] OR “Consensus”[Mesh] OR

#09 |”"Consensus Development Conferences as Topic”[Mesh] OR “Consensus Development Conference”[PT] OR 12
guidelinex[TI] OR consensus[TI])

#10 |#7 OR #8 OR #9 54
#6 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (random*[TIAB] NOT

#11 medline[SB])) -

#12 #6 AND ("Cli.nical Trial”[PT] OR "Cl.inical Trials as Topic”[Mesh] OR ((clinical trialx[TIAB] OR case control*[TIAB] OR 138
case comparison*[TIAB]) NOT medline[SB]))

#13 |(#11 OR #12) NOT #10 132

414 ﬁG AND ("Epidemiolllogic Studies”[Mesh] OR "Epidemiologic. Research Design”[Mesh] OR “Comparative Study"[PlT] OR 108

Multicenter Study”[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SBI))
#15 |#14 NOT (#10 OR #13) 26
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EHA CQ19 Xuit&EZEK (Cochrane)

Cochrane

RER : 201918250 (%)
No. EE LG
#01 |["rheumatoid arthritis":ti 7,726
#02 “"JAK inhibith":ti,ab,kw PR “Janus }gin.ase Inhibito,t":ti,ab,kw OR tof§citinib:ti,ab£m./ OR baricitinib:ti,ab,kw OR 412

tsDMARD*:ti,ab,kw OR "ts DMARDs :ti,abkw OR "targeted synthetic DMARDs " :ti,ab,kw

#03 [#1 AND #2 294
#04 |#3 with Cochrane Library publication date from Jan 2012 to Dec 2018 292
#05 [#4 CDSR 5
#06 [#4 CCRCT 286
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1A CQ19 NHMREIN (EHEE

Ichushi
BRFEE : 2009F1H25H (%)
No. EE BB
#01 |BAERY) < F;EYEIE/TH 27,056
#02 |"Janus Kinase Inhibitors"/TH 615
403 BEER ') ™ < F /Tl and ("Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKRBBZE &I/TA or JAKFEE 217
%2 /TA or baricitinib/TA or 7/\1) & F = J/TA or Tofacitinib/TAor b 27 7 > F = TJ/TA)
#04 |(#1 and #2) or #3 483
#05 |[#4 and (DT=2012:2018) 429
#06 |#5and (A AT F VI RX/THor VATRT A4V LEaA—/THor BEAA K54 2 /TH) 22
#07 |#5and (RD=*R T F ) VX, ZEHA K54 2) 0
#08 |#5and (A AT TV R/TAor VATITA VI LEa—/TAor BEHA K54 2 /TA) 6
#09 [#6 or #7 or #8 24
#10 [#5 and 9+ ABFZE/TH 118
#11 |#5 and (RD=24 LE LLEREAER) 2
412 iﬁ5 and (ﬁ)\fﬁ"ﬁ/zé\ or Eﬁrutgﬁ/TA or IR LELLBERER/TA or ﬂ1’Eﬁ1ttt$§§iﬁ5ﬁ/_TA or %I$E§ﬁ%§/TA or I 33
SBR/TA or SEINFEZAER/TA or EIVHEEHER/TA or IESH 1HEHER/TA or BIFMEER/TA or TUF LEIFF/TA)
#13 |(#10 or #11 or #12) not #9 119
#14 |#5 and (JEFIAZE4F1E/TH or BEFEHBRAE T A4 2 /TH) 136
#15 [#5and (RD=#7 > & LILLLEERER, LLEX B ZR) 1
#5 and (B L /TA or EERITRZS/TA or %IE_IAE"HEE}I:J’L[/TA or WA IRIAZL/TA or ZiEEEH R HHZT/TA or
" NA Oy 7O MTAor 2AREEAE/TA or BRERTIZE/TA or EIZRHHZT/TA or HtBTRAZS/TA or R = RS c
/TA or & AR E#HZT/TA or fEHI T FEHFZT/TA or B[Rl EWAZE/TA or O 7R— MERZE/TA or :BEAAZE/TA or BRE
W22 /TA or LLERBRZE/TA or 7 B R A —/N\—HFZ2/TA)
#17 |(#14 or #15 or #16) not (#9 or #13) 19
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PubMed Cochrane
132 284

Ergt Others( )

119

0

Total records identified through

database searching (n= 535 )

Additional records identified through

other sources (n= 154 )

l

l

Records screened (1st Screening)

(n= 689 )

-Cochrane Systematic Review D5 & 3Lk

*Manual search

l

(2nd Screening) (n =

Full-text articles assessed for eligibility

38 )

|

(n= 25 )

— Records excluded *ArticleX>book Dreview, fEsR - 5%
(n= 651 ) R — MR ESIBFARLGE DBREHRL
-FRER
‘BB
Full-text articles excluded | CQXRIMMX
—_— with reasons

Studies included in qualitative synthesis

(h= 13

)

|

(meta—analysis) (n=

Studies included in quantitative synthesis
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BEC CQ19 NATRADYRY

JAKi-2 : MIXTHIR A+ HRABEICH VT, JAKIEEFZE EMTXHHHA
BEFIMIXEAEREICELT)EAN?

Random sequence generation (selection bias) _ |

Allocation concealment (selection bias) _ |

Blinding of participants and personnel (performance bias) _:l
Blinding of outcome assessment (detection bias) _:l
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _

otter s [

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment {(detection bilas)

@D D P D D S P PN ® @ @®| @ | ncomplete outcome data (attrition blas)

Random sequence generation (selection bias}

Allocation concealment (selection bias)

Tanaka ¥ 2016

Tanakay 2019 | @

Taylor PC 2017

van der Heijde 2013 | @ | @ | @ | @
vollenhoven RF2012 | @) | @ @ | @

ACR50_Week DAS28(CRP)remission
12 _Week12

E ! } Il Il |
; 0% 2% s0%  75%  100%
=]
Dougados M 2017 @ [ Low risk of bias [ ] unclear risk of bias [l High risk of bias
Genovese MC 2017 e ee [ ]
Keystone EC 2015 .
Kivitz A 2017 e e e [ ]
kremer] 2013 | @ | @ | @ | @ &
Kremer JM 2012 e e [ ]
TakeuchiT 2019 | @ | @ | @ | @ @
Tanaka ¥ 2011 UL ] @
®
@
@
@
@

. . . . . . . . . . . . . Selective reporting (reporting bias)




FHED CQ19 TEFURTOATFAIL

JAKi 2: MTX TR A+ 9 RABE(C, IAKBEEEELMTXO ARSI ERN?

e — fam DER (Summary of findings =
T " N ETEET )
WA FTHFA| AT RD DIED HEEH
- o | wme |2 oo o | B ] BT ] EAN
[XHRE 5] VY 95% Cl 959% CI (Certainty)
#HERIZAWNIETF>RTAT7ANL
ACR50(1258)
" s ox
5y AL RR 3.16 27211000 Y
n23ss689, | [maene [macno| mat [macno| L | TORR[ 2707 ° 1 mx
10,11,12,13] U (36.9%) | (126%) | a9~s01)| (188~379) i
DAS28(CRP)ELAR(1238)
9 Eayyn
sy rni|. ] RR 381 20011000 0000
nserss. |7 wacne |macne| wan |wacne| aL | XYM | o2 Ak
10,12,13] i (25.9%) 66%) | @275~520)| (150~240) i
ARAQ(12)
12 Fvantf, e I MD -0.29 0000
[1,23456,7,8, . AT AR E A S ke L 2054 1710 PN
9,1112,13] fad (0.34~-0.23) o
ERGARER
13 Eagyn pro—
FAZ PN(4 FEH IS EA RR 1.01 0/1000 @000
[1,2,3456,78, . iz 7SRk TN ke wm‘ 7zl E%% SMF3 EWN
91011,12.13] EV > (3.5%) 32%) | 71~144)| (9~19) PRI
BHREOBELLDIMDT I FALOIETVRTAT 7L
ACR20(123)
[P
o RR 191 308/1000 0000
12345689, |7 e | macnn e wan [macno| | 27202 [ S8 Tk
10,11,12,13) g (©0.8%) | (38%) | (165~221)| (220~409) P
ACR70(1258)
13 -
o RR4.67 1301000 0000
12345678, |70 macne| man |macmn| au | 908 ) ST o
9,10,11,12,13] i (16.4%) (86%) | (314~694)| (76~211) i
DAS28(ESR) B f(12:8)
oy RR5.46 921000 YYe
sosonona | e ClEATae lEacae | wan | oware | oal | SR 20 ol ax
[36,89,10,12,13] 5 (1L.7%) (21%) | (362~823)| (54~149) 1%
Bl BYE
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Sy 1 Y RR 1.34 211000 °
2sassrs, |7t maren e | wan [PREFA| o | 26| e OO0 | ek
9,10,11,12,13] A (1.1%) (0.6%) (0.65~2.76) (2~11) IR
#RAES
"
o RR2.73 611000 0000
1345678, |7 e Clmacnn [macnn [ man [macno| wu [ 29[S ik
9,10,11,12,13] " (1.2%) 03%) |a2~621)| @~18 i
#1. MTXELS} D csDMARDSIZEI R TR+ 53 T, MTXESADcsDMARDsE#FR L= BE & —HIZED

#2. RRODIS%{E

XA L E""(RR>1.25) & "H B F " (RRO.75) DM A EZEATND

LER S RO N | % - ¢t A

E =L

1 Kremer M et al. Arthritis and Rheumatology 2012;64:970-81
2 Tanaka Y et al. Arthritis Care and Research 2011;63:1150-8
3 Heijde D et al. Arthritis and Rheumatology 2013;65:559-70

4 Vollenhoven RF et al. New England Journal of Medicine 2012;367:508-19
5 KremerJ et al. Ann Intern Med 2013;159:253-61

6 Keystone EC et al. Ann Rheum Dis 2015;74(2):330-40

7 Tanaka Y et al. / Rheumatol 2016;43(3):504-11

8 Taylor PCetal. N Engl J Med 2017;376(7):652-62

9 Dougados M et al. Ann Rheum Dis 2017;76(1):88-95
Genovese MC et al. Arthritis Rheumatol 2017;69(5):932-42
Kivitz Al et al. Arthritis Rheumatol 2017;69(4):709-19

12 Tanaka Y et al. Ann Rheum Dis 2019;78(10):1320-32

13 Takeuchi T et al. Ann Rheum Dis 2019;78(10):1305-19
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BHE CcQ19 Z4LARTOVE

JAKi 2: MTXTEHE R+ 9 GRAEREIC, IAKEEESREMTXDO SRR EIIERAM?
ACR50_Week12

JAKI+MTX MTX Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Dougados M 2017 76 227 29 228 11.4% 2.63[1.79,3.87] —
Genovese MC 2017 18 64 5 51 47% 2.87(1.14,7.20

Keystone EC 2015 20 52 10 98 7.0% 3.77(1.91, 7.44) —rr—
Kivitz AJ 2017 29 78 19 72 98% 1.41[0.87, 2.28] T

Kremer | 2013 86 315 15 159 93% 2.89(1.73, 4.84] i
Kremer M 2012 26 71 12 69 8.0% 2.11[1.16, 3.33] —
TakeuchiT 2019 80 174 13 170 8.8% 6.0113.48, 10.39] ——
Tanaka Y 2011 2 7 4 28 4T7% 5.70 [2.26, 14.38] —
Tanaka¥ 2019 43 102 9 10 7.2% 4.73[2.44,9.19] =
Taylor PC 2017 219 487 B2 488 14.4% 2.68[2.15,3.34] -
van der Heijde 2013 89 300 12 154 8.4% 3.70 2.09, 6.54] —_—
Vallenhoven RF 2012 67 19 7106 63%  5.18[247,10.87] —
Total (95% CI) 2102 1724 100.0% 3.16 [2.49, 4.01] %
Total events 775 217

Heterogeneity: Tau’ = 0.09; Chi’ = 25.68, df = 11 (P = 0.007); I = 57% 0 65 0}2 é 250
Test for overall effect: Z = 9.51 (P < 0.00001) : Fviiiife [MTX] Eavours [IAKi + MTX]

DAS28(CRP)remission_Week12
JAKI+MTX MTX Risk Ratio Risk Ratio

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

Dougados M 2017 59 227 21 228 16.3% 2.82 [1.78, 4.48] Lo

Genovese MC 2017 13 64 5 81 7.8% 2.0710.79, 5.43] -

Keystone EC 2015 19 52 4 9B 7.2% 8.95 [3.21, 24.94] ——

Kremer JM 2012 10 60 4 60 6.5% 2.50 [0.83, 7.53] T

TakeuchiT 2019 60 174 13 170 14.1% 4.51[2.57, 7.90] -_—
Tanaka Y 2016 10 24 11 49 11.4% 1.86 [0.92, 3.75] —

Tanaka¥ 2019 35 102 5 101  B.6% 6.93 [2.83, 16.98] —
Taylor PC 2017 119 487 21 488 16.7% 5.68(3.63, 8.88) ==

van der Heijde 2013 63 309 8 154 11.3% 3.92[1.93,7.98 SR

Total (95% CI) 1499 1399 100.0% 3.81[2.75,5.29] -3

Total events 388 92

Heterogeneity: Tau® = 0.12; Chi* = 15.90, df = 8 (P = 0.04); I' = 50% 0 :02 0:1 + 5:0

Test for overall effect: Z = 7.99 (P < 0.00001)

AHAQ_Week12

1
Favours [MTX] Favours [JAKI + MTX]

Test for overall effect: Z = 0.07 (P = 0.95)

JAKI+MTX MTX Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Ci IV, Random, 95% CI
Dougados M 2017 0.52 06 227 03 045 228 10.8%  0.2210.12,0.32 -
Keystone EC 2015 033 0459 52 01 0406 98 7% 0.23[0.08, 0.38] —_—
Kivitz A) 2017 037 063 78 028 047 72 57% 0.09[-0.09, 027 e
Kremer ] 2013 045 053 311 016 054 157 103%  0.2900.19,0.39] —_
Kremer M 2012 051 061 64 01 057 61 45%  0.41[0.20,0.62] —
TakeuchiT 2019 038 0.3263 174 0 04468 170 12.1%  0.38[0.30, 0.46] =g
Tanaka ¥ 2011 049 035 24 005 043 24 41%  0.44[0.22,066] —
Tanaka Y 2016 0.469 0.3463 24 0.077 03553 49 6.0%  0.3900.22,0.56) —
TanakaY 2019 0.3 06619 102 0.09 06585 101 5.5% 0.21[0.03, 0.39] —
Taylor PC 2017 065 059 487 033 051 488 134% 032025039 .=
van der Heijde 2013 0.3 045 315 01 038 156 126%  0.200.12,0.28) e
Vollenhoven RF 2012 049 059 1% 017 056 106 7.9% .32 [0.19, 0.45] _—
Total (95% CI) 2054 1710 100.0%  0.29[0.23,0.34] +
Heterogeneity: Tau® =.L'I.00: Chi® = 23.24, df = 11 (P = 0.02); I = 53% _0‘-5 _0:‘25 O.IZS 0?5
Test for overall effect; 2 = 10.98 (P < 0.00001) Favours [MTX] Favours [JAKi + MTX]

EELAEER
I% d‘ [==]

JAKI+MTX MTX Risk Ratio Risk Ratio
Study or group Events Total Events Total Weight M-H, Rand 85% Cl M-H, Rand 95% CI
Dougados M 2017 4 227 3 228 B.9% 0.50 [0.15, 1.64] ™
Genovese MC 2017 2 64 2 51 3.4% 0.80 [0.12, 5.46] —
Keystone EC 2015 2 82 3 98 4a% 1.26 [0.22, 7.28] e
Kivitz A} 2017 1 78 0 72 12% 2.77[0.11, 66.98] A
Kremer ] 2013 9 315 6 159 12.2% 0.76 [0.27, 2.09] L
Kremer JM 2012 4 71 L] 51 1.5% 6.50 [0.36, 118.12] I
TakeuchiT 2019 3 174 4 170 5.7% 0.73 [0.17, 3.23] ) -
Tanaka Y 2011 1 27 o 28 1.3% 3.11{0.13, 73.11} E—
Tanaka ¥ 2016 0 24 1 49 L3% 0.67 [0.03, 15.78]
TanakaY 2019 102 4 101 4.5% 0.50 [0.09, 2.64] T
Taylor PC 2017 23 487 22 4B 3B.5% 1.05 [0.59, 1.85] —
van der Heijde 2013 12 321 5 160 11.9% 1.20[0.43, 3.34] —_—
Vaollenhoven RF 2012 12 204 2 108 5.7% 3.18[0.72, 13.94] -
Total (95% CI) 2146 1763 100.0% 1.01 [0.71, 1.44] >
Total events 75 57
Heterogeneity: Tau® = 0.00; Chi* = 7.66, df = 12 (P = 0.81); I = 0% 0,1:305 05 t 550

1 10
Favours [JAKi + MTX] Favours [MTX]



BERHA CQ20 Xmk#EFE (PubMed)

Pubmed
BRFEE : 2009F1H25H (%)

No. EEN BREHH

#01 |"Arthritis, Rheumatoid/drug therapy"[Mesh] 29,654

402 "Janus Kinase Inhibitors"[Mesh] OR "Janus Kinase Inhibitors"[PA] OR "tofacitinib"[Supplementary Concept] 642
OR "baricitinib"[Supplementary Concept]

403 "rheumatoid arthritis"[TI] AND (JAK inhibitor*[TIAB] OR Janus Kinase Inhibitor*[TIAB] OR tofacitinib[TIAB] OR 338
baricitinib[TIAB] OR tsDMARD*[TIAB] OR ts DMARD*[TIAB] OR targeted synthetic DMARD*[TIAB])

#04 [(#1 AND #2) OR #3 393

#05 |#4 AND 2012:2018[DP] 367

#06 |[#5 AND (JAPANESE[LA] OR ENGLISH[LA]) 355

#07 [#6 AND ("Meta—Analysis“[PT] OR “Meta—Analysis as Topic” [Mesh] OR “meta—analysis”“[TIAB]) 41

408 #6 AND (“Cochrane Database Syst Rev”'[TA] OR “Systematic Review [PT] OR “Systematic Reviews as >3
Topic”[Mesh] OR “systematic review” [TIAB])
#6 AND (“Practice Guideline”[PT] OR “Practice Guidelines as Topic ' [Mesh] OR “Consensus”[Mesh] OR

#09 |[“Consensus Development Conferences as Topic ' [Mesh] OR “Consensus Development Conference”[PT] 12
OR guideline*[TI] OR consensus[TI])

#10 |#7 OR #8 OR #9 54
#6 AND (“Randomized Controlled Trial“[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (random*[TIAB]

#11 . 119
NOT medline[SB)))

#12 #6 AND (“Clinical Trial”[PT] OR “Clinical Trials as Topic”[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] 138
OR case comparison*[TIAB]) NOT medline[SB]))

#13 |(#11 OR #12) NOT #10 132
#6 AND (“Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[Mesh] OR “Comparative Study”[PT]

#14 |OR “Multicenter Study”“[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT 108
medline[SB)))

#15 |[#14 NOT (#10 OR #13) 26
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EHA CQ20 Xmi#EZE T (Cochrane)

Cochrane
RFEHB : 2019F1H258(%)
No. EE i
#01 ["rheumatoid arthritis":ti 7,726
402 “JAK inhibitgr”:ti,ab,kw PR “Janus K”in?ase Inhibitollj":ti,ab,kw OR tofr?lcitinib:ti,ab,lllw\./ OR baricitinib:ti,ab,kw OR 412
tsDMARD#*:ti,abkw OR "ts DMARDs:ti,abkw OR "targeted synthetic DMARDs" :ti,ab,kw
#03 |#1 AND #2 294
#04 |#3 with Cochrane Library publication date from Jan 2012 to Dec 2018 292
#05 [#4 CDSR 5 |Sheet1

#06 |#4 CCRCT 286 [Sheet2




é*‘l‘A CQ20 Iﬁk*ﬁi_t“:q: ntl!.\)

Ichushi
BRER : 201918250 (%)

No. R CE T

#01 |BAERY) O < F; FEWEE/TH 27,056

#02 |"Janus Kinase Inhibitors"/TH 615

403 BE & 1) 72 < F /Tl and ("Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKREZEHI/TA or JAKRRE 2 517
JTA or baricitinib/TA or 7\ 1) <»F = J/TA or Tofacitinib/TAor k7 7 F =T /TA)

#04 |(#1 and #2) or #3 483

#05 |#4 and (DT=2012:2018) 429

#06 |#5and (A AT FT V)R /THor VRATITA VI LEa—/THor 8B HA K54 2/TH) 22

#07 |#5and RD=A R T7F ) R, BEHA K1) 0

#08 |#5and (A AT T V)L R/TAor VATITA VI LEa—/TAor 8B HTA4 F54 2 /TA) 6

#09 |#6 or #7 or #8 24

#10 [#5 and T ABFZE/TH 118

#11 |[#5 and (RD=5 4 LALLLEEAER) 2

41y |#5and (ﬁ)\ﬁjj %= /TA or B ri:(%ﬁ/TA or I % LELLLERERER/TA or A AL LLEERER/ TA or SBEIHEEAER/TA or SEIMEER 33
/TA or ZBIIHEERER/TA or FBIVAEEER/TA or IESTHEERER/TA or RIFEMHER/TA or TUH LEIFIH/TA)

#13 [(#10 or #11 or #12) not #9 119

#14 |#5 and (BRI ME/TH or R ET Y A >/TH) 136

#15 |#5and (RD=#S > 4 L1k LLEGERER, LL B HZT) 1
#5 and (FEHFZE/TA or L BITRZT/TA or aeﬁ‘l‘b'liﬁﬁn[/m or WAERTHAZE/TA or ZHEEL BT /TA or /XA

416 Ay 7SS MTAor BEARFAZE/TA or BERERTAZE/TA or EREXHFZZ/TA or HEETREZS/TA or R =S /TAor £ c
A B ZFIE/TA or FEBI T BBEFZE/TA or B E = FFZ2/TA or 37— MEFZE/TA or :BFRFFZE/TA or BREFFZE/TA or b
BIR/TAor ¥ B R A —/N\—HFF/TA)

#17 |(#14 or #15 or #16) not (#9 or #13) 19
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BEE) O FZEHAARS1422020
Xz —Fv—hk

PubMed Cochrane EEHEE Others(
132 284 119 0

)

v

Total records identified through

Additional records identified

*Cochrane Systematic ReviewN D52 3Cak

database searching (n= 535 ) other sources (n = ## ) *Manual search

l l

Records screened (1st Screening)

(n= 689 )

l

Records excluded |"Article*®bookDreview. iRz - 455

Full-text articles assessed for eligibility

(2nd Screening) (n= 38 )

PRI

‘B

|

-CQRRI R

Full-text articles excluded
with reasons

(n= 35 )

Studies included in qualitative synthesis

(n= 3 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 3 )
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JAKi-3 : MIXTHIERAFAT+57EZRABEIC, JIAKBBEE EMIXO GRS
(&, TNFEESFEEMIXOBFARESICEE L THERAMN?

Fleischmann R 2017
Taylor PC 2017

Vollenhoven RF 2012

Random sequence generation (selection bias) —:l

Allocation concealment (selection bias) _:]

Blinding of participants and personnel (performance bias) _:I
Blinding of outcome assessment (detection bias) _:I
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _

other bos |

0% 25% 50% 75%  100%

. Low risk of bias D Unclear risk of bias

.High risk of bias

@ | Random sequence generation (selection bias)

@ | Allocation concealment (selection bias)

@ | Blinding of participants and personnel (performance bias)

. Blinding of outcome assessment (detection bias)

@ | @ | @ | Incomplete outcome data (attrition bias)

. . . Selective reporting (reporting bias)

@ | @ | @ | Other bias




EH#D CQ20 TEFRTFTOT7AIL

JAKi 3: MTIX TR AT+ 5ERABEI(C, JAKBBFFREEMIXD Gt E (X, TNFEAEFREMTXD 6B
EIZEELTHERAMN?

FEERDER (Summary of findings

_

B?n#c Eﬁnﬂ}/f NATRAD %@ﬂh 3

mﬁlmut15?>x7n774»

fife =2 4 SL4fi(Certainty assessment)

IETFVRAD
P HEME

(95% CI) (Certainty)

ACR50(2438)
3 7 vx ], . ) 491/1059 374/915 RR1.11 45/1000 o000
. b7 S Qs 1737 T b7 37 aRaNRY BF 3 el L ' DN
[1,23] s 8 3 3 5 (64%) | @09%) |@woo~123)| (0~94) &
DAS28(CRP) A (24:8)
2 7vznel,. ., 283/863 213/716 RR 1.09 30/1000 0000
. 7SN el AN P77 eh A B737 eahs NN IR 57 e L ' EIWN
[1.2] e % A # A (32.8%) (29.7%) | (0.94~1.26)]  (-20~70) ik
AHAQ(243E)
2 7 v 2], " ; ; MD -0.08 o000
17 . FAThw|EA TR |EX TR | EL TR L 835 680 - R EDN
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JAKi 3: MTXTEI R AR+ 2HRABEIZ, JAKBHEEEMIXDGtAR S (X, TNFIAEEE
MTXD G EICHLTHERAMN?

ACR50 Week24

JAKi+MTX TNFi+MTX Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fleischmann R 2017 173 376 169 386 41.1% 1.05 [0.90, 1.23] —i—
Taylor PC 2017 246 487 150 330 46.9% 1.11 [0.96, 1.29] T
Vollenhoven RF 2012 72196 55 199 12.1% 1.33 [0.99, 1.78]
Total (95% CI) 1059 915 100.0% 1.11[1.00, 1.23] <l
Total events 491 374

ity: Tau? = 0,00: Chi* = =2(P= - f } t t
Heterogeneity: Tau® = 0,00; Chi* = 1.95, df = 2 (P = 0.38); I' = 0% 05 0.'? s ]

Test for overall effect: Z = 2.02 (P = 0.04)

DAS28(CRP)remission_Week24

Favours [TNFi+MTX] Favours [JAKi+MTX]

JAKI+MTX  TNFi+MTX Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Fleischmann R 2017 115 376 108 386 45.0% 1.09[0.88, 1.36] —
Taylor PC 2017 168 487 105 330 55.0% 1.080.89, 1.32] —
Total (95% Cl) 863 716 100.0% 1,09 [0.94, 1.26] el
Total events 283 213
Heterogeneity: Tau® = 0.00; Chi* = 0,00, df = 1 (P = 0.96); ¥ = 0% 05? 0 535 152 }.ES

Test for overall effect: 7 = 1.12 (P = 0.26)

AHAQ_Week24

Favours [TNFi+MTX] Favours [JAKi+MTX]

JAKi+MTX TNFi+MTX Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fleischmann R2017  0.58 0.5783 348 0.54 058 350 50.6%  0.04[-0.05,0.13] -
Taylor PC 2017 075 065 487 063 061 330 49.4%  0.12[0.03,021] —a—
Total (95% CI) 835 680 100.0%  0.08 [0.00, 0.16] '*"
Heterogeneity: Tau® = 0.00; Chi* = 1.63, df = 1 {P = 0.20); I = 39% _&2 —Ci 1 0"1 sz

Test for overall effect: Z = 1.99 (P = 0.05)

EEGREER

Favours [TNFi+MTX] Favours [JAKi+MTX]

JAKi+MTX TNFi+MTX Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total ight M-H, Random, 95% ClI M-H, Random, 95% CI
Fleischmann R 2017 27 376 24 386 44.9% 1.15 [0.68, 1.96) —i—
Taylor PC 2017 23 487 6 330 22.8% 2.60[1.07, 6.31] ——
Vollenhoven RF 2012 22 204 11 204 32.3% 2.00 [1.00, 4.02] T
Total (95% CI) 1067 920 100.0% 1.66 [1.02, 2.69] R ol
Total events 72 41

ity ¢ = < Chi* = = = R = } t t t }
Heterogeneity: Tau® = 0.06; Chi* = 3.00, df = 2 (P = 0.22); I* = 33% o1 02 o's ] t

Test for overall effect: Z = 2.05 (P = 0.04) Favours [JAKi+MTX] Favours [TNFi+MTX]
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