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EHA RACQI1 XEkEFE (PubMed)

No. mER EEN

#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 "Certolizumab- 24,507
Pegol"[Mesh]

#03 |monotherapy[TIAB] OR "mono therapy"[TIAB] OR monochemotherapy[TIAB] OR "mono chemotherapy"[TIAB] 44,255

404 "rh.egmatoid arthritis”[TI] AND (Tumor Necrosi§ Factor inhibitor*[TIAB] OR TNFi*[TIAB] OR TNF biologic*[TIAB] OR 3442
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 ENGLISH[LA]) 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 RSV"[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] OR

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

#11 |#8 OR #9 OR #10 42
#7 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (random*[TIAB]

#12 1NOT mediine[SBI) -

#13 #7 AND ("Cli.nical Trial“[PT] OR "Cllinical Trials as Topic”[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR 108
case comparison*[TIAB]) NOT medline[SB]))

#14 |(#12 OR #13) NOT #11 102
#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 117
medline[SB]))

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




BHFA RACQ11 XEktRFE (Cochrane)

No. BRER EEN T
#01 |"rheumatoid arthritis":ti 7,726
“Tumor Necrosis Factor inhibitor”:ti,ab,kw OR TNFix:ti,abkw OR “TNF biologic”:ti,ab,kw OR
#02  |Infliximab:ti,abkw OR Etanercept:ti,abkw OR Adalimumab:ti,ab,kw OR Golimumab:ti,abkw OR 5,454
Certolizumab:ti,ab kw
monotherapy:ti,abkw OR “mono therapy”:ti,abkw 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 RACQIT XEBER (EPE)

No. BRERER EEin

#01 |BAETY < F;EYEE/TH 27,056

402 FEEIEFERFT7ILD 7Y E - BEEWYE/TH or Infliximab/TH or Etanercept/TH or Adalimumab/TH or 14616
Golimumab/TH or [Certolizumab-Pegol]/TH !

#03 [monotherapy/TA or Bi&l/TA or Bi)h/TA 51,838
BEET 1) < F /Tl and (FEHIESERE F/TA and FEZE/TA) or TNFREEHI/TA or TNFREEZE/TA or TNFafEE

404 /TA or Infliximab/TAor 4 > 2 1) << J/TA or Etanercept/TA or T4 $JLt 7 /TA or Adalimumab/TA > 747
or 74 1) Ls< J/TA or Golimumab/TA or 3 ') s J/TA or "Certolizumab-Pegol"/TAor )L k1) X< T !
/TA)

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

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

#07 [#6and (A AT F VI X/THor VATIT A4 LEa2—/THor BEHA K54 2 /TH) 3

#08 |#6and (RD=A R TF7F )R EZENA K4 ) 0

#09 [#6and (A AT F VI RX/TAor VATITA VI LEaA—/TAor BEHA K54 2 /TA) 0

#10 |#7 or #8 or #9 3

#11 |#6 and It ARFZE/TH 22

#12 |#6 and (RD=7 % LILLLEEAER) 3

413 |#6 and (ST ABRZE/TA or ERERELER/TA or SUH LACLLBEHER/TA or MRAE B L LLEGABR/TA or SEIHEEAER/TA or 5 9
I4EERER/TA or ZEIAHEAER/TA or EIVAHEAER/TA or JES1EERER/TA or RIFMRER/TA or SUF LEIFI(T/TA)

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

#15 [#6 and (JEFHAIZR4FIE/TH or IEERITAR T A4 2 /TH) 34

#16 |#6 and (RD=#3 > & LLLLEERER, LLESFRZE) 14
#6 and (EFHHT/TA or EFHIBFZR/TA or EIRATREMERRZR[/TA or MAERHIF/TA or ZHEEXHEIFZ/TA

a7 | NABy bTAD Y TAor $ZRFAE/TA or BRERFAT/TA or BRZZHIZT/TA or HEMTEAZR/TA or &M s
EHZR/TA or 5 AR ZHEZT/TA or SEBIX FBIAZE/TA or BiIE EBAZE/TA or 3 7K— REFZE/TA or IBERERZE
/TA or BREIRAZE/TA or LLEREFZT/TA or ¥ B R A —/\—HFFT/TA)

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




&#B RACQI1 X@kRZzFI7O—Fvr—hk

bDMARD 3

PubMed Cochrane Eghis Others( )
189 270 37 0
v
Total records identified through Additional records identified through
database searching (n= 496 ) other sources (n= 14 )

|

|

Records screened (1st Screening)

510 )

(n=

Full-text articles assessed for eligibility

(2nd Screening) (n= 43 )

|

Records excluded * Article*PbookMDreview, 2 455
—_— © ° -k — MR EBIHBRE L ORERR
467 ) R
Full-text articles excluded CQx R ERI
with reasons
—
(n= 26 )

Studies included in qualitative synthesis

(n= 17 )

|

Studies included in quantitative synthesis

(n= 16 )




EHEC RACQI1T IEFLRTOT7AIL

bDMARD 3:MTXHEZBWFZIEIMTXEE L csDMARD T B A+ 5 DPEEL FOEEEENIEEH TIRAEEI(C,
TNFREEEREDOERIEESIERAN?

Fe=T$EE M (Certainty assessment) FHEDEH (Summary of findings)
e IEFYA0
e INAP2D _ - Z0HD : - BEEH

1, TNFiEiH| vs F5t27R
A IE1E (DAS28<2.6)(1638)

ACR50(12 ~2658)

(1234567 RCT WATRE | RATRN | TR | TR %L 3(1266/.191%7)4 %g/%? (2.??—2.'1103) ®®,§@ LS
HAQ(12 ~26;8)

2385781 RCT macae | macan | macan | macesn B 849 498 oD 034 @@%@@ ik
BRI

BERICLBER B

234007 ROT maeme | maTan | machy | ma® 2L R R AR @@f © PN
2, TNFiE#| vs MTX/csDMARDs

#A 1518 (DAS28<2.6) (1438 ~34F)

f8.10.11] ReT AT | RATRE | AR | mL s, %) (618 084269 ®®§) S X
ACR50 (1458~ 34F)

rotizisial  FOT ARy | WA ARG A L L 5129 (106193 @@l%@@ S




HAQ (1438 ~24F)

3 . . ; . MD -0.21
[9.15.16] RCT RATRY | BAITRY | EBAITRY S Z3 432 441 (-044~0.02) @@f@ PN
mTSS (3£F)
[110] RCT TAITRY | BATRY | EETRY | TR L 223 228 7 “5"3;1"'13;‘2) @@,@@ K
EERER
4 S R S i 61/867 17/488 RR 1.99 @200
[011.12.14] RCT WA ThRWn S| AT 74 L (7. 0%) (3. 5%) (0.78-5.00) E EEDN
BIYEAICL 3 EHIPLE
5 S 5 s — 118/1248 92/804 RR 0.96 @000
[9,12,13,14,15] RCT RATHZ w4 WATCIR | IR A L (9. 5%) (11. 4%) (0.54-1.69) e R

#LABH T IV BARU DD

# SHEFEDESDENHY . hEEDRE MM H H0°=45%)
#3.RRMDI5%IEEXE D LRETRAY, [HHELGFIEIER TSN SEERR.ISE[HLEEIEREINEEERRI1.25OWMAEEATNDS
#4RRDIS%IEFERE D LRETRA. R LIETH YL EIERLINBEERRI1.25FFA TS

#5. B TIVHA L RROBWIEFRMICHRLZLAEEN., TRIEBBALMDEZELITLS

#H.AHEEEOIESDENHY . hEEDREMHH S (1=58%)

#1 RRDIS%IEFAXFE D LRETRA. MRGLIETHLLGEIERLGSNHELERRI1.25Z2EATLVD

HAKEEOIESDENHY . hEEDREMHIH D (1°-69%)

EREER:

1. Takeuchi T et al. Ann Rheum Dis 2013;72:1488-95

2. van de Putte LBA et al. Ann Rheum Dis 2004;63:508-16
3. Miyasaka N et al. Mod Rheumatol 2008;18:252-62

4. Hobbs K et al. Springerplus 2015;4:113

5. Yamamoto K et al. Modern Rheumatol 2014;24:552-60

6. Moreland LW et al. Ann Intern Med 1999;130:478-86

7. van de Putte LBA et al. Ann Rheum Dis 2003;62:1168-77
8. Ostergaard M et al. Ann Rheum Dis 2015;74:1156-63

9. Keystone EC et al. Ann Rheum Dis 2009;68:789-96

10. van der Heijde D et al. Arthritis Rheum 2007;56:3928-39
11. Kremer J et al. ArthritisRheum 2010;62:917-28

12. Takeuchi T et al. Mod Rheumaol 2013;23:623-33

13. Genovese MC et al. Arthritis Rheum 2002;46:1443-50
14. Combe B et al. Ann Rheum Dis 2009;68:1146-52

15. van der Heijde D et al. Arthritis Rheum 2006;54:1063-74
16. Mathias SD et al. Clin Ther 2000;22:128-39




EHD RACQI1 J4LARRZTOvE

1. TNFiEH| vs 75tR
EHa1E1E (DAS28<2.6) (163E)

Biologic Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M=H, Random, 95% CI
Takeuchl_Sept 2013 197 206 84 110 100.0% 1.12 [1.03, 1.22]
Total (95% CI) 206 110 100.0% 1.12 [1.03, 1.22]
Totl events 197 04
Hetzrogeneity: Not applicable l’l 1 0=2 0= f ; i
10 s 1 2 510
Test for overall effect: Z = 2.67 (P = 0.007) Favours comparator Favours biologic
»
ACR50(12~2638)
Biologic Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Hobbs 2015 22 106 13 104 1B.5% 1.66 [0.88, 3.12] T
van de Pute 2004 25 113 9 110 17.0% 2.70 [1.32, 5.53] —
Miyasaka (CHANGE) 2008 64 265 5 B7 145X  4.20[1.75 10.10] e
Takeuchl_Sept 2013 62 206 6 110 15.6% 5.52 [2.47, 12.35] —_—
Yamamoto (HIKARD 2014 44 11§ 7 114 16.4% 6.18 [2.90, 13.14] —
Mareland 1999 43 154 4 B) 13.0M 6.36 [2.38, 17.00] I
van de Putte 2003 50 214 1 70 5.2% 1636 [2.30, 116.22] _—*
Total (95% Cl) 1174 675 100.0% 4.13 [2.51, 6.80] -
Total events 316 45
Heterogenehy: Tau® = 0.25; ChE = 14.13, df = & (P = 0.03); F = 56X 2 hZ 0‘1 150 _,.10
Test for overall effect: Z = 5.58 (P < 0.00001} Favours comparator Favours biologic
HAQ(12~26;8)
Biologic Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Hobbs 2015 -0.39 054 106 -0.2 043 104 1B.7X% -0.19 [-0.32, -0.08] —
Mivasaka (CHANGE) 2008  -0.2667 0.57 273 0.1 0.6 B7 17.8% -0.37 [-0.51,-0.22] —
Ostergaard 2015 085 04 27 08 05 13 67% -0.05[-0.40,0.30] S —
van de Putie 2003 -0.46664 0.46 214 -0.04 037 70 20.8% -0.43 [-0.53,-0.32] ——
van de Pure 2004 =038 06 113 -0.07 0.49 110 17.8% -0.31[-0.45,-0.17] I
Yamamoto (HIKAR] 2014 -0.47 054 116 0.03 053 114 1B.2X -0.50 [-0.64, -0.36] —
Total (95% CI) 849 498 100.0% -0.34 [-0.44, -0.23] <
Heterogenetty: Taw® = 0.01; Chi* = 15.24, df = 5 (P = 0.008); F = 67% iy -dl.s 0_55 1
Test for overall effect: Z = 6.29 (P < 0.00001) Favours biologic Favours comparator
EEEI(ER
Biologic Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Hobbs 2015 3 106 2 104 7.6X 1.47 [0.25, B.63] I
Miyasaka (CHANGE)} 2008 35 265 B B7 25.0% 1.44 [(.69, 2.98] -
Ostergaard 2015 0 27 0 13 Not estimable
van de Putte 2003 16 214 7 21.5% 0.75 [0.32, 1.74] —
van de Putte 2004 53 434 16 110 32.6% 0.84 [0.50, 1.41] ——
Yamamoto (HIKARD} 2014 13 11§ 3 114 13.4% 4.26 [1.25, 14.55] —_—
Total (95% Cl) 1162 498 100.0% 1.21 [0.71, 2.07] <
Totl events 120 38
Heterogenehy: Tau® = 0.16; ChiE = 7.28, df = 4 (P = 0.12); F = 45X Ibl)l 051 llb 1005
Test for overall effect: Z = 0.72 (P = 0.47} Favours biologic Favours comparator
BIfERIC & 2 EAFIPIE
Biologic Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Hobbs 2015 3 106 1 106 7.8% 3.00 [0.32, 28.38]
Miyzsaka (CHANGE} 2008 20 265 4 K7 360X 1.64 [0.58, 4.67] —T
Moreland 1999 7 154 3 B0 224X 1.21 [0.32, 4.56] I L —
Ostergaard 2015 0 27 0 13 Not estimable
van de Putte 2003 0 0 0 0 Not estimable
van de Putte 2004 16 434 1 119 0.8% 4.08 [0.54, 30.25] N e —
Yamamoto (HIKARD 2014 49 116 3 114 z4.0% 2.95 [0.82, 10.61] I L
Total (95% CI) 1102 510 100.0% 2.02 [1.08, 3.79] e
Total events 55 1z
Heterogeneity: Tauw® = 0.00; ChE = 1,66, df = 4 (P = 0.BQK; F = 0X Ib.l)z 05_1 llb 505

Test for overall effect: Z = 2.20 {P = 0.03} Favours biologic Favours comparator



2. TNFiBiH vs MTX/csDMARDs
ESIEIE (DAS28<2.6) (14:B~3%)

g p Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Hellde {TEMPO)} 2007 69 223 64 226 514X 1.10 [0.83, 1.47] 3
Keystone 20090 11 133 2 133 121X 5.50 [1.24, 24.34]
Kremer 2010 39 257 13 128 36.5% 1.51 [0.83, 2.72] -
Total (95% CI) 613 490 100.0% 1.50 [0.84, 2.68] -
Total events 118 79
Heterogeneity: Tayw® = 0.15; ChE = 5.10, df = 2 (P = 0.0B); F = §1% IUJOZ 0‘1 3 llt'l 50:
Test for overall effect: Z = 1.37 (P = 0.17} Favours comparator Favours biologic
ACR50 (14:B~ 3 %)
Biolog Comp Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Genovese (ERA 2yr} 2002 174 415 91 217 22.1% 1.00 [0.82, 1.21] +
Helide {TEMPO} 2007 12z 223 100 228 21.0% 1.04 [0.85, 1.28] +*+
Kremer 2010 41 257 17 128 140X 1.21 [0.72, 2.05] T
Takeuchl_July 2013 227 374 65 176 21.8X 1.64 [1.33, 2.03] -
Keystone 2000 27 133 13 133 12.1% 2.08 [1.12, 3.85] —
Combe 2009 47 103 5 50 B2X 4.56 [1.94, 10.7§] e
Total (95% CI) 1505 933 100.0% 1.43 [1.06, 1.93] L3
Total events G618 291
Heterogenelty: Tau® = 0.10; ChE = 26.80, df = 5 {P < 0.0001); F = B1X Ib.l)l 0_51 1Ib 100=
Test for overall effect: Z = 2.32 (P = 0.02) Favours comparator Favours biologic
HAQ (1438~ 2£E)
Biologi Comp Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Helde {TEMPO} 2006 1 0.7 223 11 0.7 228 320% -0.10 [-0.23,0.03] —
Keystone 2009 =0.25 0.56 133 -0.13 0.38 133 326X -0.12 [-).24, -0.00] —
Mathias 2000 =05 006 76 -0.1 0.06 B0 354X -0.40 [-0.42, -0.38] L]
Total (95% CI) 432 441 100.0% -0.21 [-0.44, 0.02] -
Heterogenelty: Taw® = 0.04; ChE = 41.48, df = 2 (P < 0.00001); B = 05% I_1 —d.s D.IS 1:
Test for overall effect: Z = 1.80 (P = 0.07} Favours biologic Favours comparator
mTSS (3%)
Biologic Comparator Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean  SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Hellde (TEMPO} 2007  1.61 8.14 223 5.85 2303 228 100.0X -4.34 [-7.56, -1.12]
Total (95% CI) 223 228 100.0% -4.34 [-7.56, -1.12] —eeniii-—
Heterogenehy: Not applicable L1o -E i 51, 10)I
Test for overall effect: Z = 2.64 (P = 0.008) Favours biologic Favours comparator
EXEIEA
Biologic Comparator Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Combe 2009 27 103 4 50 224X 6.55 [1.62, 26.47] —_——
Keyswone 2009 5 133 3 133 222X 1.67 [0.41, 6.83] bl
Kremer 2010 1) 257 2 128 20.8M 2.51 [0.56, 11.29] *
Takeuchl_july 2013 19 374 1) 176 34.6X 0.80 [0.42, 1.E8] I e—
Total (95% CI) 867 488 100.0% 1.99 [0.78, 5.09] — v
Total events 61 17
Heterogenetty: Tau® = 0.52; Chi = 7.10, df = 3 (P = 0.07); ¥ = 58X b 1 0‘2 OI " ; |
10 5 ] 2 510
Test for overall effect: Z = 1.43 (P = 0.15} Favours biologic Favours comparatpr
BIEAIC & B EFIPIE
Biolog Comp Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Combe 2009 20 103 4 50 15.9% 2.43 [0.88, §.72] T
Genovese (ERA 2yr} 2002 26 415 27 217 25.BX% 0.50 [0.30, 0.54] —a—
Heljde {TEMPO} 2006 & 223 48 228 IB.3X 0.77 [0.52,1.13] —r
Keystone 2009 z 133 4 133 B.5% 0.50 [0.09, 2.68] —
Takeuchl_july 2013 34 374 o 176 21.6X 1.78 [0.87, 3.63] T
Total (95% CI) 1248 804 100.0% 0.96 [0.54, 1.69]
Total events 118 a2
Heterogenetty: Taw® = 0.26; ChE = 12,95, df = 4 (P = 0.01); F = 9% b 02 051 i lll'l 50

Test for overall effect: Z = (.16 (P = 0.EB)}

Favours biologic Favours comparator



BHA RACQI12 Xak#EZER (PubMed)

No. EE EE i

#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] ’

404 “rheumatoid ar‘thritis"[TIJ .AND (Non—tumor Ne(lzrosis 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 ("Coch.ra,r)e Database”Syst Rev".[TA] 'OR”"Systematic Review”[PT] OR “Systematic 51
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

412 #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]))

#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




BHFA RACQ12 XEktEFE (Cochrane)

No. EE BREHH

#01 |"rheumatoid arthritis":ti 7,726
402 "Non—t.umor N<.-:crosis Factor”:ti,abkw OR “non TNF”:ti,ab,kw OR Abatacept:ti,ab,kw OR tocilizumab:ti,ab,kw 1192

OR sarilumab:ti,ab,kw !

#03 ;nhoenrgg;;;?fzzjki?:g\’/kSR mono therapy :ti,abkw OR monochemotherapy:ti,abkw OR “mono 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 ©
#07 |#5 CCRCT 120




EH#A RACQI2 XHBRFER(EDE

No. BRERER EEin
#01 |BEER Y < F,EYEE/TH 27,056
#02 |Abatacept/TH or tocilizumab/TH or sarilumab/TH 5,063
#03 |monotherapy/TA or B Hl|/TA or B ¥4 /TA 51,838
404 @E’q 1)< F/Tland ("non TNF"/TA or QI:ZTNF/TA or 7/\%3 2 7 /TA or Abatacept/TAor k1) X 1347
< 7 /TA or tocilizumab/TA or B1) )L T /TA or sarilumab/TA) !
#05 |[((#1 and #2) or #4) and #3 81
#06 |#5 and (DT=2012:2018) 55
#07 |#6and (AR T TV A/THor VATITA VY LEa—/THor BEHA K54 2 /TH) 1
#08 [#6and (RD=X 2 7 F X, ZHEAAKF14 ) 0
#09 |#6and (AR T TV R/TAor VATITA VY LEa—/TAor BEHA K54 2 /TA) 0
#10 |#7 or #8 or #9 1
#11 [#6 and 9+ ABRZE/TH 11
#12  [#6 and (RD=5 4 LLLLERERER) 1
#6 and (/F ABAZE/TA or BRERERER/TA or T4 LALLLERERER/TA or BEIEAILLLELEER/TA or EIHEEER/TA
#13 ?7[ /ﬁfg?ﬁéﬁ%ﬁ/m or SENMAEEAER/TA or FBIVAEEHER/TA or IEHEER/TA or BFMHER/TA or T4 LEIF 8
#14 |(#11 or #12 or #13) not #10 13
#15 |#6 and (JEFIAEE/TH or ERHIME T H A 2 /TH) 19
#16 |#6 and (RD=# 7 > & LIb ELEREAER, L ER T 3T) 6
#6 and (EZFEIFT/TA or TBZERIFAZE/TA or ERITATEEMHERAZE[/TA or WA RZE/TA or ZHEER KRB
417 F/TAor/X4 By FTB Ty MTAor BARFE/TA or ERERFIZ/TA or BREZEAZR/TA or HEETHRZR 4
/TA or R EBAZE/TA or & AR EHHZT/TA or SEHIxT BRERZT/TA or RiIR E#ZE/TA or O 7R— REAZE
/TA or B FREZE/TA or BREIRAZE/TA or LLERBAZE/TA or 7 O R A —/\—HfZR/TA)
#18 |(#15 or #16 or #17) not (#10 or #14) 7




EFB RACQ12 X@&EFRI7I7O—Frv—Fhk

bDMARD 4

104 124 21

PubMed Cochrane EdiE Others(

0

v

Total records identified through
database searching (n= 249 )

Additional records identified through

other sources (n =

l

l

Records screened (1st Screening)

(n= 254 )

Records excluded

Full-text articles assessed for eligibility

(2nd Screening) (n= 40 )

* ArticletobookMreview, s - 455
OR—MAR. EFIRBHARLGE DBEHRE

|

(h= 214 ) BAEER
Full-text articles excluded CQxt R o4 i
with reasons X

(n= 32 )

Studies included in qualitative synthesis

(n= 8 )

|

Studies included in quantitative synthesis

(n= 7 )




FHEC RACQI2 IEFLRTOTFPAIL

bDMARD 4:MTXDREZ B WVEERIMTXEE T csDMARD CHIR A+ 0D EE L D& B REMEEH TIRAEHEIC, 3E
TNFREEEROERIEEEFERH ?

FESEEFE  (Certainty assessment) FERNDEH (Summary of findings)
R IEFYAD
#E 1SMM7 2D _ = ZOftho ’ - BEEH
e | o | FoRe | e | o] 2vioom | TR |G

1, non TNFiEH| vs 75t
ACR50 ()38t 7 b/ FIVZIT) (12:8~24:8)

o ROT | waav | maTh | mEATAL | mad 2L s o (344-16.69 Lus ik
BIERICEBEAD L (FUZTT)
i ROT | maTaw | macsw | maesv | gmomat | kL 2 A bR 024 Luts EPN
2, non TNFiB#&l vs MTX/cs
BATER (DAS28<2.6) (7/\8ET +/ +YUZXRT) (16:8~52i8)
e ROT ATy | me® | macee | g 2L e e Ooopa = LS
ACRS50 (7)38t 7 +/ FVZIT) (1658 ~562:8)
- RCT wacae | ot | maTRY | g L s/ o Caven e TN
HAQ (FIUZXRT) (2438 ~5258)
o RGT waCRy | maTaL | mEaTan | maean L 146 132 Conbeod - EON
mTSS (FYUZT) (52
o ROT macae | we® | maeae | g nL 132 410 o0t e Tk
ERGEER 1L FUATS)
. RET | maTAn | maTAw | mache | me mL W g Corimy e Tk
BIERICEBERD L (P15 ET M FIUXTT)
e RCT macny | macne | macne | g AL oy e Car-ag S ik




BT B MRS
H. AHEEDIESDENHY . BEDREMAH D (17=86%)
#3. RRDDGIEFERED LR & TR, THRG LI & MBALGFIR] LRGENHEERI.2ZEATNS

H. BHEEDIESDENHY . BEDREMAH B (1=93%)
#5. B9 TILEADE . RROGWEERREICHRA LAEFN, TRIEERFANDEELNTLS
#6. RRDSIEFERED LR & TR, THRG LI & MEALGE] ERGShLHELERR.262EATLS

EREHER:

1. Nishimoto N et al. Arthritis Rheum 2004;50:1761-9
2. Takeuchi T et al. Mod Rheumatol 2013;23:226-35

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

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

6. Nishimoto N et al. Ann Rheum Dis 2007;66:1162-7
7. Jones G et al. Ann Rheum Dis 2010;69:88-96



EFD RACQ12

JALANTAYE

1, non TNFiEF|vs TS5 R

ACR50 (7427 b/ b X=27) (12:8~2458)

Biologic Comparator Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Nishimgto {TCZ} 2004 6 108 1 53 19.7% 17.50 [2.47,124.23] e —
Takeuchl (ABT} 2013 53 128 4 66 BO3X 6.8 [2.58, 16.08) ——
Total (95% ClI) 237 119 100.0% 8.23 [3.44, 19.65] B
Toml events B9 5
Heterogenehty: Tauw' = 0.00; ChE = .75, df = 1 (P = 0.30); F = 0X Ib.l)l 0!1 1lb 1005
Test for overall effect: Z = 4.74 (P < 0.00001) Favours comparator Favours biologic
BIERIC X 2FFIRIE (U X=27T)
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 F ] 4 53 100.0% 0.24 [0.05, 1.289] ~
Total (95% CI) 109 53 100.0% 0.24 [0.05, 1.29] ——
Total events 2z 4
Hetzrogenelty: Not applicable h t t |
0z 01 1 10 50
Test for overall effect: Z = 1.66 (P = 0.10} Favours biologic Favours comparator
2, non TNFiBi &l vs MTX/csDMARDs
1EAIE1E (DAS28<2.6) (/&€ 7 +/ b2 Y X< 7) (16:8~52:8)
Biologic Comparator Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.51 TCZ
Burmester {Function} 2016 115 202 56 IB7 407X 2.02 [1.53, 2.66] -
Mainl (CHARISMA} 2006 9 52 4 49 180X 2.12 [0.70, 6.44] —_—
Subtotal (95% CI) 344 336 59.7% 2.02 [1.55, 2.64] &
Total events 124 &0
Heterogeneity: Taw® = 0.00; ChE = 0.01, df = 1 (P = 0.93}; F = OX
Test for overall effect: Z = 5.18 (P < 0.00001}
1.5.2 AET
Paul (AVERT} 2015 48 113 52 115 40.3% 0.94 [0.70, 1.26]
Subtotal (95% CI) 113 115 40.3% 0.94 [0.70, 1.26] :
Total events 48 52
Heterogeneity: Not applicable
Test for overall effect: Z = (.42 (P = (.68}
Total (95% CI) 457 451 100.0% 1.50 [0.79, 2.85] e
Total events 172 112
Heterogeneity: Tau® = 00.25; ChE = 14.77, df = 2 (P = 0.0006); F = §6X 'b 0z 051 llb 505
Test for overall effect: Z = 1.23 (P = .22} . . )
Test for subgroup diferences: ChE = 14.36, df = 1 (P = 0.0002), F = 93.0% Favours comparatr. Favours blologlc
ACR50 (77/x2t7 /b U X<27) (16i8~52i8)
Biologic Comparator Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% C| M-H, Random, 95% ClI
1.1.1 TCZ
Jones 2010 127 2BB 95 284 26.9% 1.32 [1.07, 1.63] d
Mainl {CHARISMA} 2006 39 158 14 a9 22.0% 0.86 [0.51, 1.44] ——
Nishimoto (SAMURAL 2007 o6 158 17 148 23.8X 5.20[3.32, B.42] —
Subtotal (95% CI) 605 481 73.6% 1.81 [0.70, 4.72] <l
Total events 262 126
Hewrogenehy: Taw® = 0.67; ChE = 36.27, df = 2 (P < 0.00001); P = 04X
Test for overall effect: Z = 1.22 (P = (.22}
1.1.2 ABT
Paul {AVERT} 2015 62 118 54 116 264X 1.15 [0.89, 1.48] -
Subtotal (95% CI) 116 116 26.4% 1.15 [0.89, 1.49] »
Total events &2 54
Heterogenehty: Not applicable
Test for overall effect: Z = 1.05 (P = (.30}
Total (95% Cl) 721 597 100.0% 1.60 [0.88, 2.91] -
Total events 324 160
Heterogenehy: Tau® = 0.33; ChE = 40.21, df = 3 (P < 0.00001); F = 03X b 01 011 i llb 100=

Test for overall effect: Z = 1.55 (P = (.12}

Test for subgroup differences: ChE = .81, df = 1 {P = 0.37}, F = 0X

Favours comparator Favours biologic



HAQ (k> VU X<7) (2418~ 5 2;8)

log Comp 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 0.7 288 0.5 0.6 264 53.7% -0.20[-0.31,0.09] ——
Nishimoto (SAMURAI 2007  0.31 0.43 158 0.74 058 148 46.3X -0.43 [-0.55,-0.31] ——
Total (95% CI) 446 432 100.0% -0.31[-0.38, -0.23] <&
Heterogenelty: ChE = B.25, df = 1 {P = .004); F = BBX I_1 -dl.5 h 0.’5 1!
Test for overall effect: Z = 7.66 (P < 0.00001} Favours biologic Favours comparator
mTSS (kU X< 7) (52i8)
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 0.26 1.88 275 1.14 43 267 561X -0.88 [-1.44, -0.32] L 3
Nishimoto (SAMURAL 2007 2.3 543 157 &1 1159 143 43.9% -3.80 [-5.88, -1.72] —a—
Total (95% CI) 432 410 100.0% -2.16 [-5.00, 0.68] —oni—
Hetrogeneity: Taw® = 3.66; ChiE = 7.05, df = 1 (P = 0.008); F = BEX 5_10 _15 i 5‘ 105
Test for overall effect: Z = 1.48 (P = 0.14 Favours biologic Favours comparator

BELEER (PR2€7 M/ 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
1.3.1 TCZ
Burmester {Function} 2016 25 202 24 282 35.7% 1.01 [i0.58, 1.72] —i—
Jones 2010 11 2BB B 284 12.BX 1.36 [0.55, 3.32] —_—T
Nishimoto {SAMURAL 2007 28 158 189 148 354X 1.38 [0.81, 2.36] —T
Subtotal (95% CI) 738 714 83.9% 1.20 [0.85, 1.71] -
Total events 64 51

Heterogenelty: Taw® = 0.00; ChiE = (.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 14 116 8 116 161X 1.56 [0.70, 3.45] e

Subtotal (95% CI) 116 116 16.1% 1.56 [0.70, 3.45] —aai——

Total events 14 L]

Heterogenehy: Not applicable

Test for overall effect Z = 1.08 (P = 0.25)

Total (95% CI) 854 830 100.0% 1.25 [0.91, 1.73]

Total events 7B &0

Heterogenelty: Taw® = 0.00; ChEE = 1.08, df = 3 (P = 0.78); £ = 0% b 1 0=2 0=5 i 2 5 10=

Test for overall effect Z = 1.30 (P = 0.17}

Test for subgroup differences: ChE = 0.33, df = 1 (P = 0.56), F = 0% Favours blologlc  Favours comparator

BIERICK ZFRFPIE (P2 ET M Y X=TT)

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 347X 1.56 [0.93, 2.63] T
Jones 2010 11 288 15 284 23.6X 0.72 [0.34, 1.55] —
Mainl {CHARISMA} 2006 14 158 4 49 15.0% 1.08 [0.37, 3.13] -
Nishimoto (SAMURALF 2007 17 158 5 148 17.1% 318 [1.21, B.41] —
Subtotal (95% CI) 897 763  90.4% 1.38 [0.78, 2.42] -
Total events 76 45

Hewrogenehy: Taut = 0.16; ChE = .08, df = 3 (P = 0.11); F = 50X
Test for overall effect: Z = 1.11 (P = 0.27)

1.6.2 ABT

Paul (AVERT} 2015 5 11§ 3 11§ 0.6% 1.67 [0.41, 6.81] A

Subtotal (95% CI) 116 116  9.6% 1.67 [0.41, 6.81] —ei——

Total events 5 3

Heterogenelty: Not applicablke

Test for overall effect: Z = .71 {P = .45}

Total (95% CI) 1013 879 100.0% 1.40 [0.87, 2.26]

Total events .1 48 r

Heterogenehy: Taw® = 0.10; ChP = §.12, df = 4 (P = 0.10); F = 35X Ib.nz 0’.1 i 1'h 50:

Test for overall effect: Z=1.30 (P = (.17}

Test for subgroup diferences: ChE = .06, df = 1 {P = (.81}, F = 0X Favours blologic Favours comparator



EHA RACQI3 XEkEZE (PubMed)

®%EH : 201918258 (%)

No. BRER EEN

#01 |["Arthritis, Rheumatoid/drug therapy"[Majr] 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 ENGLISH[LA]) 814

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

409 #7 AND ("Cochl_'a,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 Con.trolled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR 375
(random*[TIAB] NOT medline[SB]))

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

#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 ((cohortx[TIAB] OR comparative stud*[TIAB] OR follow-up 395
stud*[TIAB]) NOT medline[SB]))

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




BEHFA RACQ13 XEktEFE (Cochrane)

®%EH : 201918258 (%)

No. EE BREHH
#01 ["rheumatoid arthritis":ti 7,726
402 TNFi:ti,.ab,kw OR “TNF biologic":t.i,ab,kw QR Infliximab:ti,abkw OR Adalimumab:ti,ab,kw OR Etanercept:ti,abkw 5125
OR golimumab:ti,abkw OR Certolizumab:ti,ab,kw !
#03 [Methotrexate*:ti,abkw 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




BHA RACQI3 XaEER (EPE)

B®%EA : 2019%18278(8)

No. EEE EEN T
#01 |BAEN Y < F;FEWEE/TH 27,056
402 TEEIEFERFT7IL D 7Y E - BEEWYE/TH or Infliximab/TH or Etanercept/TH or Adalimumab/TH or 14 616
Golimumab/TH or [Certolizumab-Pegol]/TH !
#03 |Methotrexate; ;& & /IFI A/TH 15,762
BA&T 1) < F /Tl and (TNFREE#I/TA or TNFREEZ/TA or TNFaPEE/TAor 41 > 7 1) ¥ < J/TAor
404 Infliximab/TA or 7 & ') Ls< J/TA or Adalimumab/TA or T4 # )L+t 7 k/TA or Etanercept/TAor 3 ') Ls 181
< J/TA or golimumab/TA or )L k') X< TJ/TA or "Certolizumab Pegol"/TA) and (Methotrexate/TA or *
kb b LFH— F/TA or MTX/TA)
#05 |(#1 and #2 and #3) or #4 2,015
#06 |#5 and (DT=2012:2018) 901
#07 |#6and (AR T F V) R/THor VRATITA VI LEa—/THor 8B HA K54 2/TH) 36
#08 [#6and RD=A R 7T V)R BEHAKZ4 ) 0
#09 |#6and (AR T F V) R/TAor VATITA VY LEa—/TAor 8EHA K54 2 /TA) 7
#10 |#7 or #8 or #9 37
#11 [#6 and M ABEZE/TH 124
#12 |#6 and (RD=54 L{bLLLEIERER) 9
413 |6 and (ﬁ)kﬁﬂ%/lA orf@ﬁit.sﬁ/mk or 539“A1l:tt$§§it5ﬁ/=m or %1’F2§.1btt§§§iﬁ%ﬁ/TA or %ﬁl{ﬁ%ﬁﬁﬁ/m or 23
FEUHEEAER/TA or FIHEEER/TA or FIVAEEKER/TA or JELHEKER/TA or BIFEMEER/TA or SUF LEIFFIT/TA)
#14 |(#11 or #12 or #13) not #10 115
#15 |#6 and (EFAEEE/TH or R E T H A > /TH) 230
#16 |#6 and (RD=#3 > & L{LLLEEKER, LEECFRZR) 94
#6 and (JRFIFZE/TA or EZEHIFRZT/TA or EIRATBEMERAZE[/TA or MAEIRAZE/TA or ZHEERERFHE/TA
a7 |OF A48y cTO2 Y MTAor BARFEE/TA or BRERFRZET/TA or ERZZRFZT/TA or BT ZE/TA or R F 37
EHZE/TA or & A B ZFHZE/TA or FEBIXTEBRRZE/TA or Rif[E] E#Z8/TA or 78— FEFZE/TA or B EAFFZE
/TA or BREIRAZE/TA or LLERERZT/TA or ¥ B R A —/\—HFFT/TA)
#18 |(#15 or #16 or #17) not (#10 or #14) 147




EFB RA CQI3 XikEZR7IO—Fv—hk

bDMARD 5

PubMed Cochrane [EmEs Others( )
410 211 153 0
A
Total records identified through Additional records identified through
database searching (n= 774 ) other sources (n= 0 )
Records screened (1st Screening) Records excluded
—_—

(n=

299 )

(n= 475 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 4

* ArticleXPbook MDreview, Rk - 155
- 2R—MAR. FEGIX BIARGE DEREHRE
-FRWER

Full-text articles excluded
with reasons

(n= 295 )

-CQXIRIMR

*Meta analysisldcochranel ZfR %
-E1RHIBR

(n=

Studies included in qualitative synthesis

)

Studies included in quantitative synthesis

(meta—analysis) (n= 2




BHEC RACQI3 NATRADYRY

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

0Nz 5% 7% 100N
[ High risk of blas

] Low risk of blas [ unclear risk of blas

Random seguence generation (selection bias)

Selective reporting (reporting bias)

=3 | Allocation concealment (selection bias)

Schiff 2008

=

@ | @ | Incomplete outcome data (attrition bias)

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

|
@ | @ | Other bias

Welnblam 2013

=gl
=gl




EHD RACQI3 IETURTOT7AIL

bDMARD 5:MTXTHIEAR+5, h0, dEEL EOKEEFEMEEFE THRAEZE(C, MTXICEMUTbDMARD 6T 515
&, JETNFIEEZE (IL-6[AE 2, THIRZB RN RIHAEZE) X, TNFEEEFRELAFAHM ?

= REDEH (Summary of findings)

__ 185320

HEB R I 472D _ %a)ﬂzw NE " kS

HEEMEEM (Certainty assessment)

HRE(CAWVEIETFYATOT7MIL
DAS28-ESR<2.6 R (120 B)
1 Sy A I S N S s “ 29/156 20/165 RR 1.53 _ CLle)
[1] tEs AT AT 237 kY eS| L (18.6%) (12.1% (051 to 2.60) i E:UN
DAS28-CRP<2.3 iZFR (120 8)
1 4 vk S~ N L N Y N ey #1 119/318 113/328 RR1.09 — POOO
[2] SHES 37| et HEIT R BAIThy 3| =L (37.4%) (34.5%) (0.88 to 1.33) 8 E-WN
ACRS50 ZFERL (1210 F)
2 YL IN 2 . o e . sl 218/474 211/493 RR 1.09 _ ®®00
[12] tEs 737 sl eS| 737 ey eS| L (46.0%) (49.8%) (089 t0 1.35) i EIWN
HAQ L& (1200 8)
1 S LE T P L B . BRI s Fo s e~ N — MD -0.01 POOD
] e wacne | wacese | wacne | wacr L 318 328 (-0.02~0) - AR
m-TSS(12hA)
1 U LI STEH 5 P s B P U D N e \ - MD 0.2 POO
2] tEs BT ATy 8737 s ATy L 318 328 (~0.45 ~0.85) . EKR
HEERICLZIEFDIE20A)
2 Su% Lk WE B e s YRS 7 s PESI G 7 s 37| #3 7 24/474 33/493 RR 075 - POO0
[12] e 737 ey 237 ek 237 et JEHEICEEA L .1% 6.7% (039 to 1.45) i EIUN




ERGHFER(120A)

o) TG | maene | owmer | macne | emcmar

=L

47/474
(9.9%)

60/493
(12.2%)

RR 0.78
(0.38 to 1.59)

®000
FEFITIK

HK

#1.95%CIZ TxhBR4E L1 & THRYELFE] ERAShBEERRS12AEENATINS,
0. BETEOESDENVOHY ., PEEQORERNH D EEZ DNB(°=48%),

#3.95%CIIC [HELFE] ERAEINSEERR.75& [HELE] EREINIEERRSL2SOMANEENTLS,

#h. SETEOESDELNHY ., BEDREUNH B LEEZ N B(1°=73%),

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




BEHE RACQI3 7L AMTOVE

DAS28-ESR<2.6 Rk (124 A)

Risk of Blas
AECDETFG

7700070

non-TNFI+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
Schiff Z006 F+) 156 20 163 100.0% 1.533 [0.91, z.60] T
Total (95% CI) 156 165 100.0% 1.53 [0.91, 2.60] -
Total events Fa] 20
' Net bo1 ot ] i 100
Test for overall effect: Z = 1.58 (P = 0.11) Favours TNFI+MTX Favours non-THNF+MTX
Ri £ bi

(A) Random seguence generation (selection blas)

(B) Allocation concealment (selection bias)

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

(E) Incomplete oulcome data (atrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

DAS28-CRP<2.3 ZER (124 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 ABCDEFOG
weinblart 2013 118 3186 113 326 100.0% 1.08 [0.88, 1.33] 7700000
Total (95% CI} 318 328 100.0% 1.09 [0.88, 1.33]
Total events 118 113
Heterogeneity: Not applicable bo1 o1 i T 100
Tast for overall effect: £Z = 0.70 (F = 0.43} 0.0 Tﬂ'F|+MTX HOH_TNE_,_M-,P)?
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 (detectlon blas)
(E) Incomplete outcome data (attrition bias)
(F) 5elective reporting (reporting bias)
(G) Other bias
N o
ACRS0 Em (124 R)
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@
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 k + t d
Test for overall effect: Z = 0.83 (P = 0.41} 0.01 o1 1 10 100

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 Z{tE (124 A)

non-TNFi+MTX

Favours TNFi+MTX Favours non-THNFi+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| ECDEF
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
Test for overall effect: 2 2.EDP = 0.0002)

Risk of bias legend

Al Random seguence 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

-1
Favours

05 oS
non-TNFI+MTX  Favours TNFi+MTX



m-TSS (124 A)

Risk of Bias

ABCD

non-TNFi+MTX TNFi+MTX Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight [V, Random, 95% CI v, 1 95% CI
weinblaw 2013 0.56 3.2z 316 0.38 5 326 1000% 0.20 [-0.45, 0.65] { & O .....
Tnlal (95% €Iy 318 328 1000% 0.20 [-0.45, 0.85] —#

Not
Tlst for overall effect: Z = 0.61 (P = 0.54)

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

AEBRICKHERIFIE (124 8)

=1 -

—0.5 [] 0.5
Favours non-THFi+MTX Favours THNFi+MTX

non-TNFI+MTX TNFI+MTX Risk Ratlo Risk Ratlio Risk
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Randam, 95% CI ABC
Schiff Z00E E] 156 1B 165 47.0% 0.53 [0.24, 1.14] 771@
Weinblaw 2013 is 318 15 328 53.0% 1.03 [0.51, 2.07] Tr®
Total (95% CI) 474 493 100.0% 0.75 [0.39, 1.45]
Tewml events z4
Heterogenelty: Tau* = 0.08; ChF = 1.59, df = 1 (P =0.21) F = 37% b o1 I i 1' 0!
Test for overall effect: Z = 0.85 (P = 0.40) Favours non-TNFI+MTX  Favours TNFI+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

bebe s ==
==
EEGREFESER (257 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] —_— 7700070
Weinblatr 2013 az 318 a0 328 5278 1.10 [0.69, 1.77] TP0
Taotal (95% CI) 474 493 100.0% 0.78 [D.38, 1.59]
Towml events 47
Hewmrogenelty: Tauw® = 0.20; ChF = 3.68, ¢f = 1 {r = 0.06); F = 73% t :

Test for overall effect: £ = 0.60 {F = 0.40}

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

bo1 0.1 i 10 100
Favours non-TNFi+MTX Favours TNFi+MTX



EHA RACQ14 XuktEFEZ (PubMed)

®FH : 2019518258 (%)

No. EEN 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 "rheumlajcoid arthritis“[TI] AND (Tumor Necrosis Fa‘ctor inhibitorx[TIAB] QR TNFi*[TIAB] OR TNF.bioIogic*[TIAB] 3 442
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 ENGLISHI[LA]) 247

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

409 #7 AND ("Cochranlfe Databasle Sys.t Rsv"[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[SBI))

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

#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




BEHFA RACQ14 XEktEFE I (Cochrane)

B®%EA : 2019418278(8)

No. EE BREREH

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

402 “Tumor Necrosis Factor inhibitor”:ti,ab,kw OR TNFix:ti,abkw OR “TNF biologic”:ti,ab,kw OR Infliximab:ti,ab,kw 5 454
OR Etanercept:ti,abkw OR Adalimumab:ti,abkw OR Golimumab:ti,ab,kw OR Certolizumab:ti,ab,kw ’
monotherapy:ti,ab,kw OR “mono therapy”:ti,abkw OR monochemotherapy:ti,abkw 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




EHA RACQI4 XHEER (Eh)

®%EB : 2019€1A278(H)

No. BRER BREREEH

#01 |BEERY) V< F;EWEE/TH 27,056

402 BEEERFT7ILD 75 E - BBEYE/TH or Infliximab/TH or Etanercept/TH or Adalimumab/TH 14616
or Golimumab/TH or [Certolizumab-Pegol]/TH !

#03 [monotherapy/TA or B El/TA or BiJdh/TA 51,838
BEET ) < F /Tl and (BB IBIEEF/TA and [HE/TA) or TNFREEHI/TA or TNFREEZE/TA or TNFafEE

“oa JTA or Infliximab/TA or 4 > 7 1) %< < J/TA or Etanercept/TAor T4 )Lt 7 k/TAor 5747
Adalimumab/TA or 7 & ') s < J/TA or Golimumab/TA or 3'') s J/TA or "Certolizumab-Pegol"/TA or ’
)L k1) X7 T/TA)

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

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

#07 |#6and (A BT FT VUL R/THor VATITA VY LEa—/THor BEHA K54 2 /TH) 3

#08 [#6and RD=A R T F ) IR BEHA K54 V) 0

#09 [#6and (AR T F VI R/TAor VATITA VI LEa—/TAor BEHA K354 2/TA) 0

#10 |#7 or #8 or #9 3

#11 |#6 and " ABRZE/TH 22

#12 |#6 and (RD=54 L{ELLEGEAER) 3
#6 and (S ABZR/TA or BREREAER/TA or T4 LALELERERER/TA or BAE AL LLEREAER/ TA or SEHEEER/TA

#13 |or %;'Il*ﬁgi\i‘%ﬁ/TA or FEINFEFAER/TA or FHEIVAERER/TA or IELERER/TA or RIZEMEER/TA or T4 LE|{F1T 9
/TA

#14 [(#11 or #12 or #13) not #10 22

#15 |#6 and (JEPFRZE4EIE/TH or ERHIAE T A 2 /TH) 34

#16 |#6 and (RD=#T > 4 L{E LLEIEAER, LB B TR) 14
#6 and (EZHZE/TA or EZERIFFTT/TA or EIRATBEMERAZE[/TA or WAERFZE/TA or ZHEERHRTRAE

417 [TAor/S( Oy b 7AT Y b/TAor iZRFAE/TA or BEERIIZE/TA or EREEHAZT/TA or FEETEFZE/TA or s
FZRIZTHT/TA or B AR ETHT/TA or SEHIXTER B IE/TA or BRI EBAF/TA or O 7R— FEFFE/TAor 1B
EREFZT/TA or BREIFFZE/TA or LLESFRZE/TA or U O XA —/N—HFZF/TA)

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




&E$B RACQ14 XEEER7ZO—Fv¥—h

bDMARD 6

PubMed Cochrane Emi Others( )
189 270 37 0

Total records identified through

database searching (n = 496 )

Additional records identified through

other sources (n= 0 )

Records screened (1st Screening)

(n= 206 )

R d luded = ArticleX®bookDreview. ﬁﬁﬁﬂiﬁﬁ
eoonds exelude ERZE. SEI R BB A E DERESHIZE

(n= 290 )

“ak—
Py

Full-text articles assessed for eligibility

(2nd Screening) (n= 3 )

Full-text articles excluded
with reasons

(n= 203 )

*Meta analysis(Ecochranel 2R %

-EEHIRR

Studies included in qualitative synthesis

(n= 3 )

Studies included in quantitative synthesis

(meta—analysis) (n= 2 )

-CQX &R ERX



BEC RACQI4 INATFTARADYRY

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)

Other bias

o

% 50N

7i% 100X

] Low risk of bilas [ 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)

==

. . Other bias




FHED RACQI4 IEFLRTOTF7AIL

bDMARD 6:MTXDMEZ BWFEERIRFR+5, ho, FEEL EOEEEFHEEETIRAEEIC, MTXEGFHETICoDMARD
e 5931548, IETNFIAEZE (IL-6fAF 3, THIRZBIRMERIFERTE) (L, TNFREHEZEE CLEXFHEM?

FERDEH (Summary of findings)

FEEMEE (Certainty assessment)
__ P90

HEM HE 1720 _ 0l y faxt

HEICAWNVZIETYATOT71)b

DAS28-ESR<2.6 ZE K (610 A)
2 SUELLE | N . 7 . 114/347 30/347 RR 3.80 SDOO
[1,2] B AT AT ATy ('AEZ'JM sl (32.9%) (8.6%) (2.62 to 5.51) - 1 LS
ACR50 Rk (600 )
2 SV Lk N wesicreus | Es e 161/347 100/348 RR 1.61 ®B00
[1, 2] = AT | AT | BT Al 2L (46.4%) (28.7%) (132 to 197) - i R
HAQ ZEiEE(60A)
- ‘ - @DDO
1 TRl | maen | waene | o VR 7L 184 185 - oo e . ik
AFERICFDIEF|IFIE (60 A)
) S B LI ‘ N [ 14/347 14/346 RR 1.00 _ ®@®00
2 fd e | maenn | maenn | o L 0% @0 (043 10 2.34) & X
EEGAEERGHA)
2 SUA LE ; N . - R JUE—, 32/346 33/346 RR 0.98 _ ®®00
[1,2] B AT AT AT I TRA sl (9.2%) (9.5%) (0.62 to 1.55) 1 LS

#1. YU T IVEL BA R A DL,
2. 85T ILEM DTN,
#3. 95%CIZ[HEHLFIIREIERGEINDEERR.ISETHALEIL RGSINDIEERRI1.2OW AN EEN TS,

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



&RIE RA CQl4 JALANITOVK

DAS28-ESR<2.6 3ZEFX (65 A)

non-TNFi TMFi Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 952 CI M-H, Random, 952 CI A B C D E F G
Burmester 2017 48 184 13 1B5 41.7% 2.70 [2.13, &.74] —m— [T I T T X J
Gabay 2013 65 163 ir 162 SH.3M 3.B0D [2.33, 5.19] —— L. T T T T Bl
Total (95% CI) 347 347 100.0%% 3.80 [2.62, 5.51] L
Total events 114 30
Heterogeneihty: Tau® = 0.00; ChE = 000, df = 1 (P = 0. 99} F = 0% Ib.l)l D=.1 i llb 100:

Test for overall effect: Z = 7.02Z (P =< 0.00001) Favours THNFi mono Favours non-TMFi mono
Risk of bias legend

LA) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

ACR50 Efk (6HhA)

non-TMNFi TMNFi 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 CDEVFG
Burmester 2017 B4 1Ea 55 1B 54.4% 1.54 [1.17, 2.02] = *>92999® T ®
Gabay 2013 FT 163 a5 163 45 6% 171 [1.27, 2.301 - [ T T T T Bl
Total (952 CI) 347 348 100.0% 1.61 [1.22, 1.97] »
Total events 161 100
Hewrogenehy: Tauw® = 0.00; ChF = 0.2ZB, df = 1 {P = .60} F = OX o1 o1 i ib 55

Test for overall effect: £ = 4 68 (P < 0. 00001} Fawvours TMFi Fawvours non—TMNFi
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 (atrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias



HAQ ZiEE (6mA)

AEERIC

non—THNFI THFi Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Randorm, 95% CI1 A B C DD E F G
Burmester Z017 1 o.7F E T 1.2 oO.7 165 100.0% —O0.r0 [0 .34, —0.06]1 > v @
Total (952 CI) 184 185 100.0% —0.2Z0 [-0.34, —0.06] il
Hete roge neity: Mot applicabbe [y I:II t R
Test for overall effect: £ — 2.74 (F = 0005} Favours ndE—TNFluFauour'-Js_?rNFl
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) Imncomplete outcorme data (atrition bias)
(F) Selective reporting (reporting bias)
G Orther Dias
& HEAFIRIE (6MA)

non-THMNFi THNFi Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Ewents Total Weight M-H, Random, 95% CI M—H, Random, 95% CI A B CDEFOG
Burmester 2017 11 184 13 1B4 E&.4% 0.85 [0.39, 1.84] *0900® T ®
GCabay 2013 3 153 1 152 13.65% Z 0K [D.31, ZE.37] LT T T 1 Nl
Total (952 CI) 247 496 100.0%% 1.00 [0.43, 2.34]
Totml events 14 14

Hetwmrogenelty: Tauw® = 0.06; ChFE = 1 08, df = 1 {P = 0.30);
Test for overall effect: £ = 0.01 {(F = 0.90)

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 outcorme assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

K= 7%

001 01
Fawvours non-TMNFi

1

10 100
Fawvours TMFi



EEGHESR (61 A)

non—TMFi THMFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 952 CI M-H, Randaom, 95% CI
Burmester 2017 a 1Ha 1z 1Ha 30.0% 0.75 [0.32, 1.74]
Gabay 2013 z3 162 21 162 FO .0 1.10 [0.&3, 1.90]
Total (952 CI) 346 346 L100.0%: 0.98 [0.62, 1.55]
Teowml events az a3

Heterogenely: Tau® = 0.00; ChE = 0.55, df = 1 {P = 0.486); F = 0%
Test for overall effect: Z = .10 (P = . 02X}

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 (artrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

001 01
Fawvours non-—TMNFI

1

10 100
Fawvours TMFI



EHA RACQ15 XaktEFEZ (PubMed)

®FH : 2019518258 (%)

No. RER EEN T

#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 inhibitorx[TIAB] OR TNFi*[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*x[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



EHA RACQ15 XEktRFEI (Cochrane)

®%A : 2019418278(8)

No. EE CESin

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

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

#03 [(treat*:ti,abkw AND unsuccessfully:ti,ab,kw) 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



EH#A RACQI5 XHBRFER(EDE

%A : 201918278(8)

No. BRERER BREG
#01 |RB8ENY) O~ F EYEE/TH 27,056
402 EEIEERFT7ILD 7 E - BBE¥E/TH or Infliximab/TH or Etanercept/TH or Adalimumab/TH or 14 616
Golimumab/TH or [Certolizumab-Pegol]/TH !
#03 |EMIEHUIE/TH 87,721
A& ) < F /Tl and ((FEHIEIEE F/TA and FEE/TA) or TNFREEHI/TA or TNFBEEZE/TA or TNFafEE/TA or
4oa |Infliximab/TA or 4 271 X< T/TAor Etanercept/TA or T8 )Lt 7 k/TA or Adalimumab/TAor 7 %' 1) L 165
< J/TA or Golimumab/TA or 1) s J/TA or "Certolizumab-Pegol"/TA or )L k1) X< J/TA) and (EHitE
JTA or THTE/TA or RIS 14E/TA or — REESN/TA or BEIR 5 /TA or JERSZ/TA or IR TR +5/TA)
#05 [(#1 and #2 and #3) or #4 233
#06 |#5 and (DT=2012:2018) 107
#07 [#6and (A2 T7F VL RX/THor VRATITA VY LEa—/THor 8B HAA K54 2 /TH) 0
#08 |#6and (RD=X* 27 F LR BEAA 1) 0
#09 [#6and (A AT TV R/TAor VATITA VI LEa—/TAor 8EHA K54 2/TA) 0
#10 (#7 or #8 or #9 0
#11 |#6 and " ABRZFR/TH 20
#12 |#6 and (RD=J % LAELLLEREAER) 1
413 |#6 and (P ABRZE/TA or BRERELER/TA or S5 LALLLERGHER/TA or MAESLLLEERER/TA or SEIFHEAER/TA or SR 11
ER/TA or SEIHHERER/TA or SBIVAEEER/TA or IELMEIAER/TA or EMHRER/TA or T4 LEITFIF/TA)
#14 ((#11 or #12 or #13) not #10 21
#15 |#6 and (FEFHARYEE/TH or BEMME T H A 2 /TH) 28
#16 |#6and (RD=#5 > 4 L LLEGAER, LLEHAR) 11
#6 and (EFHATE/TA or EERITRZE/TA or EIR AT REMEFAZT[/TA or WA IRFAZL/TA or ZHEEXHEBAZE/TA or /8
417 A0y cFTATY MTAor IBXRFRAE/TA or BRERFATR/TA or EIEHIZT/TA or HEBTEATR/TA or M ZHHF/TA A
or & AR EFAF/TA or E {5 xt BEERZE/TA or Rl EHFZT/TA or 2 7R— HFEZE/TA or :BBRERZE/TA or BTEFHZE
JTA or LLESRRZE/TA or V7 O R A —/\— %% /TA)
#18 |(#15 or #16 or #17) not (#10 or #14) 14

Sheet1

Sheet2



FHB RACQI5 XEiRFEIO—Fv—b

bDMARD 7

PubMed
115 79

Cochrane

B
25

Others( )
0

Total records identified through

database searching (n= 219 )

l

Additional records identified through

other sources (n= 7 )

(n=

83

Records screened (1st Screening)

)

Records excluded

(h= 143 )

* Article ¥°book Mreview. R - 5 5E
IR—MRR . EHI BARGE DBREMRR
W

Full-text articles excluded

Full-text articles assessed for eligibility

(2nd Screening) (n = 2 )

with reasons

(n= 81 )

CQRIN AN
SirukumabZ & A F38 A 41 FAZE L BR

l [F—#2E Toutcome HNESI M ES T

Studies included in qualitative synthesis

(n= 2 )

Studies included in quantitative synthesis

(meta—analysis) (n= 1 )




BE¥C RACQI5 NAFTARADYRY

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 2% sk 7% 100K
] Low risk of blas [ ] Unclear risk of blas [l High risk of blas

Incomplete outcome data (attrition bias)
Selective reporting (reporting bias)

. Blinding of participants and personnel (performance bias)

@ | Blinding of outcome assessment (detection bias)

el

@ | Random sequence generation (selection bias)

@ | Allocation concealment (selection bias)

@ | Other bias

{ottenberg 2016




EH#D RACQI5 TETVARTAT7AMIL

%DMARD 7:INFREEENDIRER+ATHEEL LOEEBEESIEZETIRAEBEIC, IETNFIEFEADUIEZL, thOTNFIEFEREADUIEHACLAFTH
p P

BEHEIE (Cortinty assessment) T
IETVA
Ef% INMTPAD 'Z'OJﬂl’.U) FEEM
aem | Sr | e” | wowe | suse - oo -
HERICAHWNMTIETYATO771)b
EULAR scale response(good or moderate)(6hA)
1 S L e ; R TS - 101/146 76/146 RR 1.33 _ ®®00
[1] =ER el AT | AT ™ 7wl (69.2%) (52.1%) (1.10 to 1.61) (5% X
DAS28-ESR<2.6 3ZR (60 H)
1 S L e TSN PEL G F A . 38/139 26/140 RR 1.47 _ ®®00
[1] =ER = AT | AT ™ 7wl (27.3%) (18.6%) (0.95 to 2.29) (5% X
BEREGEESER(20A)
1 S5 Le e P A TN e 16/146 8/146 RR 2.00 _ @®00
[1] e A AT | AR Gl L (11.0%) (5.5% | (088 to 453) I x
BEEGREEN2DA)
1 S48 Le —_— PR TN i) 43 7/146 10/146 RR 0.70 _ @000
[1] e YEH RA| TV RA Ty FEHIZIRA mL (4.8%) (6.8%) (0.27 to 1.79) FEFITAL X

#H.EMEELRRE. TIOMLHEEDERILICERGBRROHIAENSEN TS (E5H1ERS) o
#2. T IV BAR DD,
#3. 95%Cl [+ HEFI I & RGINDELERR.T5E[H B LR EIE RAGSNLHEERR 12O ANEENTLVS,

nnt.\ 3] #E

1. Gottenberg JE, et al. Jama 2016;316:1172-1180



BEHE RACQ15 J4#LXRF7TOvE

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

Risk of Elas
A BCDETFRG

non-TNFI 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 101 148 76 146 100.0% 1.33[1.10, 1.61]
Total (95% CI) 146 146 100.0% 1.33 [1.10, 1.61] Ld
Toml svents 101 76

Heterogenelty: Not applicable

Ii:l.l:ll 0.1

. 1
Test for overall effect: £ = Z.84 (P = 0.003} Fawvours [2nd TNFil Favours [non-THNFi]

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)

|
100

L LT T T

Risk of Blas
A B CDEFG

non-THNFI 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 (1200 A)

01 1 T 100
Favours [2nd TMFil Favours [non-TNFi]

non-THNFI Znd TMNFI 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.BB, 4.53] T
Total (95% CI) 146 146 100.0% 2.00 [0.88, 4.53] e
Total events 16 B
Heterogenehty: Not applicable [ t |
Test for overall effec: Z = 1.66 (P = (.10) oo1 0.1 100

Favours [non-TNFI] Favours [Znd TNFI]

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

Risk of Blas
A BECDEFG

Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
[ g 2016 7 1la& 10 146 100.0% 0.70 D.27, 1.79]
Total (95% CI) 146 146 100.0% 0.70 [0.27, 1.79]
Totl events ks 10

Hewrogenehy: Not applicable L t

LT I 1T B J

Test for overall effect: Z = 0.75 (P = D.46) br-:?vjf)urs '[)tzltr'l—Terl
Ri £ bi

(M) Random sequence generation (selection blas)

(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

1 100
Favours [2nd TNFI]



EHA RACQI6 XakiEZER (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 ENGLISH[LA]) 686

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

409 #7 AND ("Cochranlfe Databasle Sys.t Rsv"[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 guidelinex[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]

#12 NOT medline[SB])) e

#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[SB]))

#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




EHA RACQ16 XEktRFEI (Cochrane)

No. EEN EEin

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

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

#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




EHA RACQI6 XHBRER(EDE

No. mER EEN T

#01 |BAETY < F;EWEE/TH or (BAER ) 9 < F ;388 /TH and ZEWERE/TH) 27,275

#02 |[H1Y) 9T FH|/THor BBEFREF7IL D 7 E - IREME/TH or "Janus Kinase Inhibitors"/TH 150,728

#03 |#1and #2 and (JE/TA or I 5 HEIRIER/TA or B 1E/TA or IKEE/TA) 1,651
BEERY) < F /Tl and (TNFREEZ/TA or TNFREZEHI/TA or Infliximumab/TAor 4 > 2 1) X< J/TAor
Adalimumab/TA or 7 & ') Ls< J/TA or Etanercept/TA or & 1)L+t 7 k/TA or Golimumab/TAor ') L. J/TA

#04 |or "Certolizumab-Pegol "/TAor £JL 1) X< T « RI)L/TA or Abatacept/TAor 7 /N2t 7 k/TAor 469
Tocilizumab/TA or k1) X< J/TA or Sarilumab/TA or ¥ 1) JLY J/TA or tofacitinib/TAor k7 7 F =T /TAor
baricitinib/TA or /\1) > F = J/TA) and (B =/TA or 5 EIRIER/TA or H1E/TA or {KZ/TA)

#05 [#3 or#4 1,687

#06 |#5 and (DT=2012:2018) 827

#07 [#6and (A AT F V)L X/THor VATIT A4 v LEa2—/THor BEHA K54 2 /TH) 12

#08 [#6and (RD=A R T+ X BEHA KS4 ) 0

#09 [#6and (A AT F VI X/TAor VATRTA VY LEaA—/TAor BEHA 54 2 /TA) 3

#10 |H7 or #8 or #9 12

#11 |#6 and I+ ARRZE/TH 47

#12  |#6 and (RD=54 LAELLEEER) 4

413 |76 and (ST ABRZE/TA or BREREAER/TA or T LAELLBREER/TA or TAEBACLLEGEABR/TA or SEIMEEABR/TA or FIHEAER 15
/TA or FEIAEERER/TA or FEIVIEEAER/TA or JELMHFHER/TA or RIFMEER/TA or FU5 LEIFIF/TA)

#14 |(#11 or #12 or #13) not #10 49

#15 |#6 and (JEEARAFIE/TH or BEMIATR TH A 2 /TH) 141

#16 |#6 and (RD=# 7 > & LIb ELEREAER, L ER T 3T) 79
#6 and (RFEHHZT/TA or FHFHIHTT/TA or EIRATREMERAZE[/TA or WAEIRTAZE/TA or ZHEER BT /TA or /3

17 Oy 7029 MTAor 2ARZAZE/TA or BEERFAZ/TA or EREXHFZ/TA or HEETHAZE/TA or BRI =RFZE/TA or £ 20
2 A EWZE/TA or SEBI X BBEAZZ/TA or BB EBFZE/TA or 3 78— FEFZE/TA or IBINERZE/TA or BTEBFZE/TA or tb
B#ZR/TAor 2 O R4 —/\—HFE/TA)

#18 |(#15 or #16 or #17) not (#10 or #14) 123




EHB RACQI6 X@irzR7O—Fv—h

bDMARD 8
PubMed Cochrane EdE Others( )
447 71 184 0
v
Total records identified through Additional records identified through
database searching (n= 702 ) other sources (n= 4 )

|

|

Records screened (1st Screening)

706 )

(n=

Records excluded

657 )

(n=

Full-text articles assessed for eligibility

(2nd Screening) (n= 49 )

ArticleX>book Dreview, #5455
JR—MRE. FERIT B R A E DBREHR
R

l

Full-text articles excluded
with reasons

(n 36 )

CaQxt &4\ ik
X

Studies included in qualitative synthesis

(n= 13 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 12 )




EEHC RACQI6 TETYRTOT7PAIL

bDMARD 8: TNFIHE R CEMRF I EK BT EEMHMIFUTCIRAEE(IC, EFIDFEEATEEN ?

FESEMEFEE  (Certainty assessment) FERDEH (Summary of findings)

R IE720
Ao B% 720 " 200
b2 w-mr | wmme | Fmw - - mnmmE/Tez | #xe

ERCAVLIETYATAT7MIL
1, TNFiDJE vs TNFiD#ERE
EROHEE (DAS28 <2.6) (52;8)
2 S8 LME e —_— e S . 211/327 186/285 RR 1.01 @00 -
[1,2] G R B G L (64.5%) (65.3%) (0.80-128) I X
B FIE DT (mTSS >0.5) (5258)
2 PN warcre | mmeren | marenn R 2L 39/297 27/256 RR 1.22 cecle) ik
[1,2] HEr A e A A (13.3%) (10.5%) (0.76-1.95) s
HAQ (26 ~5238)
S OPDD
e LT | macene | maone | macene | waonn AL 249 252 (-000~0.19) i o
ERBIER (26~52:8)
5 SU8 Lk S PR R, R 33/562 27/522 RR 1.09 @000 )
[12345] He A AT | WA | R L (5.9%) (5.17%) (0.65-1.82) e— BX
BIfERICLZ K It (52:8)
3 SUSLIE s S e [ . 17/488 14/449 RR 1.07 @000 .
[1,2.4] HER A CECISCAN IRCCISCAN EUE L (3.5%) (3.1%) (0.51-2.24) FEHITAE R
2, TNFiDH Ik vs TNFiD#k#5
EROMIEE (DAS28 <2.6) (28~5238)
6 SV LE TR U SR [T 201/587 372/601 RR 0.56 DOOD '
[1.2.6.89.10] hEn ATV TRAITIRY ATy TRAITRY 7oL (34.2%) (61.9% (0.41-0.75) - PN
BIEI IR DT (mTSS >0.5) (52:8)
3 SU5 LI N, e R, . . 47/264 30/285 RR 1.69 ) .
[1,2,6] HER WA | AR | RATTR TRA L (17.8%) (10.5%) (1.10-2.59) m BX
HAQ (28 ~523@)
4 SV e st | vmgteras | wsisras | vgcra . MD 0.18 POOD )
[1.7.8.9] hEn TRAI TR\ RAITIRY TRAITRy TRAITlRy 7L 835 663 (0.05~0.31) p R
EHEEMA (28~5238)

8 SUSLIE st omg DR e . 85/1168 53/927 RR 1.29 @00 .
1125678910 ~ #E R I A B L (7.3 (5.7%) (082-2.09) I X
BlERICLZ A B (28~5258)

4 S5 Lk LAl L AL L AL o 22/559 15/557 RR 1.46 DO )

[1.2,8.9] tER ATV TRAITRY ATy eGP 7oL (3.9% (2.7%) (0.75-2.84) - [ PN




3, TNFiD# R vs TNFiD#HE

EROMHERE (DAS28 <2.6) (185 A)

1 SUFLIE e | s | vEsieras #5 86/121 47/59 RR 0.89 DDDO '
[1] ER AT AT BRZIT 237 7L 71.1%) (79.7%) (0.75-1.06) - [iPN
PAE B DA T(MTSS 0.5 or >1.0) (1857 A)
2 SUELE | ey - e - R 59/180 32/132 RR 1.45 @00 .
[11,12] B R I e L (32.8%) (24.2%) ©77-273) m X
HAQ (185 A)
1 SUH L e - e N X MD 0.20 ®@®O0 )
[12] ”%ﬁ | maene | macen | maene | s 72l 58 65 (-0.02 ~0.42) 15 R
EREIfEA (185 A)
2 S LE N, N e g R . 36/185 17/132 RR 1.24 ®O00 .
[11.12] HER AT e 37 AT JEa s 2L (19.5%) (12.9%) (0.42-370) — EDN
1. REEEDESDENHY  REGREMNH D18

2. RRDI5S%IEFEXE(CHD ERETRRAY, [$IRLGLIETEALRFIERGENDIBEERRI1.252FA TS,
3 BRARIXDPIZNATRIRINENRINZEN TS =DERS U7 LRIIDER. BT DRI, SME - TIOMLFTEEENDITSAVRELTEIRY)
4. RRDI5%IEFEXM D LRETIRAY. [EBLFIRIE RGN DEERR.ISEMB LB EIERUGSNIEERR1.25OMAEEA TS,

5. U T ILEBEL A RUMEBMN DI
6. RIEEMEDIEEDENHY ., PEEOREMAH D=
1. #8Y VT NENR DL EREERFAHMDEELVTVST8H

EER:

. Smolen JS et al. The Lancet 2013;381:918-29

. Weinblatt ME et al. Arthritis & Rheumatology 2017;69:1937-48
Ibrahim F et al. Rheumatology 2017;56:2004-14

Raffeiner B et al. Clinical and experimental rheumatology 2015;33:63-8
Van Vollenhoven RF et al. Annals of the rheumatic diseases 2016;75:52-8
Yamanaka H et al. Modern rheumatology 2016;26:651-61

Ghiti Moghadam M et al. Arthritis & rheumatology 2016;68:1810-17
Pavelka K et al. Rheumatology international 2017;37:1469-79

Smolen JS et al. The Lancet 2014;383:321-32

10. Chatzidionysiou K et al. RMD open 2016;2:¢000133

11. Van Herwaarden N et al. bmj 2015;350:h1389

12. Fautrel B et al. Annals of the rheumatic diseases 2016;75:59-67

© 0 N n A LN




BHED RACQ16 JALARRTOVE

1. TNFiDJHE vs TNFiOD 5
BREDMFFE (DAS28 <2.6) (52:8)

anti-TNF dose reducti anti-TNF i Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Smolen 2013 {PRESERVE} 121 201 134 201 53.8%  0.90[0.78, 1.05]
Wwelnblat 2017 (C-EARLY} 0 136 52 B4 461X  1.15[0.94, 1.41]
Total (95% CI) 327 285 100.0% 1.01 [0.80, 1.28]
Totml events 211 186
Heterogeneity: Taw' = 0.02; Chi* = 3.69, df = 1 (P = 0.05) F = 73% o o i 15 i
Testfor overall effect: Z = 0.09 (7 = 0.93} Favours continuation Favours dose reduction
Fl ~ 7— N3
BE B IR D HEFT (MTSS >0.5) (5238)
anti-TNF dose reducti anti-TNF Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Smolen 2013 {PRESERVE} 21 184 1] 184 66.9%  1.05[0.59,1.87]
Welnblart 2017 (C-FARLY} 18 113 7 72 331%  1.64[0.72,3.73]
Total (95% CI) 297 256 100.0% 1.22 [0.76, 1.95]
Totl events 39 27
Hewrogenehy: Taw = 0.00; ChE = 0.75, df = 1{P = 0.30); F = 0X 011 0’2 015 1 i !‘. 150

Test for overall effect: Z = 0.81 (P = 0.42)

HAQ (26~5238)

Favours dose reduction Favours continuation

anti-TNF dose reducti 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 47 073 078 50 B.BN  0.02 [H0.29,0.33]

Smolen 2013 {PRESERVE} 08 05 202 05 0.5 202 91.2%  0.10 [0.00, 0.20] ——

Total (95% CI) 249 252 100.0% 0.09 [-0.00, 0.19] -

Heterogenehty: Tau® = 0.00; Chtf = 0.23, df = 1 (P = 0.63); F = OX 3 + } }

.5 -0.25 0.25 0.5
Test for overall effect: 2 = 1.96 (P = 0.05) Favours dose reduction Favours continuation
=y MF2
EERIMEA (26~52:8)
anti-TNF dose reduction  anti-TNF continuation Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI

torahim 2017 (OPTTIRA} 3 47 0 50 3.1% 7.44 [0.35, 140.25] —

Raffeiner 2015 13 158 10 164 416X 1.34 [0.61, 2.87] ——

Smalen 2013 (PRESERVE) 7 202 12 202 317X 056 [0.23, 1.45] —

van Volienhowen 2016 (DOSERA) 1 27 1 23 36X 0.85[0.06, 12.67] EE—

Welnblatt 2017 {C-EARLY)} ] 127 4 B3 201X 147047 482] i

Total (95% CI) 562 522 100.0% 1.09 [0.65, 1.82]

Toml events EX] 27

Heterogenehty: Taw = 0.00; ChF = 4.00, df = 4 {P = 0.41); F = 0X 5005 0’1 i t 20&

Test for overall effect: Z = 0.32 (P = 0.75) Favours dose reduction Favours continuation
= - SET ME3
BIERIZ K HFEHK|IHIE (52:8)

anti-TNF dose reducti anti-TNF Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI

Raffeiner 2015 8 159 5 164 40.1%  1.24[0.39,3.97] —a—

Smolen 2013 {PRESERVE} 4 202 H 202 37.1%  0.57[0.17,1.92] —a

Welnblatt 2017 (C-EARLY} ? 127 2 B3 220K 2.20 [0.49, 10.74] —_—

Total (95% CI) 488 449 100.0% 1.07 [0.51, 2.24]

Totl events 17 14

Hewrogenelty: Taw = 0.00; Chi = 2.01, df = 2{P = 0.37);; F = 1X h w0z 0:1 1 lh 50&

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

Favours dose reduction Favours continuation



2. TNFiD R 1k vs TNFidD ik #55

BRED#HEHEEE (DAS28 <2.6) (28~5238)

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% CI
Chatzkilonyslou 2016 (ADMIRE}: 2 15 13 16 4.2%  0.16[0.04,0.81] e
Pawelia 2017 22 168 55 163 15.5%  0.39[0.25,0.61] -
Smolen 2013 {PRESERVE} 58 187 134 201 20.8%  0.44 [0.35, 0.56] -
Smalen 2014 {OPTIMA) &7 101 80 105 22.5%  0.77 [0.66,0.91] =
Welnblatr 2017 {C-EARLY} 37 78 52 B4 19.6%  0.77[0.57,1.02] =
Yamanaka 2016 (ENCOURAGEY 15 H 1] 32 17.5%  0.61[0.42, 0.89] -
Total (95% CI) 587 601 100.0% 0.56 [0.41, 0.75] *
Totl events 201 arnz
Heterogenety: Taw® = 0.08; ChE' = 25.38, df = 5 (P = 0.0001); F = KOX ? 502 011 v ;

Test for overall effect Z = 3.92 (P < 0.0001)

RAERERER D #E4T(MTSS >0.5) (52:8)

Favours continuation Favours discontinuation

anti-TNF discontinuation  anti-TNF continuation Risk Ratio Risk Ratio
Study or Sub Events Total Events Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Smolen 2013 (PRESERVE} 29 167 0 184 65.1%  1.60[0.94,2.71] —
Wweinblatt 2017 {C-EARLY} 14 74 7 72 25.5% 195 [0.83, 4.54] T
Yamanaka 2016 (ENCOURAGE} 4 23 3 20 04X 166[042,6.77] e I
Total (95% CI) 264 285 100.0% 1.69 [1.10, 2.59] -
Totl events 47 30
Heterogenety: Taw = 0.00; ChE = 0.15, df = Z (P = 0.93); # = 0% o1 oz | : T
Test for overall effecr: = 2.40 (7 = 0.02) Favours discontinuation Favours continuation

M E2
HAQ (28~5258)

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, Randam, 95% CI
Ghitl Moghadam 2016 (POEET) 068 05731 365 0.58 0.5557 183 27.2% 0.10[0.00,0.20] e
Pavelka 2017 LE:] 0.7 168 0.6 0.6 163 23.58  0.30 [0.15, 0.44] —
Smolen 2013 (PRESERVE} 0.5 048 200 0.5 0.5 202 264X 0.30[0.19,0.41] —
Smolen 2014 (OPTIMA} 0.36 0.5 102 0.35 0.5167 105 22.8% 0.03 -0.12,0.18] L —
Total (95% CI) 835 663 100.0%  0.18 [0.05, 0.31] ——
Heterogenehty: Taw' = 0.01; Che = 14,10, df = 3 {F = 0.003); F = 79% -Ci.S -0’25 0_‘:5 01_5

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

EERIERA (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, Random, 95% CI
Chatzidionysiou 2016 (ADMIRE} 3 15 1 16 41N 3.2010.37,27.49] ]
Ghitl Moghadam 2016 (POEET} 34 531 B 266 10.8% 2.20 [1.07, 4.88] =
Pavelka 2017 H 17§ 0 167 2.4% 14.24 [0.82, 247.34] R
Smolen 2013 (PRESERVE} 15 200 12 202 20.5% 1.26 [0.61, 2.63] -
$molen 2014 (OPTIMA) 11 102 12 105 18.4%  0.84 [0.44, 2.04] ——
van Viglienhoven 2016 (DOSERA} 0 23 1 2B 0N 0.3310.01,7.78] —
Weinblatt 2017 {(C-EARLY} [ B1 4 83 10.5% 1.54 [0.45, 5.25] —T
Yamanaka 2016 (ENCOURAGE} L] 40 15 45 213K 0.66[0.33,1.37] T
Total (95% CI) 1168 927 100.0% 1.29 [0.82, 2.03] »
Total events LH] 53
Heterogenehy: Tau® = 0.12; ChE = 10,18, df = 7 (P = 0.18); F = 31% b + { {
001 0.1 10 1000
Testfor overall effect: Z = 1.08 (7 = 0.28) Favours discontinuation Favours continuation
= - SHT ME3
BIERIC & S FEHIHIE (28~5258)
anti-TNF di anti-TNF Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Pavelka 2017 § 176 3 167 23.6% 190 [0.48, 7.47] I
Smolen 2013 (PRESERVE} 5 200 7 202 349% 0720023, 2.24] ——
Smolen 2014 (OPTIMA} 7 102 3 105 25.4%  2.40 [0.64, 9.03] S
Welnblatt 2017 (C-EARLY} 4 B1 2 B3 16.0% 2.05[0.38, 10.88] —
Total (95% CI) 559 557 100.0% 1.46 [0.75, 2.84]
Total everts 22 15
Hewrogenehy: Taw = 0.00; Chtf = 2,33, df = 3 (P = 0.51); F = 0X i o i 1 0

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

Favours discontinuation Favours continuation



3. TNFiOD &R vs TNFioD #k 5
B D FFE (DAS28 <2.6) (184 A)

dose tapering  continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% ClI
van Herwaarden 2015 {DRESS) B 121 47 50 100.0X%  0.58 [0.75, 1.06] —
Total (95% CI) 121 59 100.0% 0.89 [0.75, 1.06] -*-—
Towl events 1] 47
Heterogenelty: Not applicable ! : t t
Test for overall effect Z = 1.30 (P = 0.19) 0.7 0B L2 L5

RS B AR 1R 0D 4T (MTSS >0.5) (184 A)

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 2016 {STRASS) 2 &4 23 71 563X 1.00 [0.68, 1.76]
van Herwaarden 2015 {DRESS} 37 116 9 59 437X 2.00[L0B,4.04 —
Total (95% CI) 180 132 100.0% 1.45 [0.77, 2.73]
Total events 59
Heterogenelty: Tawf = 0.13; ChE = 2.46, df = 1 (P = (.12} F = 50% 052 055 i 2 5
Test for overall effect: Z = 1.15 (P = .25} " .

HAQ (184 H)

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 [10.02,0.42] 1
Total (95% CI) 58 65 100.0% 0.20 [-0.02, 0.42] e —
Heterogenehy: Not applicable _d‘ t ; }
5 .25 025 05
Test for verall effect: Z = 1.60 (P = 0.07) Favours dose tapering Favours continuation
EERIEA (184 A)
dose tapering  continuation Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fautrel 2016 (STRASS} [} G4 10 73 465X (.68 [0.26, 1.78]
van Herwaarden 2015 {DRESS} 30 121 7 50 535X  2.00 [0.08, 4.48]
Total (95% CI) 185 132 100.0% 1.24 [0.42, 3.70]
Total events 36 1

7
Hewrogenehy: Taw' = 0.43; ChE = 3.21, df = 1 (P = 0.07)}; P = 60X
Test for overall effect: Z = 0.30 (P = 0.70)

0.01 J 3

.1 100
Favours dose tapering Favours continuation



EHA RACQ17 Xk #MF (PubMed)

%% H : 201948H22H(K)

No. Y KRR

401 "Arthritis, Rheumatoid/drug therapy"[Majr] OR ("Arthritis, Rheumatoid/therapy"[Majr] AND ("Drug 1172
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 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[TI])

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

412 #7 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR 183
(random*[TIAB] NOT medline[SB]))

13 #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
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BHFA RACQ17 Xk #ZFER (Cochrane)

M%EH : 201988228 (K)

No. BRI 1R R

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

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

#03 |taperingti OR titration*:ti OR spasing:ti OR discontinuk: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 2019 71

#06 |#5 CDSR 1

#07 |#5 CCRCT 70
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BEHA RACQ17 Xak WEX(EFE)

M3 H : 2019FE8H228(K)
No. Y BRI
#01 (BB ¥~ F;EWEE/TH or (B3ET Y 7 ~ F,76%/TH and Y%/ TH) 27,982
#02 |IWY U~ FE/TH or EBIEFRRF 7L 7 7 3ERYE - FHEYE/TH or "Janus Kinase Inhibitors"/TH 154,590
#03 |#1 and #2 and (BLE/TA or Iz 5HFRIER/TA or Fh1k/TA or R3E/TA) 1,727
BER Y 7~ F /Tl and (TNFBEEX/TA or TNFBEZEAI/TA or Infliximumab/TA or 4 > 7 U £ < 7/TA
or Adalimumab/TA or 7% YU L.~ 7 /TA or Etanercept/TA or TX )L 7 k/TA or Golimumab/TA or
so4 =) L= 7 /TA or "Certolizumab-Pegol "/TA or &)L k) X~ 7 - ~T)L/TA or Abatacept/TA or 7 /X 500
%+t 7k /TA or Tocilizumab/TA or kU X< 7 /TA or Sarilumab/TA or % J )L~ 7/TA or
tofacitinib/TA or k7 7 3 F =7 /TA or baricitinib/TA or /X ) > F =7 /TA) and GBLE/TA or FH 5k
MER/TA or HIE/TA or {RZ/TA)
#05 |#3 or #4 1,772
#06 |#5 and (DT=2012:2019) 859
#07 |#6and (A X T7F YT R/THor v R7FXT74 v LEa—/THor ZEHA K74 /TH) 12
#08 |#6and RD=X X7+ U R ZEHAFT14 V) 0
#09 |#6and (A X T F YU R/TAor AT T 4 v LEa—/TAor B8&HAHA KT 4~ /TA) 4
#10 [#7 or #8 or #9 13
#11 |#6 and N AMFZE/TH 47
#12  |#6 and (RD=524 Lk LEEEAER) 4
#13 |6 and (Sr ABRZR/TA or BREREAER/TA or 54 LELLEELER/TA or fRAERLLLEEABR/TA or SEIFEEAER/TA or 16
SEIAEEKER/TA or EIAEGER/TA or FEIVAEGER/TA or JELMEFER/TA or RIFMEER/TA or SUH LEIFIF/TA)
#14  |(#11 or #12 or #13) not #10 49
#15 |#6 and (B REM/TH or BFHIAER TV A > /TH) 143
#16 |#6 and (RD=#7F > & L1V LB GBS LEEITR) 80
#6 and (BFHR/TA or BEHIFTR/TA or EIRATREMERFTR[/TA or XERHFR/TA or LR EAR
17 /TAor/<4 0Oy k70 x7 b/TA or BARFAZE/TA or BRI/ TA or ZRERHIZR/TA or HtRTRFZZ/TA or ”
B ZHIR/TA or AR EHFFR/TA or FEGINTERHFZR/TA or BilA E#F52/TA or 37K — MHFZE/TA or JEFF
7R/ TA or WTEIRFZR/TA or FLERFZR/TA or 7 0 R F —/N—#f5%/TA)
#18 |(#15 or #16 or #17) not (#10 or #14) 126
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bDMARD 9

PubMed Cochrane ErhiE Others( )
479 71 188 0
v
Total records identified through Additional records identified through
database searching (n= 738 ) other sources (n= 0 )
Records screened (1st Screening) Records excluded Article X°bookDreview, 55 - ﬁi
— *OR—MRZE . SEBIR B E L E DEHERE
(n= 738 ) (n= 733 ) R

l

Full-text articles assessed for eligibility

=0
Full-text articles excluded CQxtRIMEHX

with reasons

(2nd Screening) (n= 5 ) (h= 1 )

Studies included in qualitative synthesis

(n= 4 )

Studies included in quantitative synthesis

(meta-analysis) (h= 0 )
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4. Kikuchi J, et al Modern Rheumatology 2017;28:444-51



EHA RACQ18 Xakt#RFE (PubMed)

%% H : 20198 H22H (k)

No. L IRFRFE

401 "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

402 "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*[T1] OR consensus[Tl])

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

#17 #7 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR (random*[TIAB] 183
NOT medline[SB]))

#13 #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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EFA RACQ18 XHktEFER (Cochrane)

®HRA : 2019F8AF22H (K)

No. BmEA R

#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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BHHA RACQ18 XuktEFR (EHEE 2012-2018)

%A : 201988228 (K)
No. Y RERHEL
#01 (BSEO Y v~ F WL/ TH or (BBER Y 7~ F;/A%/TH and E¥#&%/TH) 27,982
#02 |BLY 7= FHI/TH or EEBEEEERF 7L 7 7 3 E - BREWE/TH or "Janus Kinase Inhibitors"/TH 154,590
#03 |#1 and #2 and (BA&/TA or &5 RRRIER/TA or F1E/TA or {KZE/TA) 1,727
BEET Y 7~ F /Tl and (TNFRREZL/TA or TNFEEZEHI/TA or Infliximumab/TA or A > 7 1) &3 < 7/TA or Adalimumab/TA
or 7&Y L~ 7 /TA or Etanercept/TA or T& 3Lt 7 k/TA or Golimumab/TA or IY Li~ 7 /TA or "Certolizumab-
#04 |Pegol "/TAor )L b U X< 7 « ~IJL/TA or Abatacept/TA or 7/X &%+ 7 k /TA or Tocilizumab/TA or kU 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 /XU > F =7 /TA) and
(RLE/TA or 5 ERIER/TA or F1ik/TA or tRk2/TA)
#05 [#3 or #4 1,772
#06 |#5 and (DT=2012:2019) 859
#07 |#6and (XX T7F U R/THor Y AF<T4 v 7L Ea—/THor ZEHA FZ 4~ /TH) 12
#08 |#6and (RD=AXXT7F UL R BEAAF T4 )
#09 [|#6and (A X T7F UL R/TAor YV ATIT A4 v 7L E1—/TAor ZBEAA K74 /TA)
#10 |#7 or #8 or #9 13
#11 |#6 and N AWFFL/TH 47
#12 [#6 and (RD=7 > & LML LLEGHER) 4
413 #6 and (SN ABRER/TA or BRERFER/TA or 7 > & LA LLEEER/TA or SEAERAV ELBGERER/TA or ZEIMEEER/TA or FIMEFER/TA 16
or ZBIAEEER/TA or ZBIVIEEER/TA or FELMHEER/TA or BIEMEER/TA or 7> & LB IF/TA)
#14 |(#11 or #12 or #13) not #10 49
#15 [#6 and (BETRFE/TH or BREMART A > /TH) 143
#16 |#6 and (RD=%#75 > & L1t LLEERER, LU 72) 80
#6 and (EZFHIZT/TA or BFHIFHFR/TA or RIZATREMEMTIT[/TA or AEIRHIZT/TA or ZHERHERAER/TAor /S48y b7
417 A7 N/TA or IBARAZE/TA or BRERFAZT/TA or BB/ TA or MEBTRRZS/TA or # 1A Z7AFT/TA or $2 A A EFFFT/TA or o1
AEST BBRFZT/TA or BB EHFZ2/TA or J7k— MIFZR/TA or :BFMAZE/TA or BIEAIZS/TA or LLERIR/TA or 7 0 R —
N—HR/TA)
#18 |(#15 or #16 or #17) not (#10 or #14) 126
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PubMed  Cochrane ErhiE Others( )
479 71 188 0
v
Total records identified through Additional records identified through
database searching (n= 738 ) other sources (n= 0 )
Records screened (1st Screening) Records excluded *Article¥>bookDreview, ﬁ@%ﬁ-!ﬁ'{%
—_—) *OFR—MAZE . FEBIR BB E S E DEHEHE
(n= 738 ) (n= 731 ) R

l

Full-text articles assessed for eligibility

=0
Full-text articles excluded CQxtRIMEHX

with reasons

(2nd Screening) (n= 7 ) (n= 3 )

Studies included in qualitative synthesis

(n= 4 )

Studies included in quantitative synthesis

(meta-analysis) (h= 0 )
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FREOEH (Summary of findings)
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DAS28-CRPEfZ (ABTRE® 120 A)
077 ABT10mg/ke+MTXIC &Y B LAZ o FEMIZHL , ABTSma/ke~DBBETLVZAARD | op00
! FUILE | smrw | maenn | mae AL 18/50 o0 me (46.6%) ' 75 [$5me/ ke B T50451 118451(36.0%). 10me/ke Bt 58BN 274(46.6%) T 0T, Ff=12 B
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DAS28-CRPHfiZ (ABT = t£48:H)
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DAS28-CRPEf# (ABTH R #24:8)
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(3 4] HRHMR e wAITRY | BTN EnF 2L 1574 - DHE 1L T34 1 164l(47.1%) TH 1=, FI-ABTHEEI TEME LA > 1-FEHI TABTZ D IELI-15E . 5041 BX
' th14fl(28%) C24 B R D ERA MBI, FEHIZE
HROBELLBZMOTY MILOIETYRATOTPII
BHRE ABTRE®R 120 A)
11 ABT10mg/ke+MTXIC &Y BB ELSTEMIHL ., ABTsmg/kg~DBBZITV2ZOARD | 9000
1 S IN - s | maeme |semcma AL 17/50 18/58 MR [ 5me/keBE T5041 0 18451(36.0%), 10mg/kg Bt T58HILh27451(46.6%) TdH 1=, F1=12 5=
[1] HER A | e RS (34.0%) (31.0%) (0.64~189) i)\gfﬂf®§%$l15mg/kgﬁf50ﬁlq’17@](34.0%),10m§/kgﬁ't‘58ﬂ'1’181?](31.0%)&5]% -
.64~1. THo1=0 ==

#1 S5 LIEBT+5,

#2 YT ILE AR MDD,

#3 SBENREINTUEL, HAANIETUF LMESh TV,

#4 RRDISWIEVRE D FRELEBRMNZN TN, [HBLEFIRIERGINIEERR.ISEMELELEILRUSNIEERR1.26ONAEEA TS,

EER

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

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

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



EFXA RACQI9 XmitezRs{ (PubMed)

No. Y R

#1 "arthritis, rheumatoid"[mh] 122,747
(rheumatoid[tiab] OR reumatoid[tiab] OR revmatoid[tiab] OR rheumat*[tiab] OR reumat*[tiab] OR

#2 revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR artrit*[tiab] OR 173,826
diseas*[tiab] OR condition*[tiab] OR nodule*[tiab])

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

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

#5 #1 OR #2 OR #3 OR #4 208,127

46 “CD20 Antibod*"[tiab] or rituximab[tiab] or Mabthera[tiab] or “IDEC-C2B8" [tiab] or “IDECC2B8" 28,080
[tiab] or GP2013[tiab] or Rituxan[tiab] or “anti CD20" [tiab] '
(“randomized controlled trial”[pt] OR “controlled clinical trial”[pt] OR “clinical trial”[pt] OR “drug

e therapy”[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR placebo[tiab] OR 1608787
trial[tiab] OR groups[tiab]) NOT ("case reports"[pt] OR "case report*"[tiab] OR "case series"[tiab]) T
NOT ((animals[mh]) NOT (humans[mh]))

#8 #5 AND #6 AND #7 AND 1900/1/1:2022/6/30[dp] 1,707

®%H

2022/10/13




EHRIA RACQ19 x#Eti&z=z (Cochrane)

No. Gy IR

#1 MeSH descriptor Arthritis, Rheumatoid explode all trees in MeSH products 55
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR

#2 revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab 20,945
OR condition*:ti,ab OR nodule*:ti,ab)

#3 felty*:ti,ab AND syndrome:ti,ab 5

#4 caplan*:ti,ab AND syndrome:ti,ab 0

#5 #1 OR #2 OR #3 OR #4 20,985

#6 MeSH descriptor Rituximab explode all trees in MeSH products 16

. (“CD20 Antibod*” or rituximab or Mabthera or “IDEC C2B8” or GP2013 or Rituxan or anti 5 597
CD20):ti,ab ’

#8 #6 or #7 5609

#9 #5 AND #8 with Publication Year from 1900 to 2022, in Trials 551

®%B  2022/10/13




ERA RACQ19 x@Ette%z (Embase)

No. =y TRFRFER
#1 'rheumatoid arthritis'/exp 243,723
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND
#2 (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) OR 274,416
(felty*:ti,ab AND syndrome:ti,ab) OR (caplan*:tiab AND syndrome:ti,ab)
#3 rituximab/exp 58,210
“abp 798":ti,ab OR abp798:ti,ab OR blitzima:ti,ab “ct p10”:ti,ab OR ctp10:ti,ab OR “gp 2013":ti,ab OR gp2013:ti,ab OR
halpryza:ti,ab OR “hlx 01":ti,ab OR hix01:ti,ab OR “ibi 301":ti,ab OR ibi301:ti,ab OR “idec 102":ti,ab OR “idec c2b8":ti,ab OR
idec102:ti,ab OR idecc2b8:ti,ab OR mabthera:ti,ab OR “mk 8808":ti,ab OR mk8808:ti,ab “monoclonal antibody idec c2b8":ti,ab OR
1 “pf 05280586":ti,ab OR pf 5280586:ti,ab OR pf05280586:ti,ab OR pf5280586:ti,ab OR “r 105":ti,ab OR r105:ti,ab OR reditux:ti,ab 49,931
OR “rg 105":ti,ab OR rgl105:ti,ab OR riabni:ti,ab OR ritemvia:ti,ab OR ritucad:ti,ab OR ritumax:ti,ab OR Rituxan:ti,ab OR “rituximab
abbs”:ti,ab OR “rituximab arrx”:ti,ab OR “rituximab pvvr™:ti,ab OR rituximab-abbs:ti,ab OR rituximab-arrx:ti,ab OR rituximab-
pvvr:ti,ab OR rituxin:ti,ab OR rituzena:ti,ab rixathon:ti,ab OR riximyo:ti,ab OR “ro 452294":ti,ab OR ro452294:ti,ab OR “rtxm
83":ti,ab OR rtxm83:ti,ab OR ruxience:ti,ab OR truxima:ti,ab OR tuxella:ti,ab
#5 #1 AND #2 AND (#3 OR #4) 4,230
#6 'randomized controlled trial'/de 733,552
#7 'controlled clinical trial'/de 438,225
#8 random*:ti,ab,tt 1,843,980
#9 'randomization'/de 95,186
#10 placebo:ti,ab,tt 348,952
#11 compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,974
#12 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR 2580932
comparing:ab OR comparison:ab)
#13 (open NEXT/1 label):ti,ab,tt 100,766
#14 ((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,625
#15 'double blind procedure'/de 200,214
#16 (parallel NEXT/1 group*):ti,ab,tt 30,225
#17 crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,925
13 ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR 130355
patient OR patients OR subject OR subjects OR participant OR participants)):ti,ab,tt '
#19 assigned:ti,ab,tt OR allocated:ti,ab,tt 459,926
#20 (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 429,105
#21 volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,937
#22 'human experiment'/de 597,636
#23 trial:ti,tt 377,995
404 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 5838.800
OR #23
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR
#25 databases)):ti,ab,tt) NOT (‘comparative study'/de OR 'controlled study'/de OR 'randomised controlled"ti,ab,tt OR 'randomized 2,932
controlled"ti,ab,tt OR 'randomly assigned"ti,ab,tt)
#26 'cross - sectional study' NOT ('randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 345,783
'randomised controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt OR 'control group':ti,ab,tt OR 'control groups":ti,ab,tt) '
#27 ‘case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt) 20,281
#28 'systematic review':ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,907
#29 nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,154
#30 'random field*":ti,ab,tt 2,757
#31 ('random cluster' NEAR/4 sampl*):ti,ab,tt 1,589
#32 review:ab AND review:it NOT trial:ti,tt 1,020,304
#33 'we searched’:ab AND (review:ti,tt OR review:it) 44,015
#34 'update review":ab 127
#35 (databases NEAR/5 searched):ab 58,014
(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR
#36 pigs:ti,tt OR piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR 1,176,799
bovine:ti,tt OR monkey:ti,tt OR monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
#37 'animal experiment'/de NOT (‘human experiment'/de OR 'human'/de) 2,469,611
#38 #25 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 4,093,000
#39 #24 NOT #38 5,164,611
#40 [1900-2022]/py 41,995,816
#41 #5 AND #39 AND #40 2,667
#®%B  2022/10/13




EHA RACQ19 @R (EHEE

No. IR TRREL
#1 BEENY 7~ F/TH or B8E3 Y 7~ F/TA or “rheumatoid arthritis”/TA 109,409
i Rituximab/TH or U Y %< =< 7/TA or Rituximab/TA or 1)V ¥4 > /TA or Rituxan/TA or CD20#1{k 13781

/TA or "CD20 antibody"/TA ’
#3 #2 and (DT=1900:2022) 13,781
#4 (X&T7FYUYR/THor YATZT 4 v o LEa—/THor 8FHA KT 4 > /TH) 88,997
#5 RD=XZTF UL RZEHARFTAY) 5,559
#6 (A2TFUTR/TAOr ¥ ATFXT A4 v LEa—/TAor BEHNAL KZ 4>/ TA) 19,693
#7 #3 and #4 322
#8 #3 and #5 24
#9 #3 and #6 82
#10 #3 and #4 and #5 and #6 344
#11 NARZR/TH 139,627
#12 (RD=7 ¥ & LfL LBt ER) 25,635

(NMAWFR/TA or BaERERER/TA or 7 > & LALLLBEER/TA or SE/EALLLEGERER/TA or SIHHER/TA or
#13 £ 11 1BERER/TA or FINERER/TA or £ IVAERER/TA or 3ESMERER/TA or RIZEMRER/TAor 5 > X L 45744

ZIfH/TA)
#14 #3 and #11 847
#15 #3 and #12 7
#16 #3 and #13 366
#17 #14 or #15 or#16 984
#18 #17 not #10 926
#19 #1 and #18 7
®%ZR 2022/10/11




“HB RACQLY XERZ7A—Fv—h

CQ&E= RA CQ19
MEDLINE i
) R CENTRALA % Embasen 5 EREDN D Z DI OBERED O
Wia Pubmed) D> | poro foxcmtit | SELAXEEK | E L ¥ L7
hOBELASEE | TEE e TEE
1707 551 2667 17 0
FEREIRBRAME O XRREL EFEEK Z D OBRIED HFEFE L 7= 3THREK
(n= 4408 ) (n= 594 ) (n= 0 )
2o == v LEXEREK (1st Screening) BRok L 7o STRER
—_—
(n= 87 ) (n= 4321 )
TS % S L 7= 58308 (2nd Screening) BRo L 7= 3ms0Ek
(n= 22 ) (n= 65 )
<FRAEH>
1 cPHEEETEST (h= 19 )
C/CHEEZ R ST (h= 21 )
B A ICHEAANTR /R CTFHAUHERD (n= 22 )
n= 5 3T/ 22 X cOWEEEHET (n= 0 )
- Ongoing study (h= 3 )
l - Publication date#%2022/7/1L0F% (h= 0 )
< (TNFOH)H A K54 22014/2020i= (n= )

ENHREICMR 7R
(n= 5

(meta-analysis)

FTTICHARAENTWS




EHC RACQI9 /N TRMD') A% (DAS28-CRP remission, ACR50 )

Ec:;z:tlon_to_ Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall

1 AMARA 2021  LEF+RTx LEF+PBO DASAcReMNA @ @ @ & : @ @ Low risk

2 DANCER2006 MTX+RTX MTx+PBO ACRs0oeM NA @ @& @ ' ' (v I Some concerns

3 Edwards J 2004 MTX +RTX MTX+PBO ACRS06M 1 ®@ e e ' O @ i sk

4 SCORE2016  MTX+RTX MTx+PBo ACRs06M NA @ @& & & & @

5 SERENE 2010  MTX+RTX MTX+PBO DASACRGM NA @) @ @ + + (1) DI Randomisation process
D2 Deviations from the intended interventions
D3 Missing outcome data

D4 Measurement of the outcome

D5 Selection of the reported result



HHC RACQI9 NATFRADIYARY(AHAQ)

Intention—to—
treat

Unigue ID Study ID

1

2

3

AMARA 2021

Experimental Comparator Outcome
LEF + RTX LEF +PBO AHAQ-DI6M

DANCER 2006 MTX + RTX MTX +PBO AHAQ-DI6M

Edwards J 2004 MTX + RTX MTX + PBO AHAQ-DI6M

SCORE 2016

MTX + RTX MTX + PBO AHAQ-DI6M

NA

XILE
P00 e
XY B
P00 er

s

— |U
3]

-

(@]
<
@
o

®

©)

D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EHD RACQI9 IEFURFATZ7ZAIL(AmTSS)

Intention—to—
treat Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
1 SCORE 2016 MTX + RTX MTX +PBO ATSS_52W NA + + + + + @ +) Low risk

Some concerns

' High risk

D1 Randomisation process

D2 Deviations from the intended interventions
D3 Missing outcome data

D4 Measurement of the outcome

D5 Selection of the reported result



B¥C RACQ19 /N\fFAMD')R% (Serious adverse event)

Intention—to—
treat

Unique ID Study ID

1
2
3

Experimental Comparator Outcome
AMARA 2021 LEF + RTX LEF +PBO SAE_3-6M

DANCER 2006 MTX + RTX MTX +PBO SAE_3-6M
Edwards J 2004 MTX + RTX MTX + PBO SAE_3-6M
SCORE 2016 MTX + RTX MTX + PBO SAE_3-6M

SERENE 2010 MTX + RTX MTX +PBO SAE_3-6M

00006

L L X X X J:
N

OOoOo00:
(R]

OO0 6E
~

— ‘ 5O O
C0-00®

o
<
3
[9]

D1
D2
D3
D4

D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EED RACQIY TEF¥ZX7m77 A4/ Question: RTX compared to placebo for csDMARDs-IR RA

Certainty assessment Ne of patients
. Certainty Importance
Ne of n n 0 A n - . n Relative Absolute
StUdy deSIgn RISk Of blas Other conSIdera“ons (95% CI) (95% CI)
Outcomes used for the recommendation
DAS28 remission (24W)
3 randomised not serious not serious not serious serious? none 59/323 (18.3%) 15/282 (5.3%) RR 3.04 109 more CRITICAL
trials (1.76 to 5.24) per 1,000 @@@O
(from 40 Moderate
more to 226
more)
ACRS50 (24W)
5 randomised serious? not serious not serious serious? none 144/485 (29.7%) 51/444 (11.5%) RR 2.57 180 more CRITICAL
trials (1.92t0 3.44) per 1,000 @ @ O O
(from 106 Low
more to 280
more)
AHAQ_DI (24W)
3 randomised not serious not serious not serious seriouse none 192 147 - MD 0.15 CRITICAL
trials lower @ @ @ O
(0.31 lower to Moderate
0.01 higher)
AmTSS (52W)
1 randomised not serious not serious not serious serious? none 60 63 - MD 1.08 CRITICAL
trials lower @ @ @ O
(1.69 lower to Moderate
0.47 lower)
Serious adverse event (24W)
5 randomised seriouse not serious not serious very seriousf none 72/908 (7.9%) 28/471 (5.9%) RR1.35 21 more per CRITICAL
trials (0.88t0 2.07) 1,000 @OOO
(from 7 fewer Very low
to 64 more)

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

Explanations

a. The total sample size and the total number of the events are small
b. Insufficient blinding of outcome assessors and many missing outcome data affect the results

c. The 95% confidence interval of the mean difference include the minimally important difference of -0.22.

d. The total sample size is small

e. Many missing outcome data affect the results

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




BRE RACQLY 7#L X+ Bvw b

Outcomes used for the recommendation

DAS28 remission (24W)
c¢sDMARDs+RTX1000mg csDMARD+PBO Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
AMARA 2021 26 93 3 47 22.9% 4.38[1.40, 13.73] =
SCORE 2016 17 60 8 63  51.3% 2.23[1.04,4.78] —
SERENE 2010 16 170 4 172 25.8% 4.05[1.38, 11.86] &
Total (95% Cl) 323 282 100.0% 3.04 [1.76, 5.24] el
Total events 59 15

ity 2 = . i2 = = = - 12 = 0 1 1 1 I I
Heterogeneity: Tau? = 0.00; Chi? = 1.35, df =2 (P = 0.51); I = 0% o 02 05 5 M

Test for overall effect: Z = 3.98 (P < 0.0001)

Favours csDMARDs+PBO  Favours csDMARDs+RTX1000

ACR50 (24W)
csDMARDs+RTX1,000mg csDMARDs+PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AMARA 2021 25 93 7 47 147% 1.80[0.84, 3.86] -
DANCER 2006 42 122 16 122 31.7% 2.63[1.56, 4.41] —
Edwards J 2004 17 40 5 40 10.6% 3.40[1.39, 8.33]
SCORE 2016 16 60 7 63  12.8% 2.40[1.06, 5.42]
SERENE 2010 44 170 16 172 30.1% 2.78[1.64,4.73] . —
Total (95% Cl) 485 444 100.0% 2.57[1.92, 3.44] .
Total events 144 51
Het ity: Tau? = 0.00; Chi? = 1.32, df = 4 (P = 0.86); I* = 0% t } t t } t
Te T';Ugene' yII ?fu t:Z=6.34 I P <0.00001 ( ! " 01 02 05 2 ° 10
est for overall effect: Z = 6.34 (P < 0.00001) Favours csDMARDs+PBO  Favours csDMARDs+RTX1,000
AHAQ DI (24W)
csDMARD s+RTX1000mg csDMARDs+PBO Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD Tota Weight IV, Random, 95% CI IV, Random, 95% CI
AMARA 2021 -0.16 0.47 93 016 062 47 35.3% 0.00 [-0.20, 0.20] —_—
Edwards J 2004 -0.6 0.653 3H o -04 0.456 kn) 26.7% -0.20[0.45 0.08] ]
SCORE 2016 -0.44 0.477 GO -019 0.5849 Jx] 38.0% -0.25[-0.44, -0.06] D E—
Total (95% CIy 192 147 100.0%  -0.15[-0.31, 0.01] —— e ——
Heterogeneity: Tau®=0.01; Chi*= 337, df =2 (P=019), 1= 41% + + + I
o B -0.5 -0.25 0 025 ns
Test for overal effect 7=1.83 F = 0.07) Favours csDMARDS+RTX1000  Favours csDMARDs+PBO
AmTSS (52W)
csDMARDs+RTX 1000 csDMARDs+PBO Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD Tota Weight IV, Random, 95% CI IV, Random, 95% CI
SCORE 2016 0.249 0.509 B0 1.37 2404 B3 100.0% -1.08 [-1.69 -0.47]
Total {95% CI) 60 63 100.0% -1.08 [-1.69, -0.47] —=sailii--
Heterogeneity: Mot applicable _54 é g 2‘ 4'
Test for overall effect 7= 3.48 { = 0.0005) Favours csDMARDS+RTX1000  Favours csDMARDs+PBO
Serious adverse event (24W)
csDMARD s+RTX 1000 csDMARDs+PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AMARA 2021 19 93 1 7 101% 9.60[1.33, 69.59] *
DAMNCER 2006 13 192 4 149 224% 2.52[0.84, 7.58] ol
EdwardsJ 2004 3 40 3 40 14.8% 1.00[0.21, 4.66]
SCORE 2016 4 60 5 63 191% 0.84 [0.24, 2.98] =
SERENE 2010 15 170 15 172 336% 1.01 [0.51, 2.00] —
Total (95% CI) 555 471 100.0% 1.50[0.74, 3.05] ——en -
Total events 54 28
Heterogeneity: Tau®= 027, Chi®= 685, df =4 (P=0.14); 7= 42% G 0 t =

Test for averall effect Z=113{F =026

Favours csDMARDS+RTA1000

]
Favours csDMARDs+PBO



&Rl F RA CQ19 Evidence to Decision =—JJL

CQ (No.PICO)

RA CQ19 : csDMARD THIRAT+D THEEL LOERETENEZHE IS RA EFI(C RTX ODHBEITERMN?
2% | csDMARD THREA TN THEEL LOKRETHTEEHE I D RAES

T A : csDMARD+ RTX
$188 : csDMARD + FStz7h

FEVDMAOLA (EX) : EE51ERE(DAS28<2.6) (2438) . ACR50 (2438) . AmTSS (5238) . AHAQ-DI (2438) . EELRBEZESER (24:8)
HER | R DV FE(csDMARD) THRATDOBEE YU DO F(RA)BE (SR U T, B TE RTX OEMHABIZERED 1 DEED, AP TOEACEITT, $RPEWEA - DX NED

BN SZOBERAMZRSNCIDCLRFEETHD

B¥ 1. BE COREMERSIEDN?

O HE5<, LR
O HE5L, @FW
® (I0)

O TFx

O BM51EN

F(RA)BE(CH LT, ERHICE RTX OENHA IR
D 1DERD. SIRPEWEAR - JX bOBRNSTOEAM
ZHSMNCITDCLEFEETHD.

¥R UY—FIEF>VX EMNER
O LR PERE DN FF(csDMARD) THIRA T DBEEI U DY | BAT RTX (FBET DY F (T3 URIREAIN TH DAY

FHCEIRAET ) DOV F(CH UL <RALSNTLDS. KEUD
NFFZFRDHA RSAZ[1]TIE RTIXAFEERESNTLDE
M) EaEEORME Y DY FERE(C RTXEEN AT
STHESINTWD, BHU>)UE V) UEIEMRERDEL
FeATEHUINVFEERESHNETEEMLTED,
SEROBEY DV FAROERKRZIENIT S X T IORER
EETHD. RE. AXRTEEEHYIYFICHT S RTX D
BRAMMTONTVSN BENIERRRINET TR SN
TLVRLY,

BE 2. EXUVLWHMR FHSNBLEFTULVIREEDEEDEDN ?

e

HlI R UY—FIEF>R EMNER
OF oy 24 BE$®D RTX +csDMARD (&, csDMARD &ML T,
O /hEny BRRTIOLELT




O KZFW
O &dxFE
O ISR

1. DAS28<2.63EMX (24 388F) DiEZIRIE 1000 A
=D 109 (40~226) &I, B3R RR 3.04
(1.76~5.24)

2. ACRS0ERRRE (24 B DiExd%hR (& 1000 Adp1zh
180 (106~280) &iENN. 4IRS RR 2.57
(1.92~~3.44)

3. HAQ-DIZ{tE (24 B8 iExdxh=®(d MD —0.15
(-0.31~~0.01)

52 388D RTX +csDMARD (&, csDMARD & DB T,

BERRTVIMHLELT

4. mTSSZAL (5238) DHEI%IERGE MD —1.08
(-1.69~~—0.47)

B 3. EFXUKBVMIR FHSNDZLEF UL RBUVIREEDEEDEDN ?

1 UB—FIEF>R EMHESE
O KEN 24 5B RTX +csDMARD (&, csDMARD &DEEER T,

® BARTIALELT

O M 1. BRQEESSR (24:8K) OiExizhR(d 1000 Adblz

O HIh D 21 (-7~64) &EHN. HEFHHRE RR 1.35 (0.88

O EFES=E ~2.07)

O OB

B¥ 4 TEFORDERYE HRCEAITIEANRTES > ADOHEMEFEDIEEN ?

| Ub—FIEF>XR ENEE
® FEFE (TR BARRT I MALLEEITDINADNREIEECEDTRILD

O & ABEERDIZH. EXRT DI MALADFTIET VAL

O/ DERBEV BERCE] Uk,

O 58

O TR L




B¥ 5. {iEHR ALHTERTDMLAZEDREERT IMNCONWTEERMERMEN(ESDE(EHDN ?

IR

UY—FIEF>X

EMNER
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EHA RACQ20 &%= (PubMed)

No. R BRI

#1 "arthritis, rheumatoid"[mh] 122,747
(rheumatoid[tiab] OR reumatoid[tiab] OR revmatoid[tiab] OR rheumat*[tiab] OR

#2 reumat*[tiab] OR revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] 173,826
OR artrit*[tiab] OR diseas*[tiab] OR condition*[tiab] OR nodule*[tiab])

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

#4 caplan*[tiab] AND syndrome[tiab] 150

#5 #1 OR #2 OR #3 OR #4 208,127

46 “CD20 Antibod*”[tiab] or rituximab[tiab] or Mabthera[tiab] or “IDEC-C2B8” [tiab] or 23,080
“IDECC2BS8” [tiab] or GP2013[tiab] or Rituxan[tiab] or “anti CD20” [tiab] '
(“randomized controlled trial”[pt] OR “controlled clinical trial”[pt] OR “clinical trial”[pt]

e OR “drug therapy”[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR 4608787
placebo[tiab] OR trial[tiab] OR groups[tiab]) NOT ("case reports"[pt] OR "case B
report*"[tiab] OR "case series"[tiab]) NOT ((animals[mh]) NOT (humans[mh]))

#8 #5 AND #6 AND #7 AND 1900/1/1:2022/6/30[dp] 1,707
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BHA RACQ20 xmit&z=, (Cochrane)

No. BB RERHEL

#1 MeSH descriptor Arthritis, Rheumatoid explode all trees in MeSH products 55
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR

#2 reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR 20,945
artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab)

#3 felty*:ti,ab AND syndrome:ti,ab 5

#4 caplan*:ti,ab AND syndrome:ti,ab 0

#5 #1 OR #2 OR #3 OR #4 20,985

#6 MeSH descriptor Rituximab explode all trees in MeSH products 16

47 (“CD20 Antibod*” or rituximab or Mabthera or “IDEC C2B8” or GP2013 or Rituxan or anti 5 597
CD20):ti,ab ’

#8 #6 or #7 5609

#9 #5 AND #8 with Publication Year from 1900 to 2022, in Trials 551
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ERA RACQ20 @Ette%z (Embase)

No. =y TRFRFER
#1 'rheumatoid arthritis'/exp 243,723
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab
#2 OR artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) OR (felty*:ti,ab AND 274,416
syndrome:ti,ab) OR (caplan*:tiab AND syndrome:ti,ab)
#3 rituximab/exp 58,210
“abp 798":ti,ab OR abp798:ti,ab OR blitzima:ti,ab “ct p10”:ti,ab OR ctp10:ti,ab OR “gp 2013":ti,ab OR gp2013:ti,ab OR halpryza:ti,ab
OR “hIx 01":ti,ab OR hIx01:ti,ab OR “ibi 301":ti,ab OR ibi301:ti,ab OR “idec 102":ti,ab OR “idec c2b8”:ti,ab OR idec102:ti,ab OR
idecc2b8:ti,ab OR mabthera:ti,ab OR “mk 8808":ti,ab OR mk8808:ti,ab “monoclonal antibody idec c2b8":ti,ab OR “pf
1 05280586":ti,ab OR pf 5280586:ti,ab OR pf05280586:ti,ab OR pf5280586:ti,ab OR “r 105 :ti,ab OR r105:ti,ab OR reditux:ti,ab OR “rg 49,931
105":ti,ab OR rg105:ti,ab OR riabni:ti,ab OR ritemvia:ti,ab OR ritucad:ti,ab OR ritumax:ti,ab OR Rituxan:ti,ab OR “rituximab
abbs”:ti,ab OR “rituximab arrx":ti,ab OR “rituximab pvvr”:ti,ab OR rituximab-abbs:ti,ab OR rituximab-arrx:ti,ab OR rituximab-
pvvr:ti,ab OR rituxin:ti,ab OR rituzena:ti,ab rixathon:ti,ab OR riximyo:ti,ab OR “ro 452294":ti,ab OR ro452294:ti,ab OR “rtxm
83":ti,ab OR rtxm83:ti,ab OR ruxience:ti,ab OR truxima:ti,ab OR tuxella:ti,ab
#5 #1 AND #2 AND (#3 OR #4) 4,230
#6 'randomized controlled trial'/de 733,552
#7 ‘controlled clinical trial'/de 438,225
#8 random*:ti,ab,tt 1,843,980
#9 'randomization'/de 95,186
#10 placebo:ti,ab,tt 348,952
#11 compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,974
412 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR 2580932
comparing:ab OR comparison:ab)
#13 (open NEXT/1 label):ti,ab,tt 100,766
#14 ((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,625
#15 'double blind procedure'/de 200,214
#16 (parallel NEXT/1 group*):ti,ab,tt 30,225
#17 crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,925
13 ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR 130355
patient OR patients OR subject OR subjects OR participant OR participants)):ti,ab,tt '
#19 assigned:ti,ab,tt OR allocated:ti,ab,tt 459,926
#20 (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 429,105
#21 volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,937
#22 'human experiment'/de 597,636
#23 trial:ti,tt 377,995
404 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR 5838.800
#23
((random* NEXT/1 sampl* NEAR/8 ('cross section*' OR questionnaire* OR survey OR surveys OR database OR
#25 databases)):ti,ab,tt) NOT (‘comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized 2,932
controlled':ti,ab,tt OR 'randomly assigned"ti,ab,tt)
#26 ‘cross - sectional study' NOT (‘'randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 345,783
'randomised controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt OR 'control group':ti,ab,tt OR 'control groups':ti,ab,tt) '
#27 ‘case control*':ti,ab,tt AND random*:ti,ab,tt NOT ('randomised controlled"ti,ab,tt OR 'randomized controlled"ti,ab,tt) 20,281
#28 'systematic review':ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,907
#29 nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,154
#30 'random field*":ti,ab,tt 2,757
#31 ('random cluster' NEAR/4 sampl*):ti,ab,tt 1,589
#32 review:ab AND review:it NOT trial:ti,tt 1,020,304
#33 'we searched:ab AND (review:ti,tt OR review:it) 44,015
#34 'update review':ab 127
#35 (databases NEAR/5 searched):ab 58,014
(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR
#36 pigs:ti,tt OR piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt| 1,176,799
OR monkey:ti,tt OR monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
#37 ‘animal experiment'/de NOT (‘human experiment'/de OR 'human'/de) 2,469,611
#38 #25 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 4,093,000
#39 #24 NOT #38 5,164,611
#40 [1900-2022]/py 41,995,816
#41 #5 AND #39 AND #40 2,667

®%H 2022/10/13




EHA RACQ20 xx#fiez=l (EEES

No. REE N2
#1 BEETY 7~ F/TH or B8ERY 7 <~ F/TA or “rheumatoid arthritis”/TA 109,409
i Rituximab/TH or 1)/ ¥ <~ 7/TA or Rituximab/TA or U F+4 > /TA or Rituxan/TA or 13781

CD20#11£/TA or "CD20 antibody"/TA '
#3 #2 and (DT=1900:2022) 13,781
#4 (A2T7FIUYR/THor YV RATFIT A4 v LEa—/THor Z8HA K74 /TH) 88,997
#5 (RD=XXTF U RZEHAREZ4 V) 5,659
#6 (A2TFUIR/TAO Y ATIT Ay 7L Ea—/TAor BEHAKFZ 4>/ TA) 19,693
#7 #3 and #4 322
#8 #3 and #5 24
#9 #3 and #6 82
#10 #3 and #4 and #5 and #6 344
#11 BT/ TH 139,627
#12 (RD=7 ¥ & Lt tL B BR) 25,635

(N ABFZR/TA or BRERELER/TA or 7 > & LML ELBGERER/TA or BEAEALLEGER/TA or 2148
#13 RER/TA or 25 || BRER/TA or £ 11 ERER/TA or S5 IVAEER/TA or 3ESMERER/TA or R 45,744

MHERER/TA or 5> & LEIFT/TA)
#14 #3 and #11 847
#15 #3 and #12 7
#16 #3 and #13 366
#17 #14 or #15 or#16 984
#18 #17 not #10 926
#19 #1 and #18 77
®%H 2022/10/11




BFB RACQ20 X@ier7oO—F v — b

PubMed#* 5 CENTRALA & Embases® » EFEEL D Z DDERIEDL O
BE L7300 | BE L7-TRER | 457 L7=XXRER | 578 L 72 30iEk BE L 7= XXEE
1707 551 2667 77 0
B ERBRANME O STEREK B Z OOIERIFED HREE L 7= 3 HkEK
(n= 4390 ) (n= 612 ) (n= 0 )
27— T LXK (1st Screening) BRok L 7= 3CHRER
—_—
(n = 4390 ) (n = 4317 )
TS % 5 L 7= 58K (2nd Screening) Beak L 7=5m308%
(n = 73 ) (n= 71 )
<BRHVEHR >
1 PAREERSET (= 35 )
Cl/CHEEEHET (= 30 )
BHHRE ICHEAANT- TR/ w38 CTHAUNERD (n= 4 )
(h= 1 R/ 2 E39) CONEEEB-ST (h= 1 )
- Ongoing study (h= 1 )

1

ENFEAICIZ TR

(n= 1 )

(meta-analysis)




®HC RACQ20 /A FARMDYRY(ACRS50)

Intention—to—
treat

Unique ID
1

Study ID Experimental
Jonathan, 2004 oral methotrexate (210 mg per week)

Comparator
rituximab (1000 mg on days 1 and 15)

Outcome
ACR50

Wei
NA

D1
D2
D3
D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EHC RACQ20 /SAFARD'ARY(HAQ-DI)

Intention—to—
treat

Unique ID
1

Study ID Experimental
Jonathan, 2004 oral methotrexate (210 mg per week)

Comparator
rituximab (1000 mg on days 1 and 15)

Outcome
HAQ-DI

Wei
NA

D5 Overall

RN )
®

D1
D2
D3
D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



E¥C RACQ20 /AL P AMD'Y X% (SAE, serious infection)

Intention—to—
treat

Unigue ID
1

Study ID
Jonathan, 2004

Experimental

oral methotrexate (210 mg per week)

Comparator
rituximab (1000 mg on days 1 and 15)

Outcome

SAE, serious infections

Weight
NA

D1
1

R

2

-

D1
D2
D3
D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EED RACQ20 T¥F¥X7m77A4/ Question: RTX monotherapy compared to PBO or csDMARDSs for csDMARDs-IR RA

Certainty assessment

el Fed Pl Certainty Importance
o o . . . . . - . . elative solute
ST Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations RTX monotherapy | PBO or csDMARDs (95% CI) (95% Cl)
Outcomes used for the recommendation
6M_ACR50
1 randomised seriousa not serious not serious serious? none 13/40 (32.5%) 5/40 (12.5%) RR 2.60 200 more per CRITICAL
trials (1.02 t0 6.61) 1,000 @@OO
(from 3 more Low
to 701 more)
6M_HAQ-DI
1 randomised serious? not serious not serious serious? none 38 37 - MD 0.4 lower CRITICAL
trials (0.65 lower to @ @ O O
0.15 lower) Low
12M_HAQ-DI
1 randomised serious? not serious not serious serious? none 31 25 - MD 0.2 lower CRITICAL
trials (0.49 lower to @ @ O O
0.09 higher) Low
6M_SAE
1 randomised serious? not serious not serious very seriouse none 2/40 (5.0%) 3/40 (7.5%) RR 0.67 25 fewer per CRITICAL
trials (0.12t03.78) 1,000 @OOO
(from 66 Very low
fewer to 209
more)
12M_SAE
1 randomised serious? not serious not serious very seriouse none 4140 (10.0%) 4140 (10.0%) RR 1.00 0 fewer per CRITICAL
trials (0.27t03.72) 1,000 @OOO
(from 73 Very low
fewer to 272
more)
6M_serious infection
1 randomised seriousa not serious not serious very seriouse none 2/40 (5.0%) 1/40 (2.5%) RR 2.00 25 more per CRITICAL
trials (0.19t0 21.18) 1,000 @OOO
(from 20 Very low
fewer to 505
more)

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

Explanations

a. Insufficient randomization and Insufficient information on interventions

b. The 95% confidence interval of risk ratio include decision thresholds of 1.25

c. The 95% confidence interval of risk ratio include both decision thresholds of 0.75 and 1.25

d. The 95% confidence interval of mean difference include minimally important difference of -0.22
e. The 95% confidence interval of risk ratio include both decision thresholds of 0.75 and 1.25




BEFRE RACQ20 7#L X b7AY b

Outcomes used for the recommendation

6M_ACR50

RTX monotherapy

PBO or csDMARDs

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Tota Weight M-H, Random, 95% CI MH, Random, 95% CI
JC Edwards 2004 13 40 g 40 100.0% 2.601[1.02 6.61]
Total {95% CI) 40 40 100.0% 2.60 [1.02, 6.61] |- —--
Total events 13 |}
"I-'Msterfngenewil Nfoft atPF;JIEaEbIDE1 =0.04 001 01 10 100
est for overall effect Z=2.01 F = 0.04) FPBEO or csDMARDs  FTx monotherapy
6M_HAQ-DI
RTX monotherapy PEBO or csDMARDs Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean SO Total Weight IV, Random, 95% CI IV, Random, 95% CI1
JC Edwards 2004 -0.8 06 | 04 04a 37 1000% -040 065, -0.149]
Tota (95% CI) 38 37 100.0% -0.40 [-0.65,-0.15] —=eoii—
Heterogeneity: Mot applicakle 5_1 —Dlﬁ 0 DI:S 15
Test for twerall effect Z=314 (P = 0.002) Favours RTX  Favours PBO or csDMARDS
12M_HAQ-DI
RTX monotherapy PBO or csDMARDs Mean Difference Mean Difference
Study or Subgroup Mean SO Tota Mean SO Total Weight IV, Random, 95% CI IV, Random, 95% CI
JC Edwards 2004 -0.8 0.6 il -0.3 0.4 25 100.0% -0.20[-0.4%9 0.09 —
Total (95% CI) 31 25 100.0% -0.20 [[0.49, 0.09] —=
Heterogeneity: Mot applicable ' t } 1
Test for averall effact Z=1.36 P =017 i 02 v 0.8 !
’ : : Favours RTH  Favours csDMARDs or PRO
6M_SAE
RTX monotherapy PBO or csDMARDs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
JiC Edwards 2004 2 40 3 40 100.0% 067 [012 3.78]
Total (95% CI) 40 40 100.0% 0.67 [0.12,3.78] ——en
Total events 2 3
Heteogeety e omicale
est for overall effect. Z=0.48 (F = 0.65) Favours RTH  Favours csDMARDs or FBO
12M_SAE
RTX monotherapy PBO or csDMARDs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
JiC Edwards 2004 4 40 4 40 100.0% 1.00[0.27, 3.72]
Total (95% CI) 40 40 100.0% 1.00 [0.27,3.72]
Total events 4 4
Heteogeety e omicale i
est for overall effect. 2= 0.00 (F =1.00) Favours RTx  Favours FBO or csDMARDs
6M_serious infection
RTX monotherapy PBO or csDMARDs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
JiC Edwards 2004 2 40 1 40 100.0% 2000019, 2119
Total (95% CI) 40 40 100.0% 2.00 [0.19, 21.18] — e ——
Total events 2 1
Heterageneity: Mat applicable oo o m o0

Test for aoverall effect: Z =058 (P = 0.56)

. Favours RTx  Favours FBO or csDMARDs



&Rl F RA CQ20 Evidence to Decision =—2JJL

CQ (No.PICO)

RA CQ20 : MTX &1 csDMARD MMEX IRWEIZ(EINRA T+ THEEM LOKREEEEEE I B RA BE(C, RTIX DEEIIRS(EIERMN?
BE  MTX ZED csDMARDs MMEX BRWETZ (IR AR+D THERELU FOEREETSMTEZ2E I D RAEE

T RTX B&l

88 1 FS5tRHd B0\ & csDMARDs

FEVD AL (EX) : ACRS0. HAQ ZILE. EERBEER. EFTIVRIYE
B BEY OV FOREDRESEE MTX THD. BIHTE RTX FEEIUDYFEEEL U THERSNTVSA DAETE. RERRERIN THD. 2023 FRTERNIERENTS
D, RTX OEAFEEN MTX ZE5E csDMARDs MMEX /RW\KTZ(EZIRA+0D72 RA BE(CERANZRET TS L BEAHRECEETH D,

B¥ 1. BE CoOREMERFEN?

O BMS5REN

Ll UY—FIEF>X ENMNER

O LR MY OV FOREDEEBEE MTX THD. DAET | RTX (& BHTIEECEHFOEMFRNEFCRRA+061(C
O HBES5L, LWhx (F. RTX (FRTEFRREANTHD. MTX MMERRVERZF | FERE=NTLS.

O HESL, [FW HRATDRFECRTX DHEREFENBANZIRN T L | KEUIDIYFEZRDHA RSA[1]TIE RTX FEEU>
® (I F. BEETHD. JERREOME U O FBE CRMHNETEAMNMER =N
O &cFEFH T3,

BHUGE V) UEiEREDOBIIEZE I 2ME DY
FEREHREIHESPETEENML TSSO, SBROBEHUITFE
BOERZIEY LT, COREREETHD.

BEE 2. EFXULLVWMR FHSNZLEFZULLVIIREEDEEDEDN ?

O MBS0

6.61)

I UY—FIEF>VX EMEER
OForps) 6 MAKFRD RTX BHFIRF & T SMRE L < (& csDMARDs £

O /hen EDLEERT

® BERRFTIMNALELT

O XKEW 1. ACR50 EmE(6 NHAK)DHEXHRIE. 1000 AHTED

O &FEFH 200 (3~701) A&Ehn, AR EUTRR 2.60 (1.02~




2. HAQ Z1b(6 AR)DIEXdZIRE. —0.4 (—0.65~ —
0.15)
3. HAQ Z1b(12 ' BE)DMEIMEF. —0.2 (—0.49~
0.09)

B 3. EFXUKBVMIR FHISNDZLEF UL RBRUVIIREEDEEDEDN ?

1 UB—FIEF>R EMHESE
O XEW 6 MAR®D RTX EElE, TS51/REL < (E csDMARDs &
O T,
® /&N BARRTIALELT
O HIH 1. ERRBEESSR (6 1A DEXRIRE. 1000 AdHT
O EFS=E D 25 (-66~209) Ai@4. #Hx%EELT RR 0.67
O BB (0.12~3.78)
2. BERRBESR (121 AKF) DigxishR(E. 1000 Adbpiz
DIRRL (—-73~272 A). #HXZHEE LT RR 1.00
(0.27~3.72)
3. ERQRRME (6 0 AR DOEXIRIRE. 1000 AHizhH
25 (—20~505) AMEhN. #ExI%IEE LT RR 2.00 (0.19~
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