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EHA RACQ31 XakiEZFE R (PubMed_2002-2011)

¥ HE 1 201968 14H (%)

No. R IR
#01 |["Arthritis, Rheumatoid/drug therapy"[Mesh] 30,046
402 "Arthritis, Rheumatoid/therapy"[Mesh] AND ("Drug Therapy"[Mesh] OR "Antirheumatic Agents"[Mesh] OR 24,835
"Antirheumatic Agents"[PA]) '
#03 |"Denosumab"[Mesh] OR "RANK Ligand"[Mesh] 7,798
#04 |"rheumatoid arthritis"[TIAB] AND (Denosumab*[TIAB] OR anti-RANKL antibod*[TIAB]) 88
#05 |[((#1 OR #2) AND #3) OR #4 193
#06 |#5 AND 2002:2011[DP] 83
#07 |#6 AND (JAPANESE[LA] OR ENGLISH[LA]) 80
#08 |#7 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 0
409 #7 AND ("Cochrane Database Syst Rev"[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as 0

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 0
guideline*[TI] OR consensus[Tl])

#11 |#8 OR #9 OR #10 0 [Sheetl

41 #7 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR 1
(random*[TIAB] NOT medline[SB]))

#7 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case

#13 24
control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]))

#14 [(#12 OR #13) NOT #11 24 [Sheet?2
#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 12

stud*[TIAB]) NOT medline[SB]))

#16 |#15 NOT (#11 OR #14) 5 |Sheet3




EHA RACQ31 XaktEZE (PubMed 2012-2018)

¥%H : 2019182580 (%)

No. EEE RBREE

#01 |"Arthritis, Rheumatoid/drug therapy"[Mesh] 29,653

402 "Arthritis, Rheumatoid/therapy"[Mesh] AND ("Drug Therapy"[Mesh] OR "Antirheumatic Agents"[Mesh] 24507
OR "Antirheumatic Agents"[PA]) '

#03 |"Denosumab"[Mesh] OR "RANK Ligand"[Mesh] 7,560

#04 |"rheumatoid arthritis"[TIAB] AND (Denosumab*[TIAB] OR anti-RANKL antibod*[TIAB]) 82

#05 |((#1 OR #2) AND #3) OR #4 184

#06 |#5 AND 2012:2018[DP] 102

#07 |#6 AND (JAPANESE[LA] OR ENGLISH[LA]) 101

#08 |#7 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 0

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

#10 |"Consensus Development Conferences as Topic"[Mesh] OR "Consensus Development Conference"[PT] 0
OR guideline*[TIl] OR consensus[TI])

#11 |#8 OR #9 OR #10 1

410 #7 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR .
(random*[TIAB] NOT medline[SB]))

413 #7 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case 1
control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]))

#14 |(#12 OR #13) NOT #11 12
#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 22
stud*[TIAB]) NOT medline[SB]))

#16 |#15 NOT (#11 OR #14) 17
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Sheet?

Sheet3



AFA RACQ31 XktRFE I (PubMed_2019)

%A 1 201966A21H (%)

No. G EEN LS

#01 "Arthritis, Rheumatoid/drug therapy"[Mesh] 30,101

400 "Arthritis, Rheumatoid/therapy"[Mesh] AND ("Drug Therapy"[Mesh] OR "Antirheumatic Agents"[Mesh] OR 24,884
"Antirheumatic Agents"[PA]) ’

#03 "Denosumab"[Mesh] OR "RANK Ligand"[Mesh] 7,822

#04 "rheumatoid arthritis"[TIAB] AND (Denosumab*[TIAB] OR anti-RANKL antibod*[TIAB]) 89

#05  [((#1 OR #2) AND #3) OR #4 194

#06 #5 AND 2019:2019[DP] 10

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

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

409 #7 AND ("Cochrane Database Syst Rev"[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as Topic"[Mesh] 0
OR "systematic review"[TIAB])
#7 AND ("Practice Guideline"[PT] OR "Practice Guidelines as Topic"[Mesh] OR "Consensus"[Mesh] OR "Consensus

#10 Development Conferences as Topic"[Mesh] OR "Consensus Development Conference"[PT] OR guideline*[TI] OR 0
consensus|[Tl])

#11 #8 OR #9 OR #10 0

1 #7 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR (random*[TIAB] )
NOT medline[SB]))

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

#14  |(#12 OR #13) NOT #11 2
#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 0
medline[SB]))

#16 #15 NOT (#11 OR #14) 0

Sheetl

Sheet?2

Sheet3



EHFA RACQ31 XEktEFE = (Cochrane_2002-2011)

%A 1 2019F6A14H (%)

No. BB R
#01 |"rheumatoid arthritis":ti,ab,kw 13,897
#02 [Denosumab*:ti,ab,kw OR "anti-RANKL antibody":ti,ab,kw 825
#03 |#1 AND #2 44
#04  |#3 with Cochrane Library publication date from Jan 2002 to Dec 2011
#05 |#4 CDSR 4 |Sheetl
#06 |#4 CCRCT
Editorials

Clinical Answers



EFA RACQ31 Xk#&EFE I (Cochrane_2012-2018)

®HRA : 2019F6F148 (&)

No. BB R
#01 |"rheumatoid arthritis":ti,ab,kw 10,180
#02 |Denosumab*:ti,ab,kw OR "anti-RANKL antibody":ti,ab,kw 629
#03 |#1 AND #2 25
#04 |#3 with Cochrane Library publication date from Jan 2012 to Dec 2018 21
#05 |#4 CDSR 0
#06 [#4 CCRCT 21
Editorials

Clinical Answers

Sheetl



BEHFA RACQ31 Xuki&EZEE X (Cochrane_2019)

%A : 2019F6A218 (&)

No. BB R

#01 |"rheumatoid arthritis":ti,ab,kw 13,897

#02 |Denosumab*:ti,ab,kw OR "anti-RANKL antibody":ti,ab,kw 825

#03 |#1 AND #2 44

#04 |#3 with Cochrane Library publication date from Jan 2019 to Dec 2019

#05 |#4 CDSR

#06 [#4 CCRCT 0 |Sheetl
Editorials

Clinical Answers



BRA RACQ31 x@tmzz (Ef:E_2002-2011)

%A 1 2019F6A14H (%)

No. EER R
#01 |"rheumatoid arthritis":ti,ab,kw 13,897
#02 |Denosumab*:ti,ab,kw OR "anti-RANKL antibody":ti,ab,kw 825
#03 |#1 AND #2 44
#04 |#3 with Cochrane Library publication date from Jan 2002 to Dec 2011
#05 |#4 CDSR 4 [Sheetl
#06 |#4 CCRCT
Editorials

Clinical Answers



EHFA RACQ31 Xu#EFEX(EHEE_2012-2018)

%% E : 201918 25H (%)

No. R EEN X
#01 |(BEERY v~ FEYEL/TH 27,056
#02 |BEERY U~ F/TH and (E¥EE/TH or i1 7~ FHI/TH) 23,774
#03 |Denosumab/TH or &2t X F/TH 5,831
#04 [BEETY 7~ F/TA and (Denosumab/TA or 7/ A~ 7 /TA or $tRANKL¥L{E/TA) 136
#05 [((#1 or #2) and #3) or #4 385
#06 [#5 and (DT=2012:2018) 227
#07 [#6and (X 27 F U R/THor Y RATR T4 v L Ea—/THor2&EHA KZ4 > /TH) 8
#08 [#6 and (RD=X X T+ U X ZEAA T4 V) 0
#09 |#6and (XX T7F U R/TAor VAT T4 v LtEa—/TAorZ2EHA KZ4 > /TA) 0
#10 |#7 or #8 or #9 8
#11 |#6 and SN AHFFE/TH 12
#12 |#6 and (RD=7> % LALLLEERER) 0
413 [#6 and (S ABRZR/TA or BRERIHER/TA or T4 LELLEREER/TA or SAE S AL LLEREER/TA or SEIAEEER/TA or SEIFEZAER/TA or 5 A
NABERER/TA or SEIVAREAER/TA or IELMHERER/TA or AFMRER/TA or T LEIFFIT/TA)
#14 |(#11 or #12 or #13) not #10 11
#15 |[#6 and (BFHFZIFME/TH or BFEHIAR T 4 > /TH) 41
#16 |#6 and (RD=%#3 > & LAL LL B ER, LL BRI 2R) 11
#6 and (JEEHIZE/TA or JEHIRRZE/TA or RIFATREMERAEL/TA or WA RWE/TA or BHERILRAE/TA or /Oy TOD YK
#17 |/TA or ZRFAE/TA or BRERTATE/TA or BRERHZE/TA or HMtEITAZE/TA or BRAIZTHZE/TA or RAREHZ/TA or fEFIXTEBEAT/TA 6
or BIMEMZE/TA or A7K—IEFZE/TA or :BERAZE/TA or BREIRFZ/TA or LEERFAZE/TA or YORA—/N\—FFZ/TA)
#18 |(#15 or #16 or #17) not (#10 or #14) 35

Sheet1

Sheet?

Sheet3



BRIA RACQ31 xmitexz (E+:5_2019)

%A 20196 A 14H (%)

No. ‘RN RRFEK
#01 [(BEERY 7~ F;ZEWEEL/TH) and (DT=2019:2019 LA=HAZE) 129
#02 |(BERY v~ F/TH and (EE¥pEEE/TH or YU 7 < F#I/TH)) and (DT=2019:2019) 102
#03 [(Denosumab/TH or B &#ifa2 L EF/TH) and (DT=2019:2019) 40
#04 |(B8ERY 7 <F/TA and (Denosumab/TA or &/ X< 7 /TA or FLIRANKLI1{&/TA)) and (DT=2019:2019) 8
#05 [(((#1 or #2) and #3) or #4) and (DT=2019:2019) 10
#06 |#5and (X2 7F UL R/THor Y RTF< T4 v 2L Ea—/THor BEAA K54 > /TH) 1
#07 |#5and (RD=XZXT7F U X ZEHARKTA ) 0
#08 [#5and (X X T7F UL X/TAor Y AFY T4 v 2L Ea—/TAor BEHA K54 /TA) 1
#09 [#6 or #7 or #8 1
#10 [#5 and NARIZ/TH 0
#11 |#5 and (RD=7 » & L L L EGERER) 0
412 #5 and (S ARFZR/TA or BREREER/TA or 7 > & LML LLEEER/TA or EAEAMLLLEEER/TA or EIMBEER/TA or 1855 0
/TA or ZBIIABFER/TA or FBIVAEEER/TA or IELMEEER/TA or REMEHER/TA or 7 > & LEIFFIT/TA)
#13 [(#10 or #11 or #12) not #9 0
#14 |#5 and (ESBIAEM/TH or BRI RTH A > /TH) 0
#15 |#5 and (RD=#35 v & L LB ER, LB 27)
#5 and (EFHIZE/TA or BFRIFAZL/TA or EIRATREMRRZE]/TA or WA ZHFZR/TA or ZHERIEERFR/TA or /<A
416 Oy 7Bz b/TA or 2ARFAE/TA or BRERIFZS/TA or BIEHIZR/TA or HtRTHIZR/TA or M EHIR/TA or 5 0
M XA/ TA or SEAIXTEBRRFZS/TA or Bimm Z#f%8/TA or I — MAFFZE/TA or :BEMAZE/TA or WrEIAAZT/TA or LLEHT
% /TA or 7 O XA —/R—HF92/TA)
#17 |(#14 or #15 or #16) not (#9 or #13) 0
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Sheet3



EHFB RA CQIIXEREZO—Fv—t
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BHEC RACQ31T IEFRZTOT7AIL

denosumab (EEEEEEH TARAEEICHIRANKLINAE S EIHERN?

FEROEH (Summary of findings)

FEEMEFEM (Certainty assessment) _
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E5EHR
1: Cohen SB et al. Arthritis Rheum 2008; 58: 1299-13009.
2: Takeuchi T et al. Ann Rheum Dis 2016;75:983-990

3: Takeuchi T et al. Ann Rheum Dis 2019;78:899-907



HEHD RACQ31 ZALARNTOYE

DAS28-CRPZ{LE (124 A)

denosumab placebo Mean Difference Mean Difference
Study or Subgrou, Mean SD Total Mean SD Total Weight IV, Fixed, 95% Ci IV, Fixed, 95% CI
Cohen 2008 044 101 69 -06 137 69 0.1% 0.16[-0.24, 0.56]
Takeuchi 2016 -0.87 011 78 -0.83 0.108 81 11.7% -0.04 [-0.07, -0.01]
Takeuchi 2019 -0.79 0.064 201 -0.73 0.064 211 88.2% -0.06[-0.07,-0.05]
Total (95% CI) 348 361 100.0% -0.06 [-0.07, -0.05]
Heterogeneity: Chi# = 2.31, dl =2 (P =0.32); P = 13% I + T + i
-100 =50 0 50 100
Test for overall effect: Z = 9.70 (P < 0.00001) Favours [denosumab] Favours [placebo]
ACR50:ZRL(12H°A)
denosumab placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cohen 2008 6 69 7 73 13.4% 0.91[0.32, 2.56] e
Takeuchi 2016 11 78 18 81 348% 0.63 [0.32, 1.26] —aT
Takeuchi 2019 38 201 27 211 519%  148[0.94,2.33] L
Total (95% CI) 348 365 100.0% 1.11 [0.78, 1.57]
Total events 55 52
Heterogeneity: Chi® = 4.25, df = 2 (P = 0.12); I* = 53% k + 1 + i
Test fi Il effect: Z = 0.58 (P = 0.56 0.01 0.1 100
est for overall effect: Z = 0.58 (P = 0.56) Favours [placebo] Favours [denosumab)
m-TSSIEEST(OUT) (12H )
| b placeb Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Ci M-H, Fixed, 95% CI
Caohen 2008 41 69 30 71 14.8% 1.41[1.01, 1.97]
Takeuchi 2016 60 85 51 88 25.0% 1.22 [0.97, 1.52]
Takeuchi 2019 144 217 121 218 60.2% 1.20 [1.03, 1.39]
Total (95% CI) 37 377 100.0% 1.23 [1.09, 1.39] ¢
Total events 245 202
Heterogeneity: Chi* = 0.76, df = 2 (P = 0.68); I? = 0% 0.01 01 1 10 100

Test for overall effect: Z = 3.46 (P = 0.0005) Favours [placebo] Favours [denosumabl

EELRMFA122A)

der p Risk Ratio Risk Ratio
Study or Su Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cohen 2008 3 A 7 75 23.8% 0.45[0.12, 1.68] —
Takeuchi 2016 4 86 9 88 31.1% 0.45[0.15, 1.42] —
Takeuchi 2019 19 221 13 224 451% 1.48 [0.75, 2.93] T
Total (95% CI) 378 387 100.0% 0.92 [0.55, 1.53] -
Total events 26 29
Heterogeneity: Chi* = 4.47, df = 2 (P = 0.11); I = 55% t t t i
oy ffect'Z-OSS(P(-ON } 0.01 0.1 ° 100
estioroverall efiect. £ = U. =0.74) Favours [denosumab] Favours [placebo]
SharpU's A X2 T7ZEE(12HA)
d b laceb Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Cohen 2008 033 122 69 144 515 71 T.7% -1.11[-2.34, 0.12) B
Takeuchi 2016 027 095 78 099 263 82 31.8% -0.72[-1.33,-0.11] —
Takeuchi 2019 051 209 189 098 243 208 60.5% -047[-0.91, -0.03] —i
Total (95% ClI) 346 361 100.0% -0.60 [-0.94, -0.26] -
Heterogeneity: Chi? = 1.14, df = 2 (P = 0.56); I = 0% y =+ > H 3

Test for overall effect: Z=3.43 (P =

0.0008)

Favours [denosmab]

Favours [placebo]



EFXA RACQ32 XmiRERs{ (PubMed)

No. IRER BRI

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

#2 OR 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

#6 “biosimilar pharmaceuticals”[mh] OR biosimilar*[tiab] 5,046
(“randomized controlled trial”[pt] OR “controlled clinical trial”[pt] OR “clinical trial”[pt] OR “drug

p therapy”[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR placebo[tiab] OR 1614723
trial[tiab] OR groups[tiab]) NOT ("case reports"[pt] OR "case report*"[tiab] OR "case T
series"[tiab]) NOT (animals[mh] NOT humans[mh])

#8 1900/1/1:2022/6/30[DP] 34,278,918

#9 #5 AND #6 AND #7 AND #8 514

®%H

2022/10/11




EHRIA RACQ32 x#Eii&z=z (Cochrane)

No. TR TRRIEL

#1 [mh "arthritis, rheumatoid"] 6,535
(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 20,945
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 21,780

#6 [mh "biosimilar pharmaceuticals"] OR biosimilar*:ti,ab 1,433

#7 #5 AND #6 374

#8 #8 with Publication Year from 1900 to 2022, in Trials 374

®%R 2022/10/11




ERA RACQ32 @iz, (Embase)

No. [EE= IR
#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) 274,416
OR (felty*:ti,ab AND syndrome:ti,ab) OR (caplan*:ti,ab AND syndrome:ti,ab)
#3 'biosimilar agent'/exp OR biosimilar*:ti,ab 10,709
#4 #1 AND #2 AND #3 1,095
#5 'randomized controlled trial'/de 733,552
#6 'controlled clinical trial'/de 438,225
#7 random*:ti,ab,tt 1,843,980
#8 'randomization'/de 95,186
#9 placebo:ti,ab,tt 348,952
#10 compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,974
411 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab 2 580.932
OR comparing:ab OR comparison:ab)
#12 (open NEXT/1 label):ti,ab,tt 100,766
#13 ((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,625
#14 'double blind procedure'/de 200,214
#15 (parallel NEXT/1 group*):ti,ab,tt 30,225
#16 crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,925
417 ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR 430,355
interventions OR patient OR patients OR subject OR subjects OR participant OR participants)):ti,ab,tt
#18 assigned:ti,ab,tt OR allocated:ti,ab,tt 459,926
#19 (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 429,105
#20 volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,937
#21 'human experiment'/de 597,636
#22 trial:ti,tt 377,995
493 #5 OR #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 5 838,800
#20 OR #21 OR #22
((random* NEXT/1 sampl* NEAR/8 ('cross section*' OR questionnaire* OR survey OR surveys OR database OR
#24 databases)):ti,ab,tt) NOT (‘comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 2,932
'randomized controlled":ti,ab,tt OR 'randomly assigned"ti,ab,tt)
‘cross - sectional study' NOT (‘randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled
#25 study'/de OR 'randomised controlled"ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group':ti,ab,tt OR 'control 345,783
groups':ti,ab,tt)
426 'case control*:ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,281
#27 'systematic review':ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,907
#28 nonrandom#*:ti,ab,tt NOT random*:ti,ab,tt 18,154
#29 ‘'random field*":ti,ab,tt 2,757
#30 (‘'random cluster' NEAR/4 sampl*):ti,ab,tt 1,589
#31 review:ab AND review:it NOT trial:ti,tt 1,020,304
#32 'we searched:ab AND (review:ti,tt OR review:it) 44,015
#33 'update review':ab 127
#34 (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
#35 lambs:ti,tt OR 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 1176799
OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal
experiment'/de
#36 'animal experiment'/de NOT ('human experiment'/de OR 'human'/de) 2,469,611
#37 #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 4,093,000
#38 #23 NOT #37 5,164,611
#39 [1900-2022]/py 41,995,816
#40 #4 AND #38 AND #39 454
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BRIA RACQ32 xmigaHzz (Ed:k

No. IRER BRI
#1 Y w~F/TH or BEIY 7~ F/TA or “rheumatoid arthritis”/TA 109,409
#2 NAF LT —EEFR/TH or /N1 F > 2 Z—/TA or biosimilar/TA or bsDMARD/TA 900
#3 DT=1900:2022 15,068,613
#4 #1 and #2 and #3 171
#5 #hand (X2 T7F VU R/THor Y ATF<RT 4 v 7L Ea—/THor ZBHA KZ 4> /TH) 13
#6 #4 and (RD=XXT7F U R ZEHAEZA) 0
#7 #hand (XX T7F U R/TAor Y RAFIT4v 7L Ea—/TAor BBEHAKZ 4>/ TA)

#8 #5 or #6 or #7 15

#9 #4 and N ARFZR/TH 41

#10 #4 and (RD=7 > & LAL HLBLFER) 2
#4 and (N ABFE/TA or BEEREER/TA or 7 > & LA LLERERER/TA or E(EALLLEER/TA or 5148

#11 FHER/TA or 25 11 1BELER/TA or ZEIIAEEER/TA or B IVIEEER/TA or IELMHERER/TA or RIZE MR 11
/TA or 5 > & LEIfF/TA)

#12 (#9 or #10 or #11) not #8 39

®%ER 2022/10/11
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EHC RACQ32 /XA PARMD'JARY (ACRS50)

Intention—to—

treat Unique ID  Study ID
1 Apsangikar 2018_A
3 Cohen 2017
5 Genovese 2020
7 Burmester 2020
9 LIRA 2019
1" VOLTAIRE-RA 2018
13 Apsangikar 2018_B
15 O'Dell 2016
17 Jamshidi 2017
19 Yoo 2017
21 Park 2018
23 PLANETRA 2013
25 Kay 2022
27 Kay 2021
29 Haridas 2020
31 Strusberg 2021
33 Genovese 2019
35 Liu 2021
37 ASSIST-RA 2017
39 EQUIRA 2018
41 ADMYRA 2020
43 HERA 2016
45 Matsuno 2017
47 NCT02468791 2019
49 AURIEL-RA 2019
51 RADIANCE 2019
53 Matsuno 2019
55 Fleishmann 2018
57 REFLECTIONS B537-02 2018
59 Choe 2015
61 Emery 2015
63 Weinblatt 2018
65 Yamanaka 2019
67 Jani 2015

Experimental
MTX + ADA-BS 40mg/2wk

MTX + ADA-BS 40mg/2wk

MTX + IFX-BS as usual dose
MTX + RTX-BS two 1000 mg/2wk
MTX + IFX-BS as usual dose
MTX + ADA-BS 40mg/2wk

MTX + IFX-BS as usual dose
MTX + ETN-BS 50 mg/wk

MTX + ADA-BS 40mg/2wk

MTX + RTX-BS two 1000 mg/2wk — 24-48wk T2nd courseiBfil

MTX + RTX-BS 1000 mg(wk0, wk2+=wk24, wk 26)
MTX + IFX-BS as usual dose

MTX + IFX-BS as usual dose

MTX + ADA-BS 40mg/2wk

MTX + RTX-BS two 1000 mg/2wk
MTX + ETN-BS 50 mg/wk

MTX + ADA-BS 40mg/2wk

MTX + IFX-BS as usual dose

MTX + RTX-BS 1000 mg(wk0, wk22nd course)
MTX + ETN-BS 50 mg/wk

MTX + ADA-BS 40mg/2wk

MTX + ETN-BS 25 mg twice/wk
MTX + ETN-BS 50 mg/wk

MTX + RTX-BS two 1000 mg/2wk
MTX + ADA-BS 40mg/2wk

MTX + IFX-BS as usual dose
MTX + IFX-BS as usual dose
MTX + ADA-BS 40mg/2wk

MTX + IFX-BS as usual dose
MTX + IFX-BS as usual dose
MTX + ETN-BS 50 mg/wk

MTX + ADA-BS 40mg/2wk

MTX + ETN-BS 50 mg/wk

MTX + ADA-BS 40mg/2wk

Comparator.
MTX + ADA 40mg/2wk

MTX + ADA 40mg/2wk

MTX + IFX as usual dose

MTX + RTX (combined) two 1000 mg/2wk
MTX + IFX as usual dose

MTX + ADA 40mg/2wk

MTX + IFX as usual dose

MTX + ETN 50 mg/wk

MTX + ADA 40mg/2wk

MTX + RTX two 1000 mg/2wk — 24-48wk T2nd course3B

MTX + RTX (combined) 1000 mg(wk0, wk2+=wk24, wk 26)
MTX + IFX as usual dose

MTX + IFX as usual dose

MTX + ADA 40mg/2wk

MTX + RTX (combined) two 1000 mg/2wk
MTX + ETN 50 mg/wk

MTX + ADA 40mg/2wk

MTX + IFX as usual dose

MTX + RTX (combined) 1000 mg(wk0, wk2+2nd course)
MTX + ETN 50 mg/wk

MTX + ADA 40mg/2wk

MTX + ETN 25 mg twice/wk

MTX + ETN 50 mg/wk

MTX + RTX-EU two 1000 mg/2wk

MTX + ADA 40mg/2wk

MTX + IFX as usual dose

MTX + IFX as usual dose

MTX + ADA 40mg/2wk

MTX + IFX as usual dose

MTX + IFX as usual dose

MTX + ETN 50 mg/wk

MTX + ADA 40mg/2wk

MTX + ETN 50 mg/wk

MTX + ADA 40mg/2wk

Outcome

ACRS50
ACRS50
ACRS50
ACRS50
ACR50
ACR20
ACR20
ACR20
ACRS50
ACRS50
ACRS50
ACRS50
ACR20
ACRS50
ACRS50
ACRS50
ACRS50
ACR50
ACRS50
ACRS50
ACRS50
ACRS50
ACRS50
ACRS50
ACRS50
ACRS50
ACRS50
ACRS50
ACRS50
ACR50
ACRS50
ACRS50
ACRS50
ACRS50

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA
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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



H¥HC RACQ32 /AP RAMD') A% (Serious adverse event)

inr:eatntlon_m_ Unique ID Study ID Experimental Comparator Outcome ~ Weight D1 D2 D3 D4 DS  Overall
2 Apsangikar 2018 A MTX + ADA-BS 40mg/ 2wk MTX + ADA 40me/2wk SAE NA r ®@ e e 0 @ Lowrisk
4 Cohen 2017 MTX + ADA-BS 40mg/ 2wk MTX + ADA 40me/2wk SAE NA ' @ @ @ & O ! Some concerns
6 Genovese 2020 MTX + IFX-BS as usual dose MTX + IFX as usual dose SAE NA ' @ @ @ & O @ ienrisk
8 Burmester 2020 MTX + RTX-BS two 1000 me/2wk MTX + RTX (combined) two 1000 me/2wk SAE NA T ® ®@ & 6 O
10 LIRA 2019 MTX + IFX-BS as usual dose MTX + IFX as usual dose SAE NA . . . . . . D1 Randomisation process
12 VOLTAIRE-RA 2018 MTX + ADA-BS 40mg/ 2wk MTX + ADA 40me/2wk SAE NA ® ® ® ® ® @ 02 Deviations from the intended interventions
14 Apsangikar 2018 B MTX + IFX-BS as usual dose MTX + IFX as usual dose SAE NA ® ® ® ® '+ () 03 Missingoutcome data
16 O'Dell 2016 MTX + ETN-BS 50 mg/wk MTX + ETN 50 me/wk SAE NA ' @ @ ® @ @O o¢  Measuement of the outcome
18 Jamshidi 2017 MTX + ADA-BS 40mg/2wk MTX + ADA 40mg/2wk SAE NA . . . . . . D5 Selection of the reported result
20 Yoo 2017 MTX + RTX-BS (al) MTX + RTX Gal) SAE NA r ®@ e e 0
2 Park 2018 MTX + RTX-BS 1000 mg(wk0, wk2£wk24, wk 26)  MTX + RTX (combined) 1000 me(wk0, wk2=:wk24, wk 26) SAE NA r ®@ e e 0
24 PLANETRA 2013 MTX + [FX-BS as usual dose MTX + IFX as usual dose SAE NA r ® e e 0
2 Kay 2022 MTX + [FX-BS as usual dose MTX + IFX as usual dose SAE NA T ® ®© ®© 0 O
28 Kay 2021 MTX + ADA-BS 40mg/ 2wk MTX + ADA 40me/2wk SAE NA ® 6 666 : O
30 Haridas 2020 MTX + RTX-BS two 1000 me/2wk MTX + RTX (combined) two 1000 me/2wk SAE NA r ®@ e e 0
32 Strusherg 2021 MTX + ETN-BS 50 me/wk MTX + ETN 50 me/wk SAE NA r ® @ © O
3 Genovese 2019 MTX + ADA-BS 40mg/ 2wk MTX + ADA 40me/2wk SAE NA ® 6 666 : O
36 Liu 2021 MTX + IFX-BS as usual dose MTX + IFX as usual dose SAE NA . . . . . .
38 ASSIST-RA 2017 MTX + RTX-BS 1000 mg(wk0, wk22nd course) MTX + RTX (combined) 1000 me(wk0, wk2-2nd course) SAE NA r ®@ e e 0
40 EQUIRA 2018 MTX + ETN-BS 50 me/wk MTX + ETN 50 me/wk SAE NA r ® e e 0
I ADMYRA 2020 MTX + ADA-BS 40me/ 2wk MTX + ADA 40me/2wk SAE NA r ® e e 0
a4 HERA 2016 MTX + ETN-BS 25 mg twice/wk MTX + ETN 25 mg twice/wk SAE NA ® 6 6 6 : O
a6 Matsuno 2017 MTX + ETN-BS 50 mg/wk MTX + ETN 50 me/wk SAE NA ® 6 6 6 : O
48 NCT02468791 2019 MTX + RTX-BS two 1000 me/2wk MTX + RTX-EU two 1000 me/2wk SAE NA r 9 @ ® ' O
50 AURIEL-RA 2019 MTX + ADA-BS 40mg/ 2wk MTX + ADA 40me/2wk SAE NA ® & 6 6 & G
52 RADIANCE 2019 MTX + IFX-BS as usual dose MTX + IFX as usual dose SAE NA ' @ @ @ O
54 Matsuno 2019 MTX + IFX-BS as usual dose MTX + IFX as usual dose SAE NA . . . . . .
56 Fleishmann 2018 MTX + ADA-BS 40me/2wk MTX + ADA 40me/2wk SAE NA ' @ @ @ O
58 REFLECTIONS B537-02 2018 MTX + IFX-BS as usual dose MTX + IFX as usual dose SAE NA ' @ @ @ O
60 Choe 2015 MTX + IFX-BS as usual dose MTX + IFX as usual dose SAE NA . . . . . .
62 Emery 2015 MTX + ETN-BS 50 mg/wk MTX + ETN 50 me/wk SAE NA ® 6 6 6 : O
64 Weinblatt 2018 MTX + ADA-BS 40me/2wk MTX + ADA 40me/2wk SAE NA ® e e e ' O
66 Yamanaka 2019 MTX + ETN-BS 50 mg/wk MTX + ETN 50 me/wk SAE NA ® 6 666 : O
68 Jani 2015 MTX + ADA-BS 40mg/ 2wk MTX + ADA 40me/2wk SAE NA ® 6 666 : O



BHD RACQ32 —bFrRXFuT 74/ (non-RTX)

Question: Biosimilar for non-RTX compared to Reference Product for csDMARD-IR RA

Certainty assessment Ne of patients Effect
Ne of Other Biosimilar for Reference Relative Absolute Certainty Importance
studies Study design Risk of bias Inconsistency Indirectness Imprecision TS non-RTX Product (95% Cl) (95% Cl)
Outcomes used for the recommendation
ACRS50 (24w)
22 randomised seriousab seriouse not serious not serious none 248915218 (47.7%) | 2436/5283 (46.1%) RR1.02 9 more per 1,000 CRITICAL
trials (0.97 to 1.06) (from 14 fewer to 28 more) @ @ O O
Low
Serious adverse event (24w)
18 randomised not serious not serious not serious seriouse none 194/4762 (4.1%) 213/4749 (4.5%) RR0.92 4 fewer per 1,000 CRITICAL
trials (0.75t0 1.11) (from 11 fewer to 5 more) @ @ @ O
Moderate
Serious infection (24w)
18 randomised not serious not serious not serious very serious? none 62/4759 (1.3%) 64/4746 (1.3%) RR1.01 0 fewer per 1,000 CRITICAL
trials (0.70 to 1.46) (from 4 fewer to 6 more) @ @ O O
Low
Outcomes related to the recommendation
ACR20 (12w)
22 randomised seriousab not serious not serious not serious publication bias 3316/4747 (69.9%) | 3155/4687 (67.3%) RR1.02 13 more per 1,000 CRITICAL
trials strongly suspectede (0.99 to 1.05) (from 7 fewer to 34 more) @ @ OO
Low
ACR20 (24w)
24 randomised seriousab serioush not serious not serious publication bias 4193/5639 (74.4%) | 4076/5667 (71.9%) RR1.01 7 more per 1,000 CRITICAL
trials strongly suspectede (0.99 to 1.04) (from 7 fewer to 29 more) @ O O O
Very low
ACR20 (52w)
1 randomised not serious not serious not serious not serious publication bias 1860/2558 (72.7%) | 1382/2000 (69.1%) RR1.02 14 more per 1,000 CRITICAL
trials strongly suspected¢ (0.99 to 1.06) (from 7 fewer to 41 more) @ @ @ O
Moderate
ACR50 (12w)
20 randomised not serious not serious not serious not serious none 1575/4158 (37.9%) | 1503/4096 (36.7%) RR1.01 4 more per 1,000 CRITICAL
trials (0.96 to 1.07) (from 15 fewer to 26 more) e @ @ @
High
ACR50 (52w)
1 randomised not serious not serious not serious not serious none 1294/2558 (50.6%) 910/2001 (45.5%) RR1.08 36 more per 1,000 CRITICAL
trials (1.02 to 1.15) (from 9 more to 68 more) @ @ @ @
High
ACR70 (12w)
20 randomised not serious not serious not serious not serious none 705/4157 (17.0%) 659/4096 (16.1%) RR 1.04 6 more per 1,000 CRITICAL
trials (0.94 to 1.14) (from 10 fewer to 23 more) @ @ @ @

High

ACRT0 (24w)




Certainty assessment Ne of patients Eﬁect
rtaint) Import;
el Study design Risk of bias Inconsistency Indirectness Imprecision iy (el i e ative Risdliis cerany PR
studies considerations non-RTX Product (95% CI) (95% CI)
randomised seriousab not serious not serious not serious none 1352/5319 (25.4%) | 1323/5335 (24.8%) RR0.99 2 fewer per 1,000 CRITICAL
trials (0.93 to 1.06) (from 17 fewer to 15 more) @ @ @ O
Moderate
ACRT70 (52w)
1 randomised not serious not serious not serious not serious none 794/2558 (31.0%) 547/2001 (27.3%) RR1.1 27 more per 1,000 CRITICAL
trials (1.0t0 1.2) (from O fewer to 55 more) @ @ @ @
High
Boolean remission (12w)
8 randomised not serious not serious not serious seriouse none 95/1812 (5.2%) 114/1814 (6.3%) RR0.82 11 fewer per 1,000 CRITICAL
trials (0.63 to 1.08) (from 23 fewer to 5 more) @ @ @ O
Moderate
Boolean remission (24w)
8 randomised not serious not serious not serious not serious none 180/1816 (9.9%) 182/1819 (10.0%) RR0.98 2 fewer per 1,000 CRITICAL
trials (0.81t0 1.19) (from 19 fewer to 19 more) @ @ @ @
High
Boolean remission (52w)
5 randomised not serious not serious not serious serious' none 139/1086 (12.8%) 104/953 (10.9%) RR1.16 17 more per 1,000 CRITICAL
trials (0.911t0 1.48) (from 10 fewer to 52 more) @ @ @ O
Moderate
Serious adverse event (12w)
3 randomised not serious not serious not serious very serious? none 231271 (8.5%) 6/141 (4.3%) RR1.37 16 more per 1,000 CRITICAL
trials (0.58 to 3.23) (from 18 fewer to 95 more) e @ O O
Low
Serious adverse event (52w)
" randomised not serious serious' not serious very serious? publication bias 254/2966 (8.6%) 204/2264 (9.0%) RR0.97 3 fewer per 1,000 CRITICAL
trials strongly suspectede (0.73 to 1.30) (from 24 fewer to 27 more) @ O O O
Very low
Discontinuation due to AE (24w)
19 randomised not serious serious! not serious seriouse publication bias 165/4857 (3.4%) 183/5075 (3.6%) RR0.94 2 fewer per 1,000 CRITICAL
trials strongly suspectede (0.74t0 1.21) (from 9 fewer to 8 more) @O OO
Very low

Cl: confidence interval; RR: risk ratio

Explanations

a. Many loss to follow-up affect the result

b. Lack of intention-to-treat analysis in some RCT

c. Variations in the point estimates with moderate heterogeneity (12=28%)

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

f. Variations in the point estimates with moderate heterogeneity (1=59%)

g. asymmetry in funnel plot

h. Variations in the point estimates with moderate heterogeneity (1>=26%)

i. The 95% confidence interval of the risk ratio includes decision threshold of 1.25

j. Variations in the point estimates with moderate heterogeneity (12=18%)




BHD RACQ32 —bFrRFuT7 7/ (RTIX for csDMARD)  Question: Biosimilar for RTX compared to Reference Product for csDMARD-IR RA

Certainty assessment Ne of patients
i Certainty Importance
Ne of . . . . . - . . i Relative Absolute
Study design Risk of bias Other considerations Biosimilar for RTX ] Reference Product (95% Cl) (95% Cl)

Outcomes used for the recommendation

ACRS50 (24w)
2 randomised very seriousac not serious not serious seriousb none 173/380 (45.5%) 208/452 (46.0%) RR0.97 14 fewer per CRITICAL
trials (0.84t0 1.13) 1,000 @OOO
(from 74 fewer Very low
to 60 more)

Serious adverse event (24w)

2 randomised very seriousacd not serious not serious very seriouse none 9/410 (2.2%) 16/494 (3.2%) RR0.78 7 fewer per CRITICAL
trials (0.29 to 2.05) 1,000 @OOO
(from 23 fewer Very low
to 34 more)

Serious infection (24w)

1 randomised very seriousacd not serious not serious very seriouse none 11319 (0.3%) 2/309 (0.6%) RR0.48 3 fewer per CRITICAL
trials (0.04 t0 5.31) 1,000 @OOO
(from 6 fewer Very low
to 28 more)

Outcomes related to the recommendation

ACR20 (12w)
1 randomised very serious? not serious not serious seriousb none 254/298 (85.2%) 2481292 (84.9%) RR 1.00 0 fewer per CRITICAL
trials (0.94 0 1.07) 1,000 @ O O O
(from 51 fewer Very low
to 59 more)
ACR20 (24w)
2 randomised very seriousac not serious not serious seriousb none 295/380 (77.6%) 358/452 (79.2%) RR0.96 32 fewer per CRITICAL
tials (0.87101.07) 1,000 OO0
(from 103 Very low
fewer to 55
more)
ACR50 (12w)
1 randomised very serious? not serious not serious seriousb none 139/298 (46.6%) 139/292 (47.6%) RR0.98 10 fewer per CRITICAL
trials (0.83 t0 1.16) 1,000 @OOO
(from 81 fewer Very low
to 76 more)
ACR70 (12w)
1 randomised very serious? not serious not serious seriousf none 58/298 (19.5%) 53/292 (18.2%) RR1.07 13 more per CRITICAL
trials (0.77 to 1.50) 1,000 @ O O O
(from 42 fewer Very low
to 91 more)
ACR70 (24w)
2 randomised Very seriousac not serious not serious very seriouse none 47/380 (12.4%) 60/452 (13.3%) RR0.98 3 fewer per CRITICAL
trials (0.68 to 1.40) 1,000 @ O O O
(from 42 fewer Very low
to 53 more)




Certainty assessment Ne of patients
. Certainty Importance
Ne of A n n n n e " q et Relative Absolute
Study design Risk of bias Other considerations Biosimilar for RTX | Reference Product (95% Cl) (95% Cl)

Serious adverse event (52w)

1 randomised not serious not serious not serious very seriouse none 3/91(3.3%) 15/185 (8.1%) RR0.41 48 fewer per CRITICAL
trials (0.12t0 1.37) 1,000 @@OO
(from 71 fewer Low
to 30 more)

Discontinuation due to AE (24w)

2 randomised very seriousacd not serious not serious seriousd none 41449 (0.9%) 16/536 (3.0%) RR0.35 19 fewer per CRITICAL
trials (0.11t0 1.07) 1,000 @OOO
(from 27 fewer Very low
to 2 more)

Cl: confidence interval; RR: risk ratio

Explanations

a. Many missing outcome data affect the result

b. The total sample size is small

c. Lack of intention-to-treat analysis in one RCT

d. Insufficient information on interventions

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

g. The 95% confidence interval of the risk ratio includes the decision threshold of 0.75



BHD RACQ32 —bFrRFuT7 7/ (RIX for bDMARD)

Question: Biosimilar for RTX compared to Reference Product for bDMARD-IR RA

Certainty assessment Ne of patients Effect
L Certainty Importance
Ne of . 5 . . 5 o Other Biosimilar for Reference Relative Absolute
StUdy deSIgn piskerties (95% CI) (95% CI)
Outcomes used for the recommendation
ACR50 (24w)
4 randomised very seriousbede not serious not serious serious' none 163/445 (36.6%) | 252/603 (41.8%) RR 0.94 25 fewer per 1,000 CRITICAL
trials (0.81to 1.09) (from 79 fewer to 38 more) @ O O O
Very low
Serious adverse event (24w)
3 randomised not serious not serious not serious very serioush none 221398 (5.5%) 37/597 (6.2%) RR0.87 8 fewer per 1,000 CRITICAL
trials (0.52 to 1.46) (from 30 fewer to 29 more) @ @ O O
Low
Serious infection (24w)
2 randomised not serious not serious not serious very serioush none 41265 (1.5%) 71418 (1.7%) RR 0.95 1 fewer per 1,000 CRITICAL
trials (0.16 to 5.50) (from 14 fewer to 75 more) @ @ O O
Low
Outcomes related to the recommendation
ACR20 (12w)
2 randomised seriousbdeg not serious not serious serious' none 135/224 (60.3%) | 249/357 (69.7%) RR 0.86 98 fewer per 1,000 CRITICAL
trials (0.76 to 0.98) (from 167 fewer to 14 fewer) @@OO
Low
ACR20 (24w)
4 randomised very seriousbede not serious not serious serious' none 289/432 (66.9%) | 393/579 (67.9%) RR1.03 20 more per 1,000 CRITICAL
trials (0.95t0 1.12) (from 34 fewer to 81 more) @ O O O
Very low
ACR20 (52w)
3 randomised very serious? serious' not serious serious! none 2211301 (73.4%) | 237/314 (75.5%) RR1.03 23 more per 1,000 CRITICAL
trials (0.80to 1.31) (from 151 fewer to 234 @OOO
more) Very low
ACR50 (12w)
1 randomised not serious not serious not serious serious? none 37/102 (36.3%) 80/199 (40.2%) RR 0.90 40 fewer per 1,000 CRITICAL
trials (0.66 to 1.23) (from 137 fewer to 92 more) @ @ @ O
Moderate
ACR50 (52w)
3 randomised very seriouse not serious not serious serious' none 153/300 (51.0%) | 158/314 (50.3%) RR1.05 25 more per 1,000 CRITICAL
trials (0.90 to 1.23) (from 50 fewer to 116 more) e O O O
Very low
ACR70 (12w)
1 randomised not serious not serious not serious serious? none 71101 (6.9%) 36/198 (18.2%) RR0.38 113 fewer per 1,000 CRITICAL
trials (0.18 t0 0.83) (from 149 fewer to 31 fewer) @ @ @ O
Moderate




S . Certainty Importance
oo Study design Risk of bias Inconsistency Indirectness Imprecision oy Rty Refelence ED asolite
studies considerations RTX Product (95% CI) (95% Cl)

ACR70 (24w)
4 randomised very seriousbede not serious not serious serious? none 83/446 (18.6%) 129/603 (21.4%) RR0.92 17 fewer per 1,000 CRITICAL
trials (0.73to 1.18) (from 58 fewer to 39 more) @ O O O
Very low
ACR70 (52w)
3 randomised very serious? not serious not serious seriousi none 84/301 (27.9%) 91/315 (28.9%) RR 1.04 12 more per 1,000 CRITICAL
trials (0.77 to 1.41) (from 66 fewer to 118 more) @ O O O
Very low
Boolean remission (24w)
1 randomised very serious? not serious not serious very serioush none 12/155 (7.7%) 22/203 (10.8%) RR0.71 31 fewer per 1,000 CRITICAL
trials (0.36 to 1.40) (from 69 fewer to 43 more) @ O O O
Very low
Boolean remission (52w)
1 randomised very serious?s not serious not serious very serioush none 16/139 (11.5%) 30/193 (15.5%) RR0.74 40 fewer per 1,000 CRITICAL
trials (0.42 to 1.30) (from 90 fewer to 47 more) e O O O
Very low
Serious adverse event (52w)
4 randomised not serious not serious not serious very serioush none 51/500 (10.2%) 64/648 (9.9%) RR 0.96 4 fewer per 1,000 CRITICAL
trials (0.67 to 1.37) (from 33 fewer to 37 more) @ @ O O
Low
Discontinuation due to AE (24w)
3 randomised not serious not serious not serious very serious” none 8/398 (2.0%) 14/597 (2.3%) RR0.88 3 fewer per 1,000 CRITICAL
trials (0.37 to 2.08) (from 15 fewer to 25 more) @ @ O O
Low

Cl: confidence interval; RR: risk ratio

Explanations

a. The 95% confidence interval of the risk ratio includes the decision thresholds of 0.75

b. Many missing outcome data affect the result

c. Lack of intention-to-treat analysis in two RCTs

d. Insufficient information on interventions

e. Selective outcome reporting

f. The total sample size is small

g. Lack of intention-to-treat analysis in one RCT

h. The 95% confidence interval of the risk ratio includes both the decision thresholds of 0.75 and 1.25
i. Variations in the point estimates with high heterogeneity (1>=73%)

j- The 95% confidence interval of the risk ratio includes the decision threshold of 1.25
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Outcomes used for the recommendation

ACR50 (24w)

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Rahdom, 95% CI M-H, Random, 95% CI
ADMYRA 2020 FE 48 138 4. 9% 0.86[0.73 1.03 —
AURIEL-RA 2018 91 1349 a1 133 4 6% 1.07 [0.90, 1.24) e
Choe 2015 107 29 95 283 33% 113091, 1.43
Cohen 2017 120 244 131 282 4.9% 085079 113 -1
Ermery 2014 128 2498 116 287 4.2% 1.10100.91, 1.33 I
EQUIRA 2018 107 167 110 154 a.9% 0.801[0.78, 1.09 -1
Fleischmann 2018 177 288 164 278 B.8% 1.04 (091,119 e —
Genavese 2019 167 341 167 338 5.8% 0.991[0.85,1.19 . E—
Genovese 2020 120 278 101 274 3.8% 1.19[0.97, 146 -
HERA 2016 i b ] g2 118 35% 1.24 [1.00, 1.54] I —
Jarnshidi 2017 48 54 48 54 4.1% 1.021[0.84, 1.24]
ay 2021 185 324 206 324 T7% 0.8a1[0.84,1.07 I
LIRA 2014 118 280 f1 138 32% 0.85[0.76, 1.20
Liu 2021 106 283 93 283 33% 1.131[0.90,1.41]
Matsung 2017 132 164 104 164 B.1% 1.18101.02,1.37 I —
Matsuno 2018 w123 63 11 3T7% 113092 1.34 Y
PLAMETRA 2013 108 302 104 304 35% 1.03[0.82 1.28
RADIAMCE 2019 63 227 114 445 2.6% 1.09[0.83, 1.41]
REFLECTIONS BS37-02 2018 126 324 132 336 4.3% 0.86[0.79 116 -1
WOLTAIRE-RA 2018 118 32 117 38 39% 1.001[0.82 1.237
Weinblatt 2018 L= o] 100 273 3 4% 0.99[0.80, 1.24]
Yamanaks 20149 140 247 1649 2480 B. 6% 0.84[0.73, 0.98 e —
Totral (95% CI) 5218 5283 100.0% 1.02 [0.97, 1.06]
Total events 2488 2436 T
Heterogeneity: Tau®= 0.00; Chi*= 2934, df= 21 (P= 011}, F=28% DI? 0 IBS ] 1’2 1’5
Test foroveral effect. Z=0.65 (P = 0.51) Favours Reference Product  Favours Biosimilar

Serious adverse event (24w)

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Rahdom, 95% CI M-H, Random, 95% CI
ADMYRA 2020 I 4 176 2% 1.24 [0.34, 459
Choe 20145 26 290 26 283 13.8% 1.01 [0.60, 1.70] -
Cohen 2017 10 264 13 262 a.7% 0.76[0.34,1.71] — 1
Emery 2014 13 2499 13 287 B.6% 0.891[0.47, 2.11] [ E—
EQUIRA 2018 1 186 5 180 0.8% 0.20100.02,1.73
Fleischimann 2018 12297 13 2849 B. 3% 0.931[0.43 2.00 . B
Genovese 2018 15 366 18 362 82.5% 0.78 1[040, 1.41] —
Genavese 2020 9 278 14 278 f.5% 0.64 [0.28, 1.48 .
Jarnshidi 2017 2 58 1 58 0.7% 2000019, 21.54]
ay 2021 1m0 34 16 324 B.2% 0.63[0.29 1.36 ——
Liu 2021 10 283 12 283 a.5% 0.83[0.37,1.90 .
W atsuno 2018 9 128 5 116 33% 1.66 [0.47, 4.80] e B —
O'Dell 2016 3 3 1 320 0.7% 2,896 [0.31, 28.39]
PLAMETRA 2013 0 3m 21 a0 13.0% 1.431[0.84, 2.44] T
REFLECTIONS BS37-02 2018 16 323 20 326 Q1% 0.811[0.43 153 .
YWOLTAIRE-RA 2018 12 314 18 3 T.3% 0.6 [0.32, 1.39 .
Weinblatt 2018 3 268 g 273 21% 0.381[0.10,1.439 —
Yamanaka 20149 8 264 4 260 2 6% 1.87 [0.60, 648 N B —
Total {95% CI) 4762 4749 100.0% 0.92 [0.75, 1.11]
Total events 184 213

Heterogeneity: Tau® = 0.00; Chi*= 1397, df= 17 (P = 067}, F=0%
Test for averall effect: Z=080 F =0.37)

=g

0.1 1

Favours Biosimilar

1
10

Fawours Reference Product

a0



Serious infection (24w)

Bio similar

Reference Product

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Rahdom, 95% CI M-H, Random, 95% CI
ADMYRA 2020 2 177 0 176 1.8% 4 897 [0.24, 10285
Choe 20145 280 g 283 12.9% 1.52 (0.9, 4.20 T
Cohen 2017 3 264 4 262 B.1% 0741017, 3249 L
Emery 2014 1 2849 4 287 28% 0.25[0.03, 2.1
EQUIRA 2018 0 18g a 180 Mat estimakble
Fleischimann 2018 4 297 4 2849 T A% 1.01 [0.29, 3.949
Genovese 2018 11 366 ] 362 123% 218 (076 620 T
Genavese 2020 2 278 4 278 4.7% 0.50[0.08, 2.71]
Jarnshidi 2017 2 58 1 58 24% 2000019, 21.54]
ay 2021 3 3 2 324 4.2% 1.60[0.25, 8.97]
Liu 2021 3 283 3 283 a.3% 1.00[0.20, 4.91]
W atsuno 2018 3 18 4 116 B.2% 069 (016 3.037 -1
O'Dell 2016 1 3 1 320 1.8% 0.99 [0.06,15.74]
PLAMETRA 2013 6 30 3 30 T A% 2.00([0.80, .93 I B
REFLECTIONS BS37-02 2018 A it 10 326 14.8% 0.711[0.27,1.83 . R
VOLTAIRE-RA 2018 1 3 8 318 31% 012 [0.02 098
Weinblatt 2018 1 268 2 273 2.3% 0.51 (0.0, 5.58
Yamanaka 20149 3 264 3 260 a.3% 0.881[0.20 483
Total (95% CI) 4759 4746 100.0% 1.01 [0.70, 1.46]
Total events 62 54 T
Heterogeneity: Taw® = 0.00; Chi*= 1271, df= 16 (P = 0.69); F= 0% } f T t f
Test for averall effect: Z=0.05 (P = 0.96) 0.0z o1 PR ! 10 50
’ : : Favours Biosimilar  Favours Reference Product
Outcomes used for the recommendation
ACR20 (12w)
Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Rahdom, 95% CI M-H, Random, 95% CI
ADMYRA 2020 100 12r 106 138 4.1% 1.03[0.90,1.17] —
Apsangikar 2018_A 76 a4 18 20 2 6% 1.01 [0.86, 1.18]
Apsangikar 2018_R B85 118 43 58 1.9% 1.03[0.86, 1.29
AURIEL-RA 2018 113 142 114 14 a1% 0.881[0.88 1.11] ——
Choe 20145 170 29 174 293 3T7% 0.98100.85 1139
Cohen 2017 168 260 163 261 3.9% 1.021[0.89 11§ —
EQUIRA 2018 131 166 116 154 4.7% 1.05[0.93 118 e
Fleischimann 2018 203 249y 214 300 B.1% 0.96 [0.86, 1.08 e
Genovese 2018 243 3491 247 342 T A% 0.86 [0.87, 1.09 I E—
Genavese 2020 185 278 168 274 4.2% 1.101[0.497,1.29 N e —
HER& 2016 42 115 =] 118 3.6% 1.06 [0.92, 1.23]
Jamshidi 2017 58 68 52 68 25% 112095 1.37]
Jani 2015 Lh G0 Lh 58 20% 0881082 118
ay 2021 247 324 248 324 9.2% 1.001[0.91, 1.08 [ E—
LIRA 2019 180 280 =] 138 3% 1.08[0.91, 1.239
Matsuno 2017 140 164 137 1648 T7% 1.03[0.494 113 I R —
W atsuno 2018 B8 123 T 111 2 4% 1.03[0.87,1.23
O'Dell 2016 242 324 238 333 8.2% 1.01 [0.93, 1.11] e —
PLAMETRA 2013 184 302 178 304 4.0% 1.04 (091,114 e
RADIARCE 2019 128 27 228 446 32% 1.101[0.95 1.28
REFLECTIOMNS BS37-02 2018 210 324 214 336 8.4% 0.991[0.88 1.10 —
WOLTAIRE-RA 2018 28 32 184 318 5.0% 1.101[0.98 1.23 -
Total (95% CI) 4747 4687  100.0% 1.02 [0.99, 1.05] e
Total events 3316 3155
Heterogeneity: Tau® = 0.00; Chi*= 10085, df= 21 (P = 097, F= 0% 0 ;35 DIQ ] 1’1 1’2

Test for averall effect Z=149F =014

Favours Reference Product

Fawaours Biosimilar



ACR20 (24w)

Test for averall effect: Z=1.40F =016

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Rahdom, 95% CI M-H, Random, 95% CI
ADMYRA 2020 111 12F 130 138 8.7% 0.93[0.86, 1.00
AURIEL-RA 2018 123 138 11 133 4.2% 1.06 [0.96, 1.17] -
Choe 2015 180 29 181 283 29% 0.85[0.84,1.07
Cahen 2017 184 260 1849 261 3.8% 1.031[0.93 1.14] e I
Emery 2014 200 2498 213 287 41% 1.03[0.93 114 e
EQUIRA 2018 147 167 144 154 B.5% 0.8a1[0.88, 1.03 . —
Fleischmann 2018 248 297 234 300 A T% 1.07 [0.99, 118 I I —
Genavese 2019 269 363 27 358 8.1% 0.98 [0.90, 1.07 e —
Genovese 2020 180 278 1648 274 28% 118 1.01,1.31]
HERA 2016 106 134 102 1348 6% 1.05[0.92 119
Jarnshidi 2017 58 54 ar 54 3 4% 1.04 (0,93, 1.16 I I
ay 2021 268 324 268 324 B.5% 1.001[0.93, 1.07 I E—
LIRA 2019 200 280 50 138 23% 1.101[0.95 1.26
Liu 2021 177 283 161 283 24% 1.10 [0.96, 1.26]
Matsuno 2017 153 164 143 1648 B.3% 1.081[1.00, 118 S —
W atsuno 2018 104 123 50 111 3% 1.04 093117
O'Dell 2016 233 21496 232 256 8.6% 1.00 [0.95, 1.08 [
PLAMETRA 2013 184 302 178 304 2 6% 1.04 (091,114
RADIARCE 2019 129 228 24 455 23% 1.07 (0493 1.23
REFLECTIONS BS37-02 2018 208 324 213 326 32% 0.87 [0.86, 1.09)
Strusberg 2021 88 49 46 51 33% 0.991[0.88 1.10
WOLTAIRE-RA 2018 M 3N 2048 38 3.5% 1.07 [0.96, 114 N
Weinblatt 2018 183 268 184 273 32% 1.01 (090,113
Yamanaks 20149 201 247 218 2480 5.9% 0.93[0.86, 1.01] e ——
Totral (95% CI) 5639 5667 100.0% 1.01 [0.99, 1.04] .
Total events 41493 4076
Heterogeneity: Tau®= 0.00; Chi*= 30,94, df= 23 (P = 012); F= 26% 0 §35 DIQ ] 1’1 1’2
Test for overal effect £=1.26 (P = 0.21) Favours Reference Product  Favours Biosimilar

ACR20 (52w)

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AURIEL-RA 2018 100 122 103 1149 8.8% 0.95[0.84, 1.08 —
Choe 2014 188 29 200 283 T.9% 0.85[0.84, 1.08 I
Emery 2014 20 2488 185 246 13.9% 1.02[0494 1137 I —
Fleischimann 2018 234 168 107 133 19.9% 1.00[0.92, 1.04]
HER& 2016 95 110 96 111 10.0% 1.01 (091,113 I e —
LIRA 2019 185 280 50 138 A.0% 1.07 (092 1.23
Matsung 2017 138 140 1329 146 18.4% 1.04 [0.97,1.13] N
PLAMETRA 2013 172 302 158 304 4.9% 1.101[0.95 1.27
RADIAMCE 2019 119 227 117 248 32% 1.1 (0,93, 1.33
REFLECTIONS BS37-02 2018 189 280 42 143 a1% 1.10[0.96, 1.27]
Weinblatt 2018 209 268 95 1249 T A% 1.06[0.93 119 e
Total (95% CI) 2558 2000 100.0% 1.02 [0.99, 1.06] -l
Total events 1860 1382
Heterageneity; Taw®=0.00; Chi*= 7.85, df = 10 = 0.64% F= 0% 0 ;35 DIQ 151 ] 52

Favours Reference Product  Favours Biosimilar



ACR50 (12w)

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 5% CI M-H, Random, 95% CI
ADMYRA 2020 5 1 57 133 4.2% 0.86 [0.66,1.13] —
Apsangikar 201 8_A 38 a4 9 0 1.0% 1.03 [0.60,1.76]
Apsangikar 2018_8 40 118 16 a8 1.3% 1.25[0.77, 2.04]
ALIRIEL-RA 20149 w7142 72 14 6.2% 1.06 [0.85, 1.33] e —
Choe 2014 81 M 85 293 15% 096 [0.74,1.29 L —
EQUIRA 2018 55 1EBG 58 154 39% 0.75[0.57, 0.89 -
Fleischmann 2018 118 291 119 293 7.8% 1.00[0.82,1.21] .
Genmese 2019 132 351 120 342 7% 1.07 [0.88, 1.31] S R —
Genmese 2020 110 274 103 274 B7% 1.07 [0.86, 1.33] —
HERA 2016 58 115 53 118 4.2% 114 [0.87,1.49 —]
Jamshidi 2017 41 63 3 o 1% 1.24 [0.91,1.70 N I —
Jani 2015 26 G0 26 a8 1.8% 0.98 [0.65, 1.49
ay 2021 181 34 185 32 11.4% 087 [0.83,1.19 ) E—
LIRA 2018 1M 280 15 1338 IT%H 1.11[0.83,1.47] e e —
Matsuno 2007 98 165 93 165 5.9% 1.05[0.88,1.27] . e
Matsuno 2019 48 123 53 11 34% 083062117 L —
PLAMETRA 2013 100 302 =yl 304 5.48% 111 [0.87, 1.40 —
RADIAMCE 2019 56 2 95 445 6% 116 [0.87,1.59 —
REFLECTIONS BS37-02 2018 895 3 10 326 5.49% 0.95[0.75,1.20 i E—
VOLTAIRE-RA 2018 84 3N 59 318 5.4% 0.94 [0.74,1.19 I E—
Total (95% CI) 4158 4086 100.0% 1.01 [0.96, 1.07]
Total events 1475 1403 T
Heterogeneity: Tau®= 0.00; Chi®= 1445, df= 19 {F = 0.76); F= 0% 055 D!? i 1’5 3
Test for overall effect. 2= 0.45 7 = 1.6 Favours Reference Product  Favours Biosimilar

ACR50 (52w)

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
ALIRIEL-RA 2014 e 122 74 119 101% 0.981[0.81,1.17 I
Choe 2015 119 291 113 243 8.5% 1.06 [0.87,1.29 e
Errery 2015 143 254 124 246 124% 1.08[0.92 1.29 S
Fleischmann 2018 178 268 7a 123 124% 1.08[0.92 1.29 N B —
HERA 2016 a0 &1 112 7.a% 1.2501.01,1.59
LIRA 2018 135 280 g7 138 7% 0.as[0.80,1.23
Matsuno 2007 112 14&0 96 146 15.2% 1.14[0.98 1.33 I D —
PLAMETRA 2013 a0 302 96 304 B.4% 1.05[0.83, 1.39
RADIAMCE 2019 a3 I il 243 5.0% 1.281[0.98 1.68
REFLECTIONS BS37-02 2018 135 280 &1 143 B.7% 1.13[0.90,1.43
Weinblatt 2018 135 264 al53 1249 8.0% 0.88[0.80,1.21]
Total (95% CI) 2558 2001 100.0% 1.08 [1.02, 1.15] il
Total events 1284 910
Heterogeneity: Tau®= 0.00 Chif= 677, df =10 = 0.78; F= 0% DIT 2 IBS ; 1’2 y ’5
Test for averall effect 2= 2.73 (7 = 0.008) Favours Reference Product  Favours Biosimilar

ACRT0 (12w)

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 5% CI M-H, Random, 95% CI
ADMYRA 2020 M 1w 3h 133 4.4% 0.75[0.47,1.19 —
Apsangikar 201 8_A 1 a4 3 0 0.7% 0.87 [0.27, 2.54)
Apsangikar 2018_8 14 118 4 a8 0.8% 1.75[0.60, 5.09
ALIRIEL-RA 20149 3| 142 8 14 51% 1.35[0.88, 2.07 I L —
Choe 2014 L | 34 293 39% 0.74 [0.451.21] S —
EQUIRA 2018 21 1EBB 26 154 313% 0.75[0.44,1.29 -1
Fleischmann 2018 45 W a7 293 7.8% 0.87 [0.61,1.29 1
Genmese 2019 54 341 45 342 £.9% 117 [0.81, 1.69 e
Genmese 2020 g1 274 L 274 7% 1.36 [0.96, 1.8 b
HERA 2016 o 115 2 118 31% 0.83[0.54, 1.61] —
Jamshidi 2017 18 63 24 o 3T% 0.79[0.48 1.30 S —
Jani 2015 g G0 ] a8 1.2% 0.87 [0.36, 2.11]
ay 2021 95 3M 84 32 15T% 1.08 [0.85, 1.39] -1
LIRA 2018 48 280 18 1338 IT%H 1.31 [0.80, 2.17] I L —
Matsuno 2007 47 164 a7 165 8.0% 1.01 [0.71,1.43) s
Matsuno 2019 5123 26 11 4.0% 0.87 [0.53, 1.41] R
PLAMETRA 2013 42 302 7 304 5.48% 114 [0.76,1.73 N B —
RADIAMCE 2019 5 I 3h 445 39% 1.40[0.86, 2.29 —
REFLECTIONS BS37-02 2018 46 3 40 326 £.0% 116 [0.78,1.79 [ —
VOLTAIRE-RA 2018 323N 38 318 4.5% 0.91 [0.58, 1.43 S —
Total (95% CI) 4157 4086 100.0% 1.04 [0.94, 1.14]
Total events Tas 559 T
Heterogeneity: Tau®= 0.00; Chi®= 16.65, df= 19 {F = 0.61); F= 0% 052 055 i é é

Test for overall effect: Z =075 F = 0.45)

Favours Reference Product  Favours Biosimilar



ACR70 (24w)

Bio similar Reference Product Risk Ratio

Risk Ratio

Study or Subgroup Events Tota Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ADMYRA 2020 a8 17 53 138 4.3% 0881072 1.34

AURIEL-RA 2018 4 134 a5 133 3.8% 0.96 [0.69, 1.33

Choe 2014 o M 44 283 2 6% 0.82 [0.62, 1.36

Cohen 2017 G4 24F 58 253 4.2% 1.131[0.83, 1.59

Ermery 2014 69 298 58 287 4. 3% 1.17 [0.86, 1.549]

EQUIRA 2018 56 1687 jali 154 a1% 0.79[0.89 1.04]

Fleischmann 2018 88 289 93 278 T.0% 081072 118 e e B
Genavese 2018 7334 85 338 f4% 0.85[0.65 113 - 1
Genavese 2020 gf 274 55 2749 4.1% 1.2210.89, 1.67]

HER& 2016 I I 4] ar 118 28% 1.00[0.68, 1.46

Jamshidi 2017 30 a3 34 a3 33% 0.88 (062 1.29

by 2021 132 324 144 324 126% 08210077, 1.10 .
LIRA 2014 gr 280 26 138 25% 1.27 [0.85, 1.90]

Liu 2021 56 283 48 283 33% 117 [0.82, 1.69

Matsung 2017 83 164 65 164 B. 9% 1.28[1.01, 1.64] e —
Matsuno 2018 o 123 42 11 33% 0.86 [0.61, 1.23]

PLAMETRA 2013 50 302 a7 304 3.0% 1.07[0.74, 1.54]

RADIAMCE 2019 W 54 446 20% 0.87 [0.85, 1.37]

REFLECTIOMNS BS37-02 2018 56 314 45 336 3% 1.2510.87,1.80

Strusherg 2021 43 55 22 51 29% 112077, 1.64]

WOLTAIRE-RA 2018 44 3N 58 38 3% 0.75[0.42 1.08

Weinblatt 2018 47 264 50 273 3% 0.95[0.67, 1.37

Yamanaka 20149 8y 47 5y 2480 T.3% 0.87[0.76, 1.23] e
Total {95% CI) 5319 5335 100.0% 0.99 [0.93, 1.06]

Total events 13462 1323 T

Heterogeneity: Tau®= 0L00; Chi*= 21 .25, di= 22 (P = 0.51); F= 0%
Test for overall effect Z=0.22 (P = 0.83

ACR70 (52w)

Bio similar Reference Product Risk Ratio

0.5 07
Favours Reference Product

1 15 2
Favours Biasimilar

Risk Ratio

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

AURIEL-RA 2018 48 122 50 1149 8.6% 0.94 [0.69, 1.27]

Choe 2014 SRy | 68 283 9 3% 1.01 [0.75,1.39

Emery 2014 91 259 73 246 12.4% 1.181[0.92 153

Fleischimann 2018 103 268 43 133 Y. 9% 1.101[0.83, 1.46

HER& 2016 42 110 36 112 B.2% 1.191[0.831.70

LIRA 2019 g9y 280 52 138 1M11% 0.az[0ro 120

Matsung 2017 gr 140 73 146 17.8% 1.16[0.94, 1.43 I . B

PLAMETRA 2013 45 302 45 304 A.9% 1.07[0.74, 159

RADIAMCE 2019 LY I ar 248 4.8% 1.21[0.81, 1.83]

REFLECTIONS BS37-02 2018 g2 Za0 33 143 B.5% 1.27[0.89, 1.80]

Weinblatt 2018 86 ZE9 36 1249 T.5% 1.151[0.83, 1.59

Total (95% CI) 2558 2001 100.0% 1.10 [1.00, 1.20] oo

Total events TG4 547

Heterageneity; Tau®=0.00; Chi*= 480, df = 10 = 0,905 F= 0% EI.ET EI.§35 1.=2 1.=5

Test foroverall effect. 2= 2.02 (P = 0.04) Favours Reference Product  Favours Biosimilar
Boolean remission (12w)

Biosimilar Reference Product Risk Ratio Risk Ratio

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

ADMYRA 2020 8 116 12 133 9 B% 0.73[031,1.73

AURIEL-RA 214 8 143 18 145 11.2% 045020 1.000

EQUIRA 2013 9 165 g 150 8. 3% 1.02 [0.40, 2.59 I —

Fleischmann 2018 14 287 149 300 15.9% 0.74[0.33 1.46 — =T

HERA 2016 T o134 q 134 T8% 0.78[0.30 2.04 1

Kary 2021 32 3 33 324 336% 0.97 [0.61, 1.54] —.

FLARMETRA 2013 11 30z 14 304 120% 0.79[0.36 1.71] D

WOLTAIRE-RA 20113 B 3N 1 34 1.6% 504 072 4509

Total (95% CI) 1812 1814 100.0% 0.82 [0.63, 1.08] 4

Total events a5 114

Heterogeneity: Tau®= 0.00; Chif= .44, df= 7 (P = 0.49); 1= 0% 6.01 IZI.I1 ; 150 106

Test for awerall effect £=142 F =016

Fawours Reference Praduct

Fauaurs Biosimilar



Boolean remission (24w)

Biosimilar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ADMYRA 2020 19 127 i 138 127% 0.79[0.48, 1.36
AURIEL-RA 20149 17 143 12 145 7.8% 1.44 [0.71, 2.900 ]
EQUIRA 2013 24 168 14 185  101% 1.48 [0.80, 2.71] I e —
Fleischrnann 2018 26 297 7 300 14.0% 0.97 [0.58, 1.63 . E—
HERA 2016 17 134 17 135 9.4% 1.01 [0.54, 1.849 E E—
Kary 2021 a8 34 Ga 324 3I7.5% 0.85[0.62, 1.17] —
FLAMETRA 2013 13 302 14 304 6.8% 0.93[0.45 1.96 e —
YOLTAIRE-RA 2018 B3N 3 38 2.0% 1.98 [0.50, 7.85
Total (95% CI) 1816 1819 100.0% 0.98 [0.81, 1.19]
Total ewents 180 182

Heterogeneity: Tau®= 000, Chif= 926, df=7 (P=063);1*=0%
Test for awerall effect: =017 F = 0.286)

Boolean remission (52w)

01 0.2 .
Fawours Reference Praduct

0.5 1 2

Fauaurs Biosimilar

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NMNH, Random, 95% CI M-H, Random, 95% CI
AURIEL-RA 20149 30 143 20 145 21.6% 1.62[0.91, 255 Ll
Emery 2015 40 2E0 33 245 MN.T% 1.14[0.75 1.79 L
HERA 2016 19 134 19 135 166% 1.01 [0.56, 1.8
FLAMETRA 2013 15 302 18 304 13.0% 0.84 [0.43, 167
Yeinblatt 2018 35 247 14 124 171% 1.26[0.70, 2.24 =
Total (95% CI) 1086 953 100.0% 1.16 [0.91, 1.48] -=eine-
Total events 134 104
Heterogeneity: Tau®= 0.00; Chi*= 226, df=4 (P = 0.69); I*= 0% DTS D.'? 1 1_'5 2

Test for overall effect Z=122F =023

Serious adverse event (12w)

Favours Reference Product

Favours Biosimilar

Biosimilar Reference Product Risk Ratio Risk Ratio
Study or Subgroup  Events Tota Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Apsangikar 2018_A 15 a4 3 20 56.9% 1.18[0.38, 3.7
Apsangikar 2018_B B 127 2 B2 299% 1.46 [0.30, 7.04 L
Jani 2015 2 [211] 1 a3 131% 1.97 [0.18, 21.11] ®
Total (95% CI) 2M 141 100.0% 1.35 [0.57, 3.20] —~aagiinee-
Total events 23 G
Heterogeneity: Tau®= 000 Chif=015,df =2 (P=093); F=0% D'.Dz Df1 ] 1'EI 5-0

Test for averall effect; £= 069 F =049

Serious adverse event (52w)

Fawours Biosimilar

Fawaurs Reference Product

Biosimilar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Ewvents Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI1
AURIEL-RA 20149 8 143 15 145 7.0% 0.54 [0.24, 1.24
Choe 2014 29 2490 #H 283 1M1% 0.95 [0.58, 1.53 —
Ernery 2015 18 299 15 2487 8.7T% 1.19[0.61, 2.32 —_— T
HERA 2016 19 147 18 146 9.5% 1.05[0.47, 1.92 I L —
Kary 2022 17 136 12 133 8. 3% 1.39 [0.68, 2.79 L
LIRA 2019 46 280 14 138 10.0% 1.62[0.92, 2.84 T
Matsuno 2017 MOET 20 187 10.5% 1.585[0.92, 2.62 T
O'Dell 2016 20 B04 7 3200 10.0% 0.39[0.22, 0.69 e —
FLANETRA 2013 42 302 kil 304 11.8% 1.36 [0.88, 2.11] e
YOLTAIRE-RA 2018 18 324 17 174 9.0% 0.57 [0.30, 1.07 e E
Wieinblatt 2018 B 254 4 127 4.0% 0.75[0.22, 2.61]
Total (95% CI) 2966 2264 100.0% 0.97 [0.73, 1.30] f
Total events 254 204

Heterogeneity: Tau®= 0.14; Chi*= 24 61, df= 10 (P = 0.006); IF = 55%
Test for werall effect: Z=019F =0.85

05
Fawours Biosimilar

0.2

1 2 8
Favours Reference Product



Discontinuation due to AE (24w)

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Tota Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ADMYRA 2020 1 177 1 176 0.8% 0,89 [0.08,15.77]
Choe 20145 21 290 10 293 8.3% 212101.02, 443 I
Cahen 2017 5 264 2 262 21% 2.481[0.49,12.67] I s —
Emery 2014 8 284 14 287 B.6% 0.67[0.24,1.33 .
EQUIRA 2018 1 188 5 180 1.3% 0200002173
Fleischimann 2018 11 297 14 2849 T 7% 0.79100.37,1.71] I
Genovese 2018 14 366 ] 362 T.0% 1.54 [0.67, 3.41] e
Genavese 2020 11 279 14 274 T.T% 0.791[0.36 1.70 . —
Jamshidi 2017 2 ot} 3 ot} 1.9% 06T [012 388 T
by 2021 6 314 7 324 4.5% 0.86 [0.29, 2.53] .
Liu 2021 8 283 a8 283 4% 1.001[0.38, 263 e
Watsuno 2017 9 187 5 187 4.5% 1.80[0.61, 5.27] N I —
Matsung 2019 11 126 11 116 T 4% 0.921[0.42 204 I
PLAMETRA 2013 28 302 26 04 13.5% 1.08 [0.64, 1.80 o
RADIAMNCE 2019 1 237 15 454 1.4% 0131002 1.01]
REFLECTIONS BS37-02 2018 16 323 14 326 8.9% 118047, 2.37] I
WOLTAIRE-RA 2018 g 3 11 31 B.1% 0.72100.29,1.77 T
Weinblatt 2018 2 ] 273 24% 0.22[0.08, 1.03 e —
Yamanaka 20149 2 264 5 260 21% 0.391[0.08, 2.01] i
Total {95% CI) 4857 5075 100.0% 0.94 [0.74, 1.21]
Total events 165 183 T

Heterogeneity: Tau®=0.05, Chi*= 21.89, di= 18 (P = 0.24); F=18%
Test for averall effect £=0.46 F = 0.64)

01 1 10 100
Favours Biosimilar  Favours Reference Product



BEE RACQ32 7+ L X +7Av b (BS-for-RTX(csDMARD-IR))

Outcomes used for the recommendation

ACR50 (24w)
Biosimilar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Haridas 2020 izl a2 GE 160 23.6% 1.06 [0.78 1.49 =
MCT02468791 20149 137 2498 142 292 7B 4% 0495080, 1179 .
Total (95% CI) 380 452 100.0% 0.97 [0.84, 1.13]
Total events 173 208
Heterogeneity: Tau®= 0.00; Chi*= 044, df = 1 (P=0.513; F= 0% DIT DIS 3 1‘2 1‘5
Test for overall effect: Z = 0.37 [ = 0.71) Favours Reference Product  Favours Biosimilar
Serious adverse event (24w)
Biosimilar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Haridas 2020 2 91 10 185  36.8% 0.41 [0.08, 1.82]
MCT02468791 20149 73149 B 309 63.2% 1.13[0.38, 3.379
Total (95% CI) 410 494 100.0% 0.78 [0.29, 2.05]
Total events q 16
;ietsterfogenewilT?ru t:g?@ﬂ §1hl =_1.Jg,1df= TiP=0.2717=16% oo 01 T 10 P
est for overall effect. Z = 0.51 = 0.61) Favours Biogimilar  Favours Reference Product
Serious infection (24w)
Biosimilar Reference Product Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight NMN-H, Random, 95% CI M-H, Random, 95% CI
MCTO2468791 2019 1 319 2 309 100.0% 0.481[0.04, 5.31]
Total (95% CI) 319 300 100.0% 0.48 [0.04, 5.31] — e ————
Total events 1 2
i
Bt for overal effect Z = 0.58 = 0.59) Feavours Biosimilar - Fawours Reference Product
Outcomes related to the recommendation
ACR20 (12w)
Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
NCT02468791 2019 254 248 248 292 100.0% 1.00[0.94, 1.07]
Total (95% CI) 293 292 100.0% 1.00 [0.94, 1.07]
Total events 254 248
Heterogeneity: Mot applicahble o '85 D.'Q 1 1.'1 13

Test for swerall effect Z=010F =092

Favours Reference Praduct

Fawours Biosimilar

ACR20 (24w)
Biosimilar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Haridas 2020 a4 a2 110 160 28.0% 1.05[0.88 1.24] L)
MCT02468791 20149 236 2898 248 292 T20% 0.93 [0.86, 1.01] —l—
Total (95% CI) 380 452 100.0% 0.96 [0.87, 1.07] —=en———
Total events 255 358
Heterogeneity: Tau®= 0.00; Chi®= 1.53, df= 1 (F = 0.22); 1= 35% 0E5 09 ] 17 13

Test for overall effect: Z=0.71 {F =0.48)

Favours Reference Product

Favours Biosimilar



ACR50 (12w)

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
NCT02468791 2019 138 248 139 292 100.0% 0981083, 1.16]
Total (95% CI) 293 292 100.0% 0.98 [0.83, 1.16]
Total events 134 134

Heterogeneity: Mot applicahble

07 0.85

1.2

PRI ~ 1 1.5
Testfor awerall effect: Z=023F = 0.82) Favours Reference Praduct  Fawaurs Biosimilar
ACRT0 (12w)
Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
NCT02468791 2019 58 248 a3 292 100.0% 1.07[0.77, 1.500
Total (95% CI) 293 292 100.0% 1.07 [0.77, 1.50]
Total events 58 a3
Heterageneity: Mat applicable Dl? 0 IB ] 152 155
Test for awerall effect: 2= 0.41 F = 0.68) Favours Reference Praduct  Fawaurs Biosimilar
ACRT0 (24w)
Biosimilar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Haridas 2020 14 a2 24 160 35.1% 1.14 [0.62, 2.08 L
MCT02468791 20149 33 248 36 292 64.9% 0.90 [0.58, 1.40 —l
Total (95% CI) 380 452 100.0% 0.98 [0.68, 1.40]
Total events 47 i
Heterogeneity: Tau®= 0.00; Chi*= 038, df = 1 (P = 0.54); F= 0% DIS D’ 3 155 2'
Test for overall effect: Z = 0.13 [ = 0.89) Favours Reference Product  Favours Biosimilar
Serious adverse event (52w)
Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Haridas 2020 3 )l 15 185 100.0% 0.41[0.12 1.37]
Total (95% CI) 91 185 100.0% 0.41[0.12, 1.37] — e -
Total events 3 15
Heterageneity: Mat applicable 051 052 055 : é é 150
Test for everall effect Z=1.45 = 0.15) Favours Biosimilar ~ Fawvours Reference Product
Discontinuation due to AE (24w)
Biosimilar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Haridas 2020 1 91 ] 185 301% 0.23[0.03 1.76 L)
MCT02468791 20149 3 358 7 351 69.9% 042011, 1.681] ——
Total {95% CI} 149 536 100.0% 0.35 [0.11, 1.07] ——en——
Total events 4 16
Heterogeneity: Tau®= 0.00; Chi*= 025, df = 1 (P = 0.613; F= 0% 0 IDS DIE 3 :_; 250

Test for overall effect: Z=1.84 P =007

Favours Biosimilar

Favours Reference Product



BRIE RACQ32 7xL X +r7Av kb (BS-for-RTX(bDMARD-IR))

Outcomes used for the recommendation

ACR50 (24w)
Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NMNH, Random, 95% CI M-H, Random, 95% CI
ASSIST-RA 2017 46 133 72 179 26.0% 0.86 [0.64, 1.15
Burmester 2020 39 498 7 188 251% 1.02[0.78, 1.39
Fark 2018 73 185 102 203 484% 0.94 [0.76, 1.16]
Yoo 2017 ] a4 1 23 0.5% 1.95[0.24, 15879
Total (95% CI) 445 603 100.0% 0.94 [0.81, 1.09] L 3
Total events 163 252
?etsterfogenelwil T?fu :EHDD gﬂhl :_13 i di=3(P=077)1*=0% 0 hS D.'E 7 é EID
estfor overall effect: 2= 10.80 P = 0.42) Favours Reference Product  Favours Biosimilar
Serious adverse event (24w)
Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NH, Random, 95% CI M-H, Random, 95% CI
ASSIST-RA 2017 9 133 18 179 458% 067 [0.31, 1.45 |
Burmester 2020 4 104 10 207 20.9% 0.80[0.26, 2.49 =
Fark 2018 9 161 ] 211 333% 1.31[0.83, 3.2 Ll
Tota (95% CI) 398 597  100.0% 0.87 [0.52, 1.46] ——sniiliN———
Total events 22 ar
Heterogeneity: Tau®= 0.00; Chi®= 1.25, df= 2 (P = 0.54); I*= 0% t f t !
Testf leffect. Z=052 F =0.6 0.2 0.5 ! 2 5
estfor overall effect: 2= 10.52 7 = 0.60) Favours Biosimilar  Favours Reference Product
Serious infection (24w)
Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NMNH, Random, 95% CI M-H, Random, 95% CI
Burmester 2020 3104 3 207 G8E% 1.99 [0.41, 9.69 i
Fark 2018 1 161 4 211 41.2% 0.33[0.04, 2,90 i
Total (95% CI) 265 418 100.0% 0.95 [0.16, 5.50]
Total events 4 7
Heterogeneity: Tau®= 0.72, Chi®= 1.76, df = 1 (P = 0.18); 7= 43% 3 =E|5 052 ] :'5 250

Test for overall effect: £ =006 {F = 0.59)

Outcomes related to the recommendation

Favours Biosimilar

Favours Reference Product

ACR20 (12w)
Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NMNH, Random, 95% CI M-H, Random, 95% CI
ASEIET-RA 2017 7| 122 113 158 G8.5% 0.89[0.76, 1.06] ——
Burmester 2020 a7 102 136 199 41.5% 0.82 [0.67, 1.00 i
Total (95% CI) 24 357 100.0% 0.86 [0.76, 0.98] —=asii—
Total events 135 245
Heterogeneity; Tau®=0.00; Chi®= 047, df =1 (P =049, 7= 0% 07 oS i 12 18

Test for overall effect Z2=231 F =0.02

Favours Reference Product

Favours Biosimilar



ACR20 (24w)

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NMNH, Random, 95% CI M-H, Random, 95% CI
ASSIST-RA 2017 86 1149 105 186 281% 1.07 [0.92, 1.26] T
Burmester 2020 70 2iz] 128 197 26.0% 1.08[0.92,1.27] T
Fark 2018 113 1585 154 203 45.0% 0.96 [0.85, 1.09 ——
Yoo 2017 20 a4 ] 23 0.9% 1.96 [0.66, 3.66
Total (95% CI) 432 579 100.0% 1.03 [0.95, 1.12] -5
Total events 284 343
Heterogeneity: Tau®= 0.00; Chi*= 279, df =3 (P =042}, 1*= 0% t

05 07 1 15 2

Test for overall effect. 2= 0.62 [F = 0.53) Favours Reference Product  Favours Biosimilar

ACR20 (52w)
Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NH, Random, 95% CI M-H, Random, 95% CI
Burmester 2020 55 ar &ia] B8 38.2% 0.84 [0.65, 1.03
Fark 2018 125 155 162 203 46.9% 1.01 [0.91, 117
Yoo 2017 41 a4 ] 23 14.9% 1.78[1.04, 3.04] ®
Tota (95% CI) 30 34 100.0% 1.03 [0.80, 1.31]
Total events 21 237

Heterogeneity: Tau®= 0.03; Chi*= 7.248, df= 2 (P =0.03); I*=T3%

Test for overall effect; £2=020{F = 0.84) 05 07 ! 15 i

Favours Reference Product  Favours Biosimilar

ACR50 (12w)
Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Burmester 2020 I 102 a0 188 100.0% 0.90 [0.66, 1.23
Total (95% CI) 102 199 100.0% 0.90 [0.66, 1.23] — e ——
Total events kr) a0
Heterageneity: Mat applicable Dl? 0 585 : 1’2 155
Test for everall effect. Z = 0165 (7 = 0.57) Favours Reference Product  Fawours Biosimilar
ACR50 (52w)
Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NH, Random, 95% CI M-H, Random, 95% CI
Burmester 2020 44 86 43 BB 27.9% 1.05[0.78, 1.41]
Fark 2018 86 155 110 203 BBE% 1.02[0.85 1.24
Yoo 2017 23 a4 ] 23 35% 1.79[0.78 419
Tota (95% CI) 300 34 100.0% 1.05 [0.90, 1.23] .
Total events 143 1453
Heterogeneity: Tau®= 0.00; Chi*= 168, df=2 (P=043);1*=0% f f

ns 07 1 '

Test for overall effect: £=0.62 F = 0.54 Favours Reference Product  Favours Biosirmilar

ACRT0 (12w)
Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Burmester 2020 | 36 188 100.0% 0.38[0.18 0,83
Total (95% CI) 101 198 100.0% 0.38 [0.18, 0.83] — = ——
Total events 7 36
Heterageneity: Mat applicable t ; f t
Test for overall effect: 2 =244 P =001 0.2 0.5 1 2 5

Favours Reference Product  Fawours Biosimilar



ACR70 (24w)

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NMNH, Random, 95% CI M-H, Random, 95% CI
ASSIST-RA 2017 200 133 kil 179 227% 0.87 [0.52, 1.45 — =
Burmester 2020 19 2iz] 36 188 235% 1.06 [0.64, 1.74] I
Fark 2018 42 185 62 203 537% 0.89 [0.64, 1.24] i
Yoo 2017 2 a4 ] 23 0.7% 2000010, 40.14]
Total (95% CI) 446 603 100.0% 0.92 [0.73, 1.18] %
Total events a3 128
Heterogeneity: Tau®= 0.00; Chi*= 0.64, df =3 (P =0.89); I*= 0% y

Test for overall effect Z =063 {F = 0.53)

Risk Ratio

Total Weight M-H, Random, 95% CI

0.02 0.1
Favours Reference Product

1

10
Favours Biosimilar

Risk Ratio
M-H, Random, 95% CI

a0

ACR70 (52w)
Bio similar Reference Product
Study or Subgroup Events Tota Events
Burmester 2020 25 ar 22 B3 31.8%
Fark 2018 49 1585 at] 203 B59%
Yoo 2017 10 a4 1 23 2.3%
Tota (95% CI) 30 315 100.0%

Total events a4 91
Heterogeneity: Tau®= 0.01; Chi*= 231, df =2 (P =031}, I*F=13%
Test for overall effect, £2=026 F =079

Boolean remission (24w)

TAB[D.71, 1.90
0.941[0.70,1.28
2.80[0.53, 28.76

1.04 [0.77, 1.41]

-

0.05 0.2
Fawours Reference Product

1

A
Favours Biosimilar

0

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fark 2018 12 1485 22 203 100.0% 0.71[0.36, 1.40
Total (95% CI) 155 203 100.0% 0.71[0.36, 1.40] —=—————E S ——
Total events 12 22
Heterageneity: Mot applicahble D.'S D.'? ] 1.-5 ﬁ

Test for overall effect: Z=0498 F =0.33)

Boolean remission (52w)

Bio similar Reference Product

Risk Ratio

Fawours Reference Product

Favours Biosimilar

Risk Ratio

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

Fark 2018 16 139 il 183 100.0% 0.74[0.42 1.30

Total (95% CI) 139 193 100.0% 0.74 [0.42, 1.30] — e ——

Total events 16 il

Heterageneity: Mot applicahble D.'S D.'? ] 1f5 j

Test for overall effect: Z=1.04 P = 0.30

Serious adverse event (52w)

Fawours Reference Product

Favours Biosimilar

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NMNH, Random, 95% CI M-H, Random, 95% CI
ASSIST-RA 2017 16 133 23 179 357% 0.94 [082 1.70 Ll
Burmester 2020 g 104 16 200 181% 1.00[0.44, 2,25
Fark 2018 13 181 18 211 27.3% 0.95[0.48, 1.87] L]
Yoo 2017 14 102 7 a1 17.9% 1.00[0.43, 2,33
Total (95% CI) 500 648  100.0% 0.96 [0.67, 1.37]

Total events a1 G4
Heterogeneity: Tau®= 0.00; Chi*= 0.02, df=3 (P =1.00); I*= 0%
Test for overall effect Z=022 {F =0.83)

T

0.5 o
Favours Biosimilar

1

1.5

2

Favours Reference Product



Discontinuation due to AE (24w)

Bio similar Reference Product Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NH, Random, 95% CI M-H, Random, 95% CI
ASSIST-RA 2017 20133 4 179 261% 0.67[013 367 L
Burmester 2020 3 104 5 207 3T1% 1.19[0.28, 480 L]
Fark 2018 3161 ] 211 36.8% 079018 3.24 L)
Tota (95% CI) 398 597  100.0% 0.88 [0.37, 2.08]
Total events a 14
Heterogeneity: Tau®= 0.00; Chi*= 030, df=2 (P =0.86); I*= 0% D sz D.'S 1 2 5 m-

Test for overall effect, Z2=029F =0.77)

Favaurs Biosimilar  Favours Reference Product
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A 1 I\AA#%fe (biosimilar: BS)
SR : Je4T/ A AEFER (reference product: RP)

FEF7DI AL (BX) : ACRS0. ERREIER. ERQREE

BIRD7D b AL (BE) : ACR20. ACR70. Boolean Efif, BEBRICKLDERFIE
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BREERODTHD, INSZESMNCTDCEFEETHD.
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® NMATLEIIEELNINEZFFLAL
O SESLMANBNTND

O MAPMBENTNSD

OR=F-F=F-3

O DHBIRN

ITEF>RIOTF7AILE KU SoF F—TILh 5, BFEULLWHIRE
EFULKRUVHIRDINS 2 X(E, BSEE RPEFCREETHDIEH
[MTABLEHBENITNEZFFLRAN] LUT.

EARRTI NHILDNNT (&, ACR50 H RP B & DB T
250.0 (12:8) . 111.1 (24:8) . 27.8 (523) . NNH [FE
BEESRNRPEEOLEETE. 62.5 (1238) . 0 (2438) .
0 (5238) . ERERPEEN RPEFEDLEE TIE. 0 (24:8) TH
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BE 7. BAMNHR TONAOEAMMIRENATZERNBOEESEZHRHFIT DN ?

IR

UY—FIEF>X

EBIKER

O hBIRDOERMMRN LN

O BMBROBEBRMUNRNBES <L
O MABLEBHBENINEZF LN
O NMADERMMNRANBES < LN

O MADERMMRERN LN

O cFEFH

o HAMFERL

QALY 72 EBRMMRICH T DEADRN. TEFT > X (IR0,

IFX100mg. IFX BS 100mg MOFffi(E. &N €N 60233.00 H.
24994.00 T3 (RP D 41.5%) .

ETN25mg =U>=, ETN25mg >, ETN50mg=>U> =,
ETN50mg /R~ ETN BS 25mg =Y >=, ETN BS 25mg /X
>, ETNBS 50mg =U>=, ETN BS 50mg R> DA, &
Y€1 10860.00 M. 10450.00 M. 22140.00 4. 20417.00
M. 6678.00 F. 6422.00 . 12722.00 . 12421.00 HT3&
% (RP D 57.5%~61.5%) -

ADA40mg ='J>=, ADA40mg >, ADA BS 40mg=>U>
=, ADA BS 40mg R> DFAfilE, &£NEMN 52931.00 M.
51022.00 4. 29267.00 M. 27884.00 AT&%3 (RP®
54.7%~55.3%) .

(2023 £ 4 AHHTE).
B¥ 8. pEHRE BERFARIEOEEAEVWN?
FIR UY—FIEF>VX BIKER

O RES7MEM

O FREEOEM

O EHRTEDFEDEIR
O hEFEEDRD

BIITREREEREESRER.

MIARBRY R, IA. SREEEEHEREOFIEFAICLOT
BoaBiEER1e3.

fl&E LT, 4AE 50kg T. 3mg/kg. 6mg/kg. 10mg/kg Ti%5
Liztmza. 3B8B0BETHEI D L. EAGERER IFX T




® KEIXFD
O cFEFH
O MBS0

(F. ENTN1MAHEZD 18069.90 . 27104.85 M.
45174.75 M. IFX BS Tl&. ENETN1MASHBID 7498.20
M. 11247.30 M. 18745.50 A T&3.

Bl LT, ETNA°ETN BS 25mg Z3E2[@. 50mg %8 1 [ET
K5 UIZHE. 3EaHEOEBRETHE IS . AAGHEER.
ETN25mg =UJ >, ETN25mg x>, ETN50mg > U> =,
ETN50mg />, ETN BS 25mg =U>=, ETN BS 25mg X
>~. ETN BS 50mg =>U>=. ETN BS 50mg _R>®D 1 i B&H i
D(CH M BEAEZENZTN. 26064.00 F. 25080.00 A,
26568.00 . 24500.40 4. 16027.20 . 15412.80 M.
15266.40 M. 14905.20 HT#3.

& LT, ADAX® ADA BS 40mg % 2 BRIC 1 E%S Uizis
A, 3FaEOEETHE IS L. EAGHELE. ADA4OMg =
>, ADA40mg/X>. ADA BS 40mg ='J>=. ADA BS
40mg R>D 1 M ASHIDICHHBERIEENTN. 31758.60
M. 30613.20 M. 17560.20 M. 16730.40 AT 3.

(2023 £ 4 BAIRTE).

¥ 9. FRME COBRRREGEZBLQANEZEHERECLOTHHEREDON ?

¥R UG—FIEF>R BINKESR
O LR U FEHBEDZBS DEAMEANIE, BEOCBCAIBEAZME

O &5, LW
o HESL, [FW
O Fn

O EF&E=x

O BMSE

R0 ESICHENREBREERIND L. S5CEERDE
REXBBRDZENS. BEBIURKREICED T, FHEH
BN SEH TS RHNERKREERXD. BS DRERER(C
#5 BS DREMEA\DEEEHD. —73T. RP OEMFHIRA
DERIEIRGEE (IR T DEEMEN'HD.

B¥E 10. RITHIRENE TONMAFEITOIEED ?

¥R

UY—FIEF>VX

EMNER




O Lz

O HZESL, WX
® HT5L, [Fn
O (&Y

O cFEFH

O IS5

V2N

IFX BS . ETN BS. ADA BS [ RA ([CX U TIR&ER N B D,




BRA RACQ33 xxfte®zl (PubMed)

No. e N

#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] OR 173,826
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

#6 “biosimilar pharmaceuticals”[mh] OR biosimilar*[tiab] 5,046
(“randomized controlled trial”[pt] OR “controlled clinical trial”[pt] OR “clinical trial”[pt] OR
“drug therapy”[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR

#7 placebo[tiab] OR trial[tiab] OR groups[tiab]) NOT ("case reports"[pt] OR "case report*"[tiab] 4,614,723
OR "case series"[tiab]) NOT (animals[mh] NOT humans[mh])

#8 1900/1/1:2022/6/30[DP] 34,278,918

#9 #5 AND #6 AND #7 AND #8 514

%% A

2022/10/11




BHA RACQ33 xmit&z=, (Cochrane)

No. BB KRR
#1 [mh "arthritis, rheumatoid"] 6,535
(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 21,780
#6 [mh "biosimilar pharmaceuticals"] OR biosimilar*:ti,ab 1,433
#7 #5 AND #6 374
#8 #8 with Publication Year from 1900 to 2022, in Trials 374

®¥®H 2022/10/11




HRIA RACQ33 @R (Embase)

No. [EE= R
#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) 274,416
OR (felty*:ti,ab AND syndrome:ti,ab) OR (caplan*:ti,ab AND syndrome:ti,ab)
#3 'biosimilar agent'/exp OR biosimilar*:ti,ab 10,709
#4 #1 AND #2 AND #3 1,095
#5 'randomized controlled trial'/de 733,552
#6 'controlled clinical trial'/de 438,225
#7 random*:ti,ab,tt 1,843,980
#8 'randomization'/de 95,186
#9 placebo:ti,ab,tt 348,952
#10 compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,974
#11 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab 2 580,932
OR comparing:ab OR comparison:ab)
#12 (open NEXT/1 label):ti,ab,tt 100,766
#13 ((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,625
#14 'double blind procedure'/de 200,214
#15 (parallel NEXT/1 group*):ti,ab,tt 30,225
#16 crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,925
417 ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR 430,355
interventions OR patient OR patients OR subject OR subjects OR participant OR participants)):ti,ab,tt
#18 assigned:ti,ab,tt OR allocated:ti,ab,tt 459,926
#19 (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 429,105
#20 volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,937
#21 'human experiment'/de 597,636
#22 trial:ti,tt 377,995
493 #5 OR #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 5.838.800
#20 OR #21 OR #22
((random* NEXT/1 sampl* NEAR/8 ('cross section*' OR questionnaire* OR survey OR surveys OR database OR
#24 databases)):ti,ab,tt) NOT (‘comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 2,932
'randomized controlled':ti,ab,tt OR 'randomly assigned"ti,ab,tt)
‘cross - sectional study' NOT (‘randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled
#25 study'/de OR 'randomised controlled"ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group'ti,ab,tt OR 345,783
'control groups':ti,ab,tt)
426 'case control*:ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,281
#27 'systematic review':ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,907
#28 nonrandom#*:ti,ab,tt NOT random*:ti,ab,tt 18,154
#29 'random field*":ti,ab,tt 2,757
#30 (‘'random cluster' NEAR/4 sampl*):ti,ab,tt 1,589
#31 review:ab AND review:it NOT trial:ti,tt 1,020,304
#32 'we searched:ab AND (review:ti,tt OR review:it) 44,015
#33 'update review':ab 127
#34 (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
435 lambs:ti,tt OR 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 1176.799
dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND
'animal experiment'/de
#36 'animal experiment'/de NOT ('human experiment'/de OR 'human'/de) 2,469,611
#37 #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 4,093,000
#38 #23 NOT #37 5,164,611
#39 [1900-2022]/py 41,995,816
#40 #4 AND #38 AND #39 454

®%H 2022/10/11




BRIA RACQ33 X@RERH (EH:E

No. e N
#1 BEENY 7~ F/TH or BIEIY 7 < F/TA or “rheumatoid arthritis”/TA 109,409
#2 NAFY I 5 —EEGZ/TH or /N1 F 3 2 5 —/TA or biosimilar/TA or bsDMARD/TA 900
#3 DT=1900:2022 15,068,613
#4 #1 and #2 and #3 171
. #4and (A ZT7F VUL Z/THor Y RFY T4y LEa—/THor 2FEAA K Z 4> /TH) 13
#6 #4 and (RD=X 27+ U X ZEHAFZ 1) 0
47 #hand (XX T7FYUTR/TAor VATRT A v 7L Ea—/TAor BEHARKZ4 >/ TA) 6
#8 #5 or #6 or #7 15
#9 #4 and NAHFZR/TH 41
#10 #4 and (RD=7 v & L{CLbEEER) 2

#4 and (N ARFZZ/TA or BEFREER/TA or 5 > & LALHLERER/TA or EVE AL ELEGRER/TA or
#11 FIEEER/TA or 2 11 FBEER/TA or ZBNIEEER/TA or EBIVIEEER/TA or 3ELMHEHERR/TA or R%E 11
PERER/TA or 5 > & LEIH/TA)
#12 (#9 or #10 or #11) not #8 39
W%H 2022/10/11




&RB RACQ33 X@&R7BO—Fv—F

|CQ§%— | RA CQ33
o '\;'E:L”z; g CENTRALA 5 Embases &> EhEE ZOMOEEED >
via Pubmed) PR e i G e e A
ST L - e $57E L 7= 38K $57E L 7= 38K $5TE L 72 30kER 1BTE L 7= 3CkE
514 374 454 39 0
BEERIRAME D STHRER BEXEEK ZDHOIEREH, SEE L 1= 3Bk
(n= 925 ) (n= 456 ) 0 )
2o ) == 7 LXK (1st Screening) Bk L 7 3TikEk
(n = 925 ) > |n-= 855 )
TR % ST L 725308k (2nd Screening) Bk L 73k
—
(n= 70 ) (n= 0 )
<BRHEH>
1 cPHEEEAR ST (n= )
Cl/CHEEEE-ST (n= )
BHRA ITHEAANT- TR/ 30 CFHAUHNRRD (n= )
(n= 31 W/ 70 w30 COWEEERBL-ST (n= )
- Ongoing study (n= )
l - Publication date#%2022/7/1 1% (n= )
c(TNFOH)H A K54 :2014/202012 (n= )
EREEITIMZ 7-H3EEK (meta-analysis) T TICHEAMAENTWLS

(n= 31 w3




HEHC RACQ33 /NLTAD')AS(ACR20, ACR50, ACR70, Boolean remission, Serious adverse event, Serious infection , Discontinuation due to AE)

!c:;::tion_to_ Unique ID Study ID Experimental Comparator Outcome Weight DI D2 D3 D4 D5 Overal
5-1 Alten 2019 RPtoBS RP or BS ACR20/50/70,Boolean NA O I I R R @ Lowrisk
28-1 Burmester 2020 RPtoBS RP or BS ACR20/50/70 Boolean NA O I I R R ! Some concerns
20-1 Fleishcmann 2021  RPtoBS RP or BS ACR20/50/70,Boolean NA O I I R R ® 1o
21-1 Furst 2022 RPtoBS RP or BS ACR20/50/70,Boolean M @O 0 0 e
6-1 Genovese 2020 RPtoBS RP or BS ACR20/50/70,Boolean NA ® ® ® ® ® @ ot Randomisation process
22-1 Matsuno 2022 RPtoBS RP or BS ACR20/50/70 Boolean NA ® ® ® ® ® @ 02 Devitions from the intended interventions
26-1 Shim 2019 RPtoBS RP or BS ACR20/50/70,Boolean v @ ® ® ® ® @ b3 Missing outcome data
81 Smolen 2018 RPtoBS RP or BS ACR20/50/70,Boolean N @ ® ® ® ® @ b4 Measurement of the outcome
16-1 Weinblatt 2018 RPtoBS RP or BS ACR20/50/70 Boolean N @ ® ® ® ® @ b5 selection of the reported result
5-2 Alten 2019 RPtoBS RP or BS serious side effect/infection NA @) @ @& @ ® @
20-2 Fleishomann 2021 RPtoBS RP or BS serious side effect/infection NA @) @ @& @ ® @
21-2 Furst 2022 RPtoBS RP or BS serious side effect/infecon NA @) @ @ & ® @
6-2 Genovese 2020 RPtoBS RP or BS serious side effect/infecon NA @) @ @ & @
11-2 Jaworski 2019 RPtoBS BS serious side effect/infecon NA @) @ @ & ® @
22-2 Matsuno 2022 RPtoBS RP or BS serious side effect/infecon NA @) @ @ & @
26-2 Shim 2019 RPtoBS RP or BS serious side effect/infecon NA @) @ @ & @
8-2 Smolen 2018 RPtoBS RP or BS serious side effect/infection NA @) @ @& @ ® @
27-2 Tony 2019 RPtoBS RP serious side effect/infection NA @) @ @& @ ® @
16-2 Weinblatt 2018 RPtoBS RP or BS serious side effect/infection NA @) @ @& @ ® @
23-2 Wiland 2020 RPtoBS BS serious side effect/infection NA @) @ @& @ ® @
5-3 Alten 2019 RPtoBS RP or BS discontinuation M ®® 0 66 6
20-3 Fleishomann 2021  RPtoBS RP or BS discontinuation M ®® 0 66 6
21-3 Furst 2022 RPtoBS RP or BS discontinuation M ®® 0 66 6
6-3 Genovese 2020 RPtoBS RP or BS discontinuation M ®® 066 6
11-3 Jaworski 2019 RPtoBS BS discontinuation M @O 0 0 e
22-3 Matsuno 2022 RPtoBS RP or BS discontinuation M @O 0 0 e
26-3 Shim 2019 RPtoBS RP or BS discontinuation M @O 0 606 e
8-3 Smolen 2018 RPtoBS RP or BS discontinuation M @O 0 0 e
27-3 Tony 2019 RPtoBS RP discontinuation v @O 0 0 e
16-3 Weinblatt 2018 RPtoBS RP or BS discontinuation v @O 0 0 e
23-3 Wiland 2020 RPtoBS BS discontinuation M ®® 06 6



B D RACQ33 TEFYAXFu77AA (vsRP) Question: RP/BS(6M) compared to RP/RP for RA

Certainty assessm Effect

Certainty Importance
f ly Risk of . . Other REE bsolute
RP/BS 6M S 5% C| ( > C|

Outcomes used for the recommendation

ACRS50 (6M)
10 randomised | not serious not serious not serious seriousa none 634/1114 574/1067 RR 1.05 27 more per CRITICAL
trials (56.9%) (53.8%) (0.96 to 1.15) 1,000 @ @ @ O
(from 22 Moderate
fewer to 81
more)

Serious adverse event (6M)

9 randomised | not serious not serious not serious very seriousb none 29/1024 38/993 RR0.81 7 fewer per CRITICAL
trials 2.8%) 3w | aswo13g | 100 | DEBOO
(from 20 Low
fewer to 14
more)

Serious infection (6M)

7 randomised | not serious not serious not serious very seriousb none 11/729 4/697 RR2.11 6 more per CRITICAL
trials (1.5%) o6 | 020817 | 100 | DEBOO
(from 2
fewer to 30
more)

Outcomes related to the recommendation

ACR20 (6M)

10 randomised | not serious not serious not serious serious? none 861/1114 793/1067 RR 1.04 30 more per CRITICAL
trials (77.3%) (74.3%) (0.99 t0 1.08) 1,000 @ @ @ O
(from 7 Moderate
fewer to 59
more)

ACRT0 (6M)

10 randomised | not serious not serious not serious seriousa none 402/1114 374/1067 RR 1.01 4 more per CRITICAL
trials (36.1%) (35.1%) (0.87 t0 1.19) 1,000 @ @ @ O
(from 46 Moderate
fewer to 67
more)

Boolean remission (6M)

4 randomised | not serious not serious not serious seriouse none 90/520 94/484 RR0.89 21 fewer CRITICAL
trials a3 | o | 06114 | perioo | DEBEBO
(from 60 Moderate
fewer to 27
more)

Discontinuation due to AE (6M)

9 randomised | not serious not serious not serious very seriousb none 2411024 28/993 RR 0.96 1 fewer per CRITICAL
trials 2.3%) 28 | ©stoisy | 1000 | DEBOO
(from 14
fewer to 23
more)

Cl: confidence interval; RR: risk ratio

Explanations

a. The total sample size is small
b. The 95% confidence interval of the risk ratio includes both the decision thresholds of 0.75 and 1.25
¢. The 95% confidence interval of the risk ratio includes the decision threshold of 0.75



B D RACQ33 TEFYAXFu77An (vsBS) Question: RP/BS(6M) compared to BS/BS for RA

Certainty assessm Ne of patients

. Certainty Importance
f ly Risk of . . Other Relative bsolute
RP/BS(GM) (95% Cl) (95% Cl)

Outcomes used for the recommendation

ACRS50 (6M)
12 randomised | not serious not serious not serious not serious none 801/1371 | 1279/2286 RR1.04 22 more CRITICAL
trials (58.4%) (55.9%) | (0.98t01.10) | per 1,000 @ @ @ @
(from 11 High
fewer to 56
more)

Serious adverse event (6M)

10 randomised | not serious not serious not serious very serious? none 39/1303 81/2210 RR 0.94 2 fewer CRITICAL
trials a0 | @7 | o6toLan |perrooo |  DEOO
(from 14 Low
fewer to 17
more)

Serious infection (6M)

6 randomised | not serious not serious not serious very serious? none 11/676 13/1293 RR 1.60 6 more CRITICAL
trials e | (Low | 06910370 | perrooo |  DEDOO
(from 3 Low
fewer to 27
more)

Outcomes related to the recommendation

ACR20 (6M)

12 randomised | not serious not serious not serious not serious none 1080/1371 | 1740/2286 RR1.02 15 more CRITICAL
trials (78.8%) (76.1%) (0.99t0 1.06) | per 1,000 @ @ @ @
(from 8 High
fewer to 46
more)

ACRT0 (6M)

12 randomised | not serious not serious not serious not serious none 512/1371 807/2286 RR1.07 25 more CRITICAL
trials (37.3%) (35.3%) | (0.98t01.16) | per 1,000 @ @ @ @
(from 7 High
fewer to 56
more)

Boolean remission (6M)

5 randomised | not serious not serious not serious serious? none 117/646 196/1058 RR0.97 6 fewer CRITICAL
trials as1% | (85% | 07610124 | perroco | DD
(from 44 Moderate
fewer to 44
more)

Discontinuation due to AE (6M)

10 randomised | not serious not serious not serious very serious? none 30/1303 57/2210 RR 0.92 2 fewer CRITICAL
trials 3% | (@6 | ©ssto1ss) |perrooo |  DEDOO
(from 11 Low
fewer to 12
more)

Cl: confidence interval; RR: risk ratio

Explanations

a. The 95% confidence interval of the risk ratio includes both the decision thresholds of 0.75 and 1.25
b. The total sample size is small



BRE RACQ33 7x#LXbZAv b (2~ FA—JL_RP)

Outcomes used for the recommendation

ACR50 (6M)
RP—BS RP—RP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
Alten 2019 G5 143 A1 143 2.8% 1.07 [0.82,1.38]
Burmester 2020 a0 103 A1 104 9.1% 0.83[0.64, 1.07 ~
Cohen 2018 21 1 £] 23 21% 1.31 [0.73, 2.36] -
Fleischmann 2021 9y 13 ™13 144% 1.30[1.08, 1.57] —
Furst 2022 1M 1482 95 143 16.0% 1.07 [0.81, 1.27] —
Genovese 2020 G0 114 a4 12 3.6% 1.13[0.87, 1.48] —_ T
M atsuno 2022 Tiz] 3] fi5 94 14.3% 1.04 [0.86, 1.28] B
Shim 2019 G2 107 40 G4 10.2% 1.02 [0.80, 1.24]  —
Smolen 2018 sl 94 4/ 1M B, 0% 0.78 [0.586, 1.04] —
Witginhlatt 2018 G2 125 G5 128 10.9% 1.06 [0.84, 1.34] T
Total (95% Cly 1114 1067 100.0% 1.05 [0.96, 1.15] 4
Total events 634 a7d
Heterogeneity: Tau®=0.01; Chif=12.54, df= 9 (P = 0.18); F= 28% DIS DIT 7 155 é
Test for averall effect Z=1.15 F =029 Favours [Rl;-'—aRF'] Favolrs [RP—Bg]
Serious adverse event (6M)
RP—BS RP—RP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Alten 2019 4 143 11 143 19.8% 036012113 —
Fleischmann 2021 3133 B 135 138% 081 (013, 1.949] —
Furst 2022 5 142 3183 139% 1.68 [0.41, 6.90] T
Genovese 2020 1 14 4 1A a.7% 0.25[0.03, 2.24]
M atsuno 2022 4 ]3] 3 95 12.0% 1.32[0.30, 5.74] N e E—
Shim 2019 2 104 1 fid 4.8% 1AT[0.11,12.70)
Smolen 2018 ] 94 3101 14.0% 215055, 8,39 T
Tony 2019 a a3 3 ad 3 2% nAa[oot, 274
Weinblatt 2018 4 125 4 127 138% 1.02 [0.26, 3.97] —
Total (95% Cl} 1024 993 100.0% 0.81 [0.48, 1.36] L 2
Total events 29 K]
Heterogeneity: Tau’=l 0.04; Chi*= 849 di =3 (P=038); 1*=6% 000 01 ] 10 200
Test for overall effect: Z=080F =044 Favours [RF—BS] Favours [RP—RF]
Serious infection (6M)
FRF—ES RF—EP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI1
Fleischmann 2021 1 133 2 13 2002% 0.51 [0.05, 5.43] =
Genovese 2020 3 14 1T 121 228% 2.05[0.32 28.491] =
M atsuno 2022 2 ]3] 1] 95 126% 4,95 [0.24, 101.73)
Shim 2019 1 104 1] G4 11.4% 1.77 [0.07, 42.89)] =
Smolen 2018 2 94 1T 101 203% 2150020, 23.31] =
Tony 2014 a a3 0 a4 Mot estimahle
Weinblatt 2018 2 12 0 127 126% 408 [0.25, 104.79] =
Total (95% Cly 720 GO7  100.0% 211072, 6.17] —=saln.--
Total events 11 4
Heterogeneity: Tau®*=0.00, Chif= 212, df =5 (FP=083; F=0% IZI.IIZI1 D.'1 i 1'IZI 1IjD

Tegt for overall effect Z=136F =017

Favours [RP—BS]

Favours [RP—=RP]



Outcomes related to the recommendation

Weight M-H, Random, 95% CI

Fisk Ratio

Risk Ratio
M-H, Random, 95% CI

ACR20 (6M)
FP—BS FP—RP

Study or Subgroup Events Total Events Total
Alten 2019 101 143 42 143
Burmester 2020 o103 g3 104
Cohen 2018 3z 41 149 23
Fleischrmann 2021 7113 14 107 135
Furst 2022 126 142 119 143
Genavese 2020 114 ™1
M atsuno 20232 an 4 7 44
Shim 2014 95 107 a3 G4
Stmalen 2018 a0 94 B9 1M
Yieinblatt 2018 99 124 95 124
Total {95% CI) 1114 1067
Total events 261 793

T.9%
9.4%
3.4%
16.2%
16.4%
B. 2%
12.2%
12.2%
5.1%
11.0%

100.0%

Heterogeneity: Tau®= 0.00; Chi®= 483 df = 8 (P = 0.85); F= 0%

1.10[0.93, 1.29]
0.94 [0.81, 1.09]
0.94[0.74, 1.21]
1.06 [0.95, 1.19]
1.06[0.94,1.19
1.02 [0.85, 1.2
1.02 [0.89, 1.16]
1.07 [0.94, 1.2
0.93[0.76, 1.14]
1.08[0.94, 1.2

1.04 [0.99, 1.08]

>

07 085 1 1.2

1.5

Test for averall effect Z=1.50F =013 Favours [RF—RP] Favours [RP—Bg]
ACR70 (6M)
RP—BS RP—RP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
Alten 2019 3/ 143 3 143 91% 1.06 [0.70, 1.81] -
Burmester 2020 25103 91 104 9. 0% 0.62[0.41, 0.93] -
Cohen 2018 1 1 1 23 0. 6% 6.17 [0.85, 44.80]
Fleischmann 2021 a8 13 43 135 124% 1.38[1.01, 1.89] il
Furst 2022 72142 Hoo183 15.7% 0.97 077, 1.2 .
Genovese 2020 4 14 B/ O1A 10.7% 1.24 [0.87,1.7¢8] T
M atsuno 2022 ad 3] a0 94 14.6% 1.06[0.82, 1.37] -
Shim 2019 a8 107 2 G4 10.9% 1.06 [0.75, 1.53] I
Smolen 2018 21 94 32 1M 7. 6% 0.71[0.44 113 /T
Witginhlatt 2018 3312 B 124 9 4% 0.95 (063, 1.43] B
Total {95% Clj 1114 1067 100.0% 1.01 [0.87, 1.19] »
Total events 402 374
Heterogeneity: Tau®=0.03; Chi*= 16.46, df= 9 (P = 0.06); F= 45% t t t y
i 0.0 nz 1 ] 20
Test for overall effect: Z=017 {F = 0.86) Favours [RF—RP] Favours [RP—Bg]
Boolean remission (6M)
RP—BS RP—RP Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
Alten 2019 13 143 18 143 14.3% 072037, 1.43] j
Furst 2022 43 142 4 153 53.9% 0.92 [0.65, 1.30]
Shim 2019 17 107 15 fd  16.9% 0.68 [0.36, 1.26] — =
Witginblatt 2018 17 118 14 124 149% 1.28 [0.66, 2.47] I L —
Total (95% Cly 520 484 100.0% 0.89 [0.69, 1.14] -
Total events 90 94

ha. 2 _ . = — — 2= } } | |
Heterogeneity: Tau®=0.00 Chif= 228, df =3 (P=0452%; F=0% 0= 05 i 3 :

Test for overall effect: £ =092 {F = 0.36)

Favours [RP—=RP]

Favours [RF—=BS]



Discontinuation due to AE (6M)

RP—BS RP—RP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Alten 2019 7143 10 143 33.0% 070027 1.79 —
Fleischmann 2021 1 133 a 134 8. 7% 013002 1.00 =
Furst 2022 5 142 2 183 135% 2820501277 T
Genovese 2020 4 114 4 14 183% 1.02 [0.26, 3.97] .
M atsuno 2022 1 ]3] 1] 95 3.8% 2497 [012 71.98
Shim 2019 o 104 1] fid Mot estimable
Smolen 2018 3 94 1T 1M 7.4% 222 [0.34 30.49
Tony 2019 1 a3 i ad 3.8% 306013 7337
Weinblatt 2018 2 125 3127 11.5% 0.68[0.12 3.98 — 1
Total (95% CI} 1024 993 100.0% 0.96 [0.51, 1.80] .
Total events 24 28

Heterogeneity: Tau®= 009, Chif= 778 df =7 (P =038} F=10% p
Test for overall effect: Z=013{F = 0.8

0.1
Favours [RP—BS]

1

10
Favours [RF—=RF]

100



BRE RACQ33 7xLXbZAv bk (3¥ kA—JL_BS)

Outcomes used for the recommendation

ACR50 (6M)
RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
Alten 2014 o 143 135 280 B, 5% 0.94 [0.76 1.17] —
Burmester 2020 an 103 53 104 41% 0.95[0.72 1.29 —
Cohen 2018 M 41 18 Kid] 1. 6% 1.00[0.64, 1.49]
Fleischrmann 2021 97 134 178 283 162% 118[1.00 1.33 I A
Furst 2022 1M 182 20 303 16.0% 1.00[0.87, 119 —
Genovese 2020 GO 1149 107 244 8, 4% 1151082 1.44] T
Jawnrski 20149 a6 13 84 148 101% 1.03[0.87,1.23 T
Matsuno 2022 5iE] 2] 1300 19 122% 1.06 [0.90, 1.24] T
Shim 2014 G107 o120 7. 6% 1.03[0.84, 1.26] B
Smolen 2018 34 94 g2 2Mm 32% 0.91 [0.67, 1.29]
Weinhlatt 2018 3 124 135 264 7. T% 1.08[0.89, 1.3 N B —
Wiland 2020 M 136 72 108 2 8% 0.96 [0.80, 1.16] . —
Total (95% CI) 1371 2286 100.0% 1.04 [0.98, 1.10] -+
Total events am 1279
Heterogensity: Tau®= 0.00; Chi*= 590, df =11 F = 0.8 F= 0% t y t '
i 0.4 nr 1 1.4 2
Test for overall effect Z2=134 P =015 Favours [BS—BS] Favours [RF—BS)
Serious adverse event (6M)
RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
Alten 2014 4 143 12 280 127% Q.60 [0.20, 1.81] —
Fleischrmann 2021 3133 4 283 7. 8% 1.60[0.36, 7.03] T
Furst 2022 a 142 B 303 11.6% 1.66 [0.52, 5.36] I
Genovese 2020 1 114 15 24 4 5% 014002 1.01]
Jawnrski 20149 4 166 4 174 2 9% 1.05[0.27, 419 I —
M atsuno 2022 1 )] 17 182 135% 0.47 [016, 1.36] —
Shim 2014 2104 a 14 B, 6% 0.45[0.09, 2.26] — 1
Smolen 2018 ] 94 72 13.5% 1.83[0.63 5.30 T
Weinhlatt 2018 4 124 B 254 10.4% 1.35[0.39, 4.71] S B —
Wiland 2020 G 166 4 159 10.4% 1.44 [0.41, 5.00] A e E—
Total (95% CI) 1303 2210 100.0% 094 [0.61, 1.47] i
Total events 4 &
Heterogeneity: Tau®= 0.08 Chif= 10.74, df= 9 = 0.259; F= 16% } t t y
i n.oz 01 1 10 a0
Test for verall effect: £ = 0.26 (F = 0.580 Favours [RF—BS] Favours [BS—BS]
Serious infection (6M)
RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
Fleischrmann 2021 1 133 1 283 9 3% 213013, 33.76 —=
Genovese 2020 3 114 a 241 354% 1.22 [0.30, 5.00] —li—
Matsuno 2022 2 96 B 192 283% 067 [0.14, 3.24 — &
Shim 2014 1 104 o142 7.0% 335014, 81.50
Smolen 2018 2 G4 1 201 124% 4 280,38, 46.48]
Weinhlatt 2018 2 14 o 264 7. T% 1012 [0.45, 208.20) -
Total (95% CI) G676 1293 100.0% 1.60 [0.69, 3.70] ol
Total events 1A 13
Heterogeneity: Tau“=l 0.00; Chi*= 366, df =5 (P = 0.60), 7= 0% 0008 01 ] " 00
Test for averal effect Z=1.08 (F =028 Favours [RP—BS] Favours [BS—BS]



Outcomes related to the recommendation

ACR20 (6M)

RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
Alten 2014 m 143 185 280 B, 9% 0.99[0.87 1.13
Burmester 2020 7roo103 G5 104 3 4% 1181088 1.43
Cohen 2018 3z 41 ) Kid] 2 0% 1.01 [0.79, 1.249
Fleischrmann 2021 113 134 234 283 14.2% 1.02[083 113 A
Furst 2022 126 182 244 303 13.6% 1.02[083 113 —
Genovese 2020 ™o 114 1851 244 4. 5% 1.07 [0.91, 1.26] S I
Jawnrski 20149 108 13 132 148 124% 0.92[0.84 1.04 -
Matsuno 2022 an 2] 152 19 2 8% 1.05 1093 1.17] e
Shim 2014 95 107 95 120 9 3% 1.11[0.99, 1.24] T
Smolen 2018 2] 94 137 2M 3 6% 094078 113
Weinhlatt 2018 99 124 209 2649 9 5% 1.02 081, 1.14] A R
Wiland 2020 111 126 g3 108 11.8% 1.02[083 113 1
Total (95% CI) 1371 2286 100.0% 1.02 [0.99, 1.06] o
Total events 1080 1740
Heterogeneity: Tau®= 0,00, Chi*= 1013, df= 11 (P=052);, F=0% ’ t

07 0.85 1 1.2 1.5

Test for overall effect Z=117 P =024 Favours [BS—BS] Favours [RF—BS)

ACR70 (6M)

RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
Alten 2014 3| 143 g2 280 B, 5% 084059 1.17] —
Burmester 2020 25103 a0 104 3 6% 084053 1.33 —
Cohen 2018 1 41 a Kid] 1. 2% 117 [0.83, 2.4
Fleischrmann 2021 a9 134 103 283 126% 1.21 [0.85, 1.49] T
Furst 2022 72182 135 303 17.3% 1.06 [0.86, 1.31] —
Genovese 2020 4 114 72 244 8 2% 1.251[0.82 1.70 T
Jawnrski 20149 aa 13 54 148 2 8% 1.15[0.86, 1.54] —_ T
Matsuno 2022 a4 2] 89 191 14.0% 1.21 [0.96, 1.53] T
Shim 2014 a8 107 48 120 8 2% 1121083 1.53 e
Smolen 2018 21 94 a0 2Mm 3.8% 0.88 [0.56, 1.37] I
Weinhlatt 2018 3314 B 2R4 fi. 5% 0.83[0.59 1.16] — 71
Wiland 2020 a5 126 a4 108 9 2% 096 [0.72 1.28 . E—
Total (95% CI) 1371 2286 100.0% 1.07 [0.98, 1.16] -+
Total events a1z a0y

Heterogeneity: Tau®= 0.00; Chi*= 1011, df= 11 (P = 0.523; F=0%

Test for overall effect Z=144 P =013 0.5 0.7 1 1.5 z

Fawours [R5 —BS5] Favours [RP—HBS]

Boolean remission (6M)

RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
Alten 2014 13 143 42 280 146% 0.61 [0.34, 1.09 — &
Furst 2022 43 1482 FB 303 357% 1.13[0.82 1.49 T
Shim 2014 17 107 25 120 158% 076044 1.33 —
Weinblatt 2018 17 118 3B 247 1T0% 1.02[0.59 1.74] I
Wiland 2020 2 136 18 108 16.9% 1.29 075 2.200 — T
Total (95% CI) G46 1058 100.0% 0.97 [0.76, 1.24] -
Total events 117 156
Heterogensity: Tau®= 002 Chit= 511, df = 4 (P = 0.28); 12= 22% ’ y i

0.2 0.4 1 2 5

Test for overall effect 2 =022 F =085 Favours [B5—BS] Favours [RP—BS)



Discontinuation due to AE (6M)

RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
Alten 2014 7143 14 280 259% 0.92 [0.40, 2.37] ——
Fleischrmann 2021 1 133 a 283 4. 5% 0.43[0.05, 3.61]
Furst 2022 a 142 3303 10.2% 332[080,13.73 T
Genovese 2020 4 114 12 241 165% 0.68[0.22 208 — =
Jawnrski 20149 4 166 B 178 131% 0.701[0.20, 2.44] L
M atsuno 2022 1 )] a 14z 4. 5% 0.40[0.05, 3.39 -
Shim 2014 o104 1 124 2. 0% 0.37 [0.02, 9.08]
Smolen 2018 3 94 3 2Mm 8 2% 2141044 10,400 — T
Weinhlatt 2018 2 1@ 1 254 3 6% 4 06 [0.37, 44349
Wiland 2020 3 166 7159 11.8% 0.41 [0.11, 1.56] — 1
Total (95% CI) 1303 2210 100.0% 0.92 [0.58, 1.45] i
Total events an 57
i 2 _ . = — — - } } } |
Heterogeneity: Tau*=0.00;, Chi*= 904, df = 9P =043} 17=0% 007 01 ] 10 100

Test for overall effect 2 =036 F =0.74H

Favours [RP—BS] Favours [BE—BE]
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LY,

IFX 100mg. IFX BS 100mg MOFEffild. &£NZEN 60233.00
M. 24994.00 A Td&%% (RP D 41.5%),

ETN 25mg =Y >=, ETN 25mg~X>, ETN 50mg=>1U>
=, ETN 50mg >, ETN BS 256mg > J> =, ETN BS
25mg />, ETN BS 50mg =U>=, ETN BS 50mg >
DFEMMIF. TNEMN 10860.00 FH. 10450.00 H. 22140.00
M. 20417.00 4. 6678.00 F3. 6422.00 . 12722.00
M. 12421.00 HTd&%% (RP D 57.5%~61.5%).
ADA40mg = > =, ADA 40mg~X>. ADA BS 40mg >l
>, ADA BS 40mg R>DEffi(d. €€+ 52931.00
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D 54.7%~55.3%) .

(2023 £ 4 ARTE).
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25080.00 M. 26568.00 M. 24500.40 M. 16027.20 M.
15412.80 4. 15266.40 . 14905.20 HT&» 3.
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A, 3FaBoBETHEI DL, EAGIDEEE. ADA
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=, ADA BS 40mg R>D 1 BB (ChHhBERIEEN




Zn. 31758.60 [, 30613.20 . 17560.20 M,
16730.40 AT 3.

(2023 £F 4 BIRFE).
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1. Jha A, et al. The Budget Impact of Biosimilar Infliximab (Remsima®) for the Treatment of Autoimmune Diseases in Five European Countries. Adv Ther. 2015;32(8):742-
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BHIA RACQ34 XEitez:E (PubMed)

No. U=y IRFRIFR
1 "Arthritis, Rheumatoid/drug therapy"[Mesh] 35,722
2 "Aged"[Mesh] AND (elderly[TIAB] OR old[TIAB] OR advanced age*[TIAB]) 396,666

"Antirheumatic Agents/therapeutic use"[Mesh] OR "Gold/therapeutic use"[Mesh] OR
3 "Leflunomide/therapeutic use"[Mesh] OR "Tacrolimus/therapeutic use"[Mesh] OR "Biological 325,836
Products/therapeutic use"[Mesh] OR "Janus Kinase Inhibitors/therapeutic use"[Mesh]
("Antirheumatic Agents"[PA] OR "bucillamine" [Supplementary Concept] OR "iguratimod" [Supplementary
Concept] OR "Tumor Necrosis Factor-alpha/antagonists and inhibitors"[Mesh] OR "golimumab"
4 [Supplementary Concept] OR "tocilizumab" [Supplementary Concept] OR "Janus Kinase Inhibitors"[PA] 283,895
OR "baricitinib" [Supplementary Concept] OR "tofacitinib"[Supplementary Concept]) AND "therapeutic
use"[SH]
"rheumatoid arthritis"[TI] AND (Aged[TIAB] OR elderly[TIAB] OR old[TIAB] OR advanced age*[TIAB])
AND (csDMARD*[TIAB] OR methotrexate[TIAB] OR gold[TIAB] OR bucillamine[TIAB] OR
salazosulfapyridine[TIAB] OR leflunomide[TIAB] OR tacrolimus[TIAB] OR iguratimod[TIAB] OR
bDMARD*[TIAB] OR biological disease-modifying antirheumatic drug*[TIAB] OR biological
5 DMARD*[TIAB] OR TNF inhibitor*[TIAB] OR TNFi[TIAB] OR Tumor Necrosis Factor inhibitor*[TIAB] OR 219
TNF biologic*[TIAB] OR Infliximab[TIAB] OR Adalimumab[TIAB] OR Etanercept[TIAB] OR
golimumab[TIAB] OR Certolizumab[TIAB] OR tocilizumab[TIAB] OR abatacept[TIAB] OR JAK
inhibitor*[ TIAB] OR Janus Kinase Inhibitor*[ TIAB] OR tofacitinib[TIAB] OR baricitinib[TIAB]) NOT
medline[SB]
6 (#1 AND #2 AND (#3 OR #4)) OR #5 941
7 #6 AND 2019:2020[DP] 126
8 #7 AND (JAPANESE[LA] OR ENGLISH[LA]) 124
9 #8 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 4
10 #8 AND ("Cochrane Database Syst Rev"'[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as .
Topic"[Mesh] OR "systematic review"[TIAB])
#8 AND ("Practice Guideline"[PT] OR "Practice Guidelines as Topic"[Mesh] OR "Consensus"[Mesh] OR
11 "Consensus Development Conferences as Topic"[Mesh] OR "Consensus Development Conference"[PT] 0
OR guideline*[TI] OR consensus[TI])

12 #9 OR #10 OR #11 4

13 #8 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR .
(random*[TIAB] NOT medline[SB]))

1 #8 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case s

control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]))

15 (#13 OR #14) NOT #12 5

#8 AND ("Epidemiologic Studies"[Mesh] OR "Epidemiologic Research Design"[Mesh] OR "Comparative

16 Study"[PT] OR "Multicenter Study"[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow-up 27

stud*[TIAB]) NOT medline[SB]))
17 #16 NOT (#12 OR #15) 23
("biologic"[MeSH Terms] OR "biologic"[All Fields] OR "biologics"[All Fields] OR "biological"[All Fields])

18 AND ("aged"[ti] OR "elderly"[ti] OR "age"[ti] OR "late-onset"[ti] OR "older"[ti] OR "seniors"[ti]) AND 183
rheumatoid [All Fields]
("serious infection"[MeSH Terms] OR "serious infection"[All Fields] OR "serious infections"[All Fields] OR

19 "safety"[All Fields] OR "adverse events"[All Fields] OR "adverse event"[All Fields]) AND ("aged"[ti] OR 145
"elderly"[ti] OR "age"[ti] OR "late-onset"[ti] OR "older"[ti] OR "seniors"[ti]) AND rheumatoid [All Fields]

20 #18 AND 2019:2020[DP] 40
21 #19 AND 2019:2020[DP] 33
22 #21 or #20 52
23 (#18 or #19) AND 2019:2022[DP] 104
24 #23 or #17 119
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ERA RACQ34 iRzt (Cochrane)

No. Y TR
#01 "rheumatoid arthritis":ti 12,461
#02 Aged:ti OR elderly:ti OR old:ti OR "advanced age":ti 32,877

csDMARD*:ti,ab,kw OR methotrexate:ti,ab,kw OR gold:ti,ab,kw OR
bucillamine:ti,ab,kw OR salazosulfapyridine:ti,ab,kw OR leflunomide:ti,ab,kw OR
tacrolimus:ti,ab,kw OR iguratimod:ti,ab,kw OR bDMARD#*:ti,ab,kw OR "biological
disease-modifying antirheumatic drug":ti,ab,kw OR "biological DMARD":ti,ab,kw OR
403 "TNF inhibitor":ti,ab,kw OR TNFi:ti,ab,kw OR "Tumor Necrosis Factor 38,818
inhibitor":ti,ab,kw OR "NF biologic":ti,ab,kw OR Infliximab:ti,ab,kw OR
Adalimumab:ti,ab,kw OR Etanercept:ti,ab,kw OR golimumab:ti,ab,kw OR
Certolizumab:ti,ab,kw OR tocilizumab:ti,ab,kw OR abatacept:ti,ab,kw OR "JAK
inhibitor":ti,ab,kw OR "Janus Kinase Inhibitor":ti,ab,kw OR tofacitinib:ti,ab,kw OR
baricitinib:ti,ab,kw
#04 #1 AND #2 AND #3 25
#05 #4 with Cochrane Library publication date from Jan 2019 to Dec 2022 0
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ERA RACQ34 XBRRA (EES

No. A R
#01 BEEN ) 7~ 7, YA/ TH 32,913
#02 SinE/TH 332,693
403 Y v~ FHAENFIA/TH or 3tV 7~ FE&HEI/TH or £¥MFHIEHF]/TH or fEEE 90,925

ERF 7L 7 7 i E - FEEYE/TH or "Janus Kinase Inhibitors"/TH
BAEI Y 7~ F /Tl and (&#5/TI or FA/Tl or ZE /Tl or Z#5/T1) and
(methotrexate/TA or X b kL ¥4 — k/TA or &&AI/TA or bucillamine/TA or 7'
Z 2 > /TA or "salazosu | fapyridine"/TA or ¥/ &1 > /TA or leflunomide/TA or
L 7/ 2 K/TA or tacrolimus/TA or X7 A Y L X /TA or iguratimod/TA or 4 7' F
T N/TA or £FHIEE/TA or £¥EKI/TA or bDMARD/TA or "biological
404 DMARD"/TA or TNFFEEAI/TA or TNFREEZ/TA or TNF a BEZE/TA or infliximab/TA 293
or £ 7 U F>~<7/TA or etanercept/TA or TX &Lt 7 k/TA or adalimumab/TA
or 7X Y L~<7/TA or golimumab/TA or IV L~ 7/TA or "certolizumab pegol"/TA
or €L kY X< 7/TA or tocilizumab/TA or k> VU X< 7 /TA or abatacept/TA or 7
NRN&Z+ 7 k/TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or
JAKBEZEHI/TA or JAKBEZEZE/TA or baricitinib/TA or /XU > F =7 /TA or
Tofacitinib/TAor b 7 7> F=7/TA)
#05 (#1 and #2 and #3) or #4 363
#06 #5 and (DT=2019:2022) 119
407 #6and (A X T7F YUY R/THor VAT T4 v 7L Ea—/THor 8EHA K T4~ )
/TH)
#08 #6 and RD=X X7 F U X, ZEAA T4 V) 0
409 #6 and (X X T7F U R/TAor VAT TA4v 7L Ea2—/TAor BEHARZ 4> 0
/TA)
#10 #7 or #8 or #9
#11 #6 and /1 AHRFZE/TH
#12 #6 and (RD=7 > & LAt LB ER)
#6 and (AN ABFZ/TA or BaRRER/TA or 5 > X LA LLEERER/TA or E/E AL ELEGEEER
#13 /TA or FIHHER/TA or F1IMEEER/TA or ZE1IAEFER/TA or BIVAESER/TA or FEL M 0
HER/TA or BEMERER/TA or 7> & LEUTFIT/TA)
#14 (#11 or #12 or #13) not #10 0
#15 #6 and (BRI M/TH or BRRMET V4 > /TH) 11
#16 #6 and (RD=%# 7 > & Lt LbBERER, HEBRA 52) 6
#6 and (JEFHTT/TA or ERRITTIZ/TA or EIRATREMBIZ[/TA or L IBRHIE/TA or
LR HRR/TAor /XA Ay F7AY 2 b/TA or ARFZE/TA or BaRTZ/TA or
#17 EERHTR/TA or HEWTHTR/TA or M ZHAFR/TA or AR ZHZR/TA or FEFIXTIRAAFR 4
/TA or BB EWFZ/TA or a7k — MIZR/TA or BITZ/TA or BTEIATZZ/TA or ELEHT
®/TA or 7 A ZAF —/R—HF/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 13
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ERIA RACQ35 x@e%E=l (PubMed)

No. U=y IRFRIFR
1 "Arthritis, Rheumatoid/drug therapy"[Mesh] 35,722
2 "Aged"[Mesh] AND (elderly[TIAB] OR old[TIAB] OR advanced age*[TIAB]) 396,666

"Antirheumatic Agents/therapeutic use"[Mesh] OR "Gold/therapeutic use"[Mesh] OR
3 "Leflunomide/therapeutic use"[Mesh] OR "Tacrolimus/therapeutic use"[Mesh] OR "Biological 325,836
Products/therapeutic use"[Mesh] OR "Janus Kinase Inhibitors/therapeutic use"[Mesh]
("Antirheumatic Agents"[PA] OR "bucillamine" [Supplementary Concept] OR "iguratimod" [Supplementary
Concept] OR "Tumor Necrosis Factor-alpha/antagonists and inhibitors"[Mesh] OR "golimumab"
4 [Supplementary Concept] OR "tocilizumab" [Supplementary Concept] OR "Janus Kinase Inhibitors"[PA] 283,895
OR "baricitinib" [Supplementary Concept] OR "tofacitinib"[Supplementary Concept]) AND "therapeutic
use"[SH]
"rheumatoid arthritis"[TI] AND (Aged[TIAB] OR elderly[TIAB] OR old[TIAB] OR advanced age*[TIAB])
AND (csDMARD*[TIAB] OR methotrexate[TIAB] OR gold[TIAB] OR bucillamine[TIAB] OR
salazosulfapyridine[TIAB] OR leflunomide[TIAB] OR tacrolimus[TIAB] OR iguratimod[TIAB] OR
bDMARD*[TIAB] OR biological disease-modifying antirheumatic drug*[TIAB] OR biological
5 DMARD*[TIAB] OR TNF inhibitor*[TIAB] OR TNFi[TIAB] OR Tumor Necrosis Factor inhibitor*[TIAB] OR 219
TNF biologic*[TIAB] OR Infliximab[TIAB] OR Adalimumab[TIAB] OR Etanercept[TIAB] OR
golimumab[TIAB] OR Certolizumab[TIAB] OR tocilizumab[TIAB] OR abatacept[TIAB] OR JAK
inhibitor*[ TIAB] OR Janus Kinase Inhibitor*[ TIAB] OR tofacitinib[TIAB] OR baricitinib[TIAB]) NOT
medline[SB]
6 (#1 AND #2 AND (#3 OR #4)) OR #5 941
7 #6 AND 2019:2020[DP] 126
8 #7 AND (JAPANESE[LA] OR ENGLISH[LA]) 124
9 #8 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 4
10 #8 AND ("Cochrane Database Syst Rev"'[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as .
Topic"[Mesh] OR "systematic review"[TIAB])
#8 AND ("Practice Guideline"[PT] OR "Practice Guidelines as Topic"[Mesh] OR "Consensus"[Mesh] OR
11 "Consensus Development Conferences as Topic"[Mesh] OR "Consensus Development Conference"[PT] 0
OR guideline*[TI] OR consensus[TI])

12 #9 OR #10 OR #11 4

13 #8 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR .
(random*[TIAB] NOT medline[SB]))

1 #8 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case s

control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]))

15 (#13 OR #14) NOT #12 5

#8 AND ("Epidemiologic Studies"[Mesh] OR "Epidemiologic Research Design"[Mesh] OR "Comparative

16 Study"[PT] OR "Multicenter Study"[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow-up 27

stud*[TIAB]) NOT medline[SB]))
17 #16 NOT (#12 OR #15) 23
("biologic"[MeSH Terms] OR "biologic"[All Fields] OR "biologics"[All Fields] OR "biological"[All Fields])

18 AND ("aged"[ti] OR "elderly"[ti] OR "age"[ti] OR "late-onset"[ti] OR "older"[ti] OR "seniors"[ti]) AND 183
rheumatoid [All Fields]
("serious infection"[MeSH Terms] OR "serious infection"[All Fields] OR "serious infections"[All Fields] OR

19 "safety"[All Fields] OR "adverse events"[All Fields] OR "adverse event"[All Fields]) AND ("aged"[ti] OR 145
"elderly"[ti] OR "age"[ti] OR "late-onset"[ti] OR "older"[ti] OR "seniors"[ti]) AND rheumatoid [All Fields]

20 #18 AND 2019:2020[DP] 40
21 #19 AND 2019:2020[DP] 33
22 #21 or #20 52
23 (#18 or #19) AND 2019:2022[DP] 104
24 #23 or #17 119
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ERA RACQ35 xt@t#&®Rzl (Cochrane)

No. Y TR
#01 "rheumatoid arthritis":ti 12,461
#02 Aged:ti OR elderly:ti OR old:ti OR "advanced age":ti 32,877

csDMARD*:ti,ab,kw OR methotrexate:ti,ab,kw OR gold:ti,ab,kw OR
bucillamine:ti,ab,kw OR salazosulfapyridine:ti,ab,kw OR leflunomide:ti,ab,kw OR
tacrolimus:ti,ab,kw OR iguratimod:ti,ab,kw OR bDMARD#*:ti,ab,kw OR "biological
disease-modifying antirheumatic drug":ti,ab,kw OR "biological DMARD":ti,ab,kw OR
403 "TNF inhibitor":ti,ab,kw OR TNFi:ti,ab,kw OR "Tumor Necrosis Factor 38,818
inhibitor":ti,ab,kw OR "NF biologic":ti,ab,kw OR Infliximab:ti,ab,kw OR
Adalimumab:ti,ab,kw OR Etanercept:ti,ab,kw OR golimumab:ti,ab,kw OR
Certolizumab:ti,ab,kw OR tocilizumab:ti,ab,kw OR abatacept:ti,ab,kw OR "JAK
inhibitor":ti,ab,kw OR "Janus Kinase Inhibitor":ti,ab,kw OR tofacitinib:ti,ab,kw OR
baricitinib:ti,ab,kw
#04 #1 AND #2 AND #3 25
#05 #4 with Cochrane Library publication date from Jan 2019 to Dec 2022 0
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BRIA RACQ35 xmitezzl (Edit

No. A R
#01 BEEN ) 7~ 7, YA/ TH 32,913
#02 SinE/TH 332,693
403 Y v~ FHAENFIA/TH or 3tV 7~ FE&HEI/TH or £¥MFHIEHF]/TH or fEEE 90,925

ERF 7L 7 7 i E - FEEYE/TH or "Janus Kinase Inhibitors"/TH
BAEI Y 7~ F /Tl and (&#5/TI or FA/Tl or ZE /Tl or Z#5/T1) and
(methotrexate/TA or X b kL ¥4 — k/TA or &&AI/TA or bucillamine/TA or 7'
Z 2 > /TA or "salazosu | fapyridine"/TA or ¥/ &1 > /TA or leflunomide/TA or
L 7/ 2 K/TA or tacrolimus/TA or X7 A Y L X /TA or iguratimod/TA or 4 7' F
T N/TA or £FHIEE/TA or £¥EKI/TA or bDMARD/TA or "biological
404 DMARD"/TA or TNFFEEAI/TA or TNFREEZ/TA or TNF a BEZE/TA or infliximab/TA 293
or £ 7 U F>~<7/TA or etanercept/TA or TX &Lt 7 k/TA or adalimumab/TA
or 7X Y L~<7/TA or golimumab/TA or IV L~ 7/TA or "certolizumab pegol"/TA
or €L kY X< 7/TA or tocilizumab/TA or k> VU X< 7 /TA or abatacept/TA or 7
NRN&Z+ 7 k/TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or
JAKBEZEHI/TA or JAKBEZEZE/TA or baricitinib/TA or /XU > F =7 /TA or
Tofacitinib/TAor b 7 7> F=7/TA)
#05 (#1 and #2 and #3) or #4 363
#06 #5 and (DT=2019:2022) 119
407 #6and (A X T7F YUY R/THor VAT T4 v 7L Ea—/THor 8EHA K T4~ )
/TH)
#08 #6 and RD=X X7 F U X, ZEAA T4 V) 0
409 #6 and (X X T7F U R/TAor VAT TA4v 7L Ea2—/TAor BEHARZ 4> 0
/TA)
#10 #7 or #8 or #9
#11 #6 and /1 AHRFZE/TH
#12 #6 and (RD=7 > & LAt LB ER)
#6 and (AN ABFZ/TA or BaRRER/TA or 5 > X LA LLEERER/TA or E/E AL ELEGEEER
#13 /TA or FIHHER/TA or F1IMEEER/TA or ZE1IAEFER/TA or BIVAESER/TA or FEL M 0
HER/TA or BEMERER/TA or 7> & LEUTFIT/TA)
#14 (#11 or #12 or #13) not #10 0
#15 #6 and (BRI M/TH or BRRMET V4 > /TH) 11
#16 #6 and (RD=%# 7 > & Lt LbBERER, HEBRA 52) 6
#6 and (JEFHTT/TA or ERRITTIZ/TA or EIRATREMBIZ[/TA or L IBRHIE/TA or
LR HRR/TAor /XA Ay F7AY 2 b/TA or ARFZE/TA or BaRTZ/TA or
#17 EERHTR/TA or HEWTHTR/TA or M ZHAFR/TA or AR ZHZR/TA or FEFIXTIRAAFR 4
/TA or BB EWFZ/TA or a7k — MIZR/TA or BITZ/TA or BTEIATZZ/TA or ELEHT
®/TA or 7 A ZAF —/R—HF/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 13
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(n = 375 ) > |n- 240 )
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BHREICHA AN E/ 3w cTHAUDERD (n 17 )
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l - Publication date#%2022/7/1L4F% (n 0 )
- A1 K54 22014/202012 (n 6 )
ENFAICINZ -7 (meta-analysis) TTICHEARENTWND

(n= 2 )




ERC RACQ3B5 NATFTRDYZRY

Characteristic of the post-hoc analysis of RCTs for older RA patients (=65 years) and evaluation of risk of bias

First author, Disease duration (years)” Risk of bias”
year Intervention Control Intervention  Control A D E G
Tanaka, Perifitinib 150mg Placebo £ 12.1 10.5 ’r 0 b 0
2022 +DMARDs DMARDs (0.7-46.9)  (0.5-34.9)
Tanaka, Perifitinib 150mg Placebo + 4.5 3.8 ’r 0 b 0
2022 + MTX MTX (0.6-9.9) (0.5-10.1)
Tesser, Placebo + 9.3 10.8

IV GLM + MTX 2 0 -1° -1°
2019 MTX (9.8) (13.1)

#median (minimum-maximum) or mean (S.D.)

"Stratified randomization by age was not conducted, and pooled data were presented. Therefore, each item of bias was assessed by using The Risk Of Bias In

Non-randomized Studies — of Interventions (ROBINS-I) assessment tool. Risk of bias: A, confounding; B, selection of participants into the study; C, classification

of interventions; D, deviations from intended interventions; E, missing data; F, Measurement of outcomes; G, selection of the reported result. The risk of bias in

each item was rated as critical (-2), serious (-1), moderate (0), or low. There was no judgment of low.

“Potential baseline factors for confounding of the effect of intervention existed. Treatment response and intervention discontinuation were likely to be related to

background factors of older patients.

®There was no information about missing data in the older sub-group.

“The reported effect estimate was likely to be selected in the post-hoc analysis, and SDAI or CDAI remission was not described.



EED RACQI5 TEFYAXFT 774/ Question: [DMARD+-csDMARD compared to PBO+/-csDMARD for older RA

Certainty assessment

Importance

Certainty

Ne of A A n n q Relative Absolute
smdy deSIgn Fiskorties oter consierato ONAE (95% Cl) (95% C|)

Outcome used for the recommendation

ACR50 (24W)_IV GOM

1 observational very seriousabd not serious not serious serious® none 23/59 (39.0%) 1/18 (5.6%) RR7.02 334 more per CRITICAL
studies (1.02 to 48.41) 1,000 @ O O O
(from 1 more Very low
to 1,000 more)
AHAQ-DI (24W)_IV GOM
1 observational very seriousabd not serious not serious serious® none 59 18 MD 0.46 lower CRITICAL
studies (0.19 lower to @ O O O
0.73 lower) Very low
ACR50 (Meta-analysis with 2020 SR)_TNFi+MTX
2 observational very seriousabd serious not serious very seriouse none 53/103 (51.5%) 20/65 (30.8%) RR 2.48 455 more per CRITICAL
studies (0.72 t0 8.60) 1,000 @ O O O
(from 86 fewer Very low
to 1,000 more)

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

Explanations

a. There were no information about missing data in older sub-group.

b. Potential baseline factors for confounding of the effect of intervention existed. Treatment response and intervention discontinuation were likely to be related to background factors of older patients.
¢. The 95% confidence interval of the risk ratio includes the decision threshold of 1.25.

d. The reported effect estimate was likely to be selected in the post-hoc analysis

e. The 95% confidence interval of the mean difference includes the minimally important difference of -0.22.

f. Variations in the point estimates with moderate heterogeneity (12=50%)

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



EFRE RACQ36 7xLXbEZFOv b

Outcomes used for the recommendation

ACR50 (24W)_ IV GOM

IVGLM+MTX  Placebo+MTX Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
IV GLM_Tesser 23 59 1 18 100.0% 7.02[1.02, 48.41)
Total (95% CI) 59 18 100.0% 7.02 [1.02, 48.41] e
Total events 23
Heterogeneity: Not applicable I + t i
il , 0.0 01 10 100
Test for overall effect. Z= 1.98 (P = 0.05) Favours [Placebo] Favours [IV GLM]
AHAQ-DI (24W)_ IV GOM

IV GLM+MTX Placebo+MTX Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
IV GLM_Tesser 053 0.1 59 0.07 043 18 100.0% 0.46[0.19,0.73)
Total (95% CI) 59 18 100.0% 0.46 [0.19, 0.73]
Heterogeneity: Not applicable ; t f + ]

g _ -100 -50 0 50 100
Test for overall effect: Z= 3.35 (P = 0.0008) Favours [Placebo] Favours [IV GLM]
ACR50 (Meta-analysis with 2020 SR)_TNFi+MTX
TNFi+MTX  Placebo+MTX Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
Bathon JM_etanercept 30 44 19 47 729% 1.69[1.13,252] 2006 E 3
Tesser_intravenous golimumahb 23 59 1 18 271% 7.02[1.02 48.41] 2019
Total (95% Cl) 103 65 100.0% 2.48 [0.72, 8.60] e
Total events 53 20
Heterogeneity: Tau®= 0.51; Chi*= 2.01,df=1 (P=0.16); F=50% :EI o1 0:1 150 mn:

Test for overall effect Z=143 (P=015)

Placebo+MTX TNFi+MTX
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CQ (No.PICO)

RA CQ35 : =ilin RA &F&(C bDMARD (FBERH ?

FBE S RAEE
T A : bDMARDs

%J88 : Placebo

FE77D ML (BEX) : ACRS0. DAS28(CRP)EfZ. HAQ-DI &2, ERNHBEER. EE/IE
= BEEY O FOREDEESE(E. MTX TEEZMIEBL. MTX TARBEEZEZER TSRS (2020JCR Hf RS-1> [1]. Phase 2). bDMARDs i"E@E =13, 2020ICR A R
S-> [1]T. Phase 2 [CHITDEIE (CXF D bDMARDs DERICDVWTIE, ZE2EICTRERBUZOATHERT D I EMERSNIE (HEROMEE 51 TEF > XOEERY : 3ERE(IC
1K) « LD ULARHS, 2020ICRHA RSA>2 I TDIRFTIT4 v ILEL—(SR)DIERT(E. BlEENRE US> F AMELLERRER G <. TET > XOBERENIEE(CETH B &

M5, 5l&Hi=. bDMARDs DS EmE (CBRANZREN I LEEETHD.

B¥ 1. BE CORERMERSEN?

O &L, WX
O HESL, [FW
® (L)

O cFEFH

O IMBIEN

ERICDVWTIE, Z2EICHHEREBUZSXTERAT I EMERENIZ

(ERDEE : 55LY) . SR[2] T, TNFREEEDS >4 AMELEEEHERD YT
EEATODFER. TNF FHEFEDSED RA (ST 2EMENERZENZ. LU, &
BMEZHRE US> F AMELEEBEHERFR <. TEF > XAOEEENIER IR
TholzZENS. 5l=H=. bDMARDs OS5 H EE [CBERMNEIRETT D
CEFEETHD.

¥R UG—FIEF>R EMNER
O LW 2020]JCR #3-f RS> [1]T. Phase 2 [CHIFDEENEICK IS bDMARDs @ | FEEHnE(CHS T2 bDMARDs OB LT MH(C

BUTE S LMELEEERER & A THF (C K DR
SERMTON. BLWIEST>ALANILZET D, €S
T, KCQZRFHIDLT. 2020JCR A1 RSA
> Tl BinE EIFEERE(CXTY D bDMARDs D
B EGEMDERETV. S ATIYTA v Il
Eax—=17o72[2]. 524 MELLBGERDY TR
TR BnECEFECENECEFES, IR
— MARICENTE, SWBEBDEDSH. MTXER
SAEA R0 RARAN RV &V D TR FH
HDEDD, EEMEDFSHNIESEE X DPWER
RISHENR BN D7z, FIz bDMARDs 5 DERE
REVEDEHEEHEBEDESINEMN DT,




BE 2. EXUVLWHMR FHSNDEFTULLVIREEDEBEDEDN ?

¥R UY—FIEF>R B EEE

O nIh 2020ICR J3-1 RS- >AERKEFD SR DFER[2] Tl SR UTERTEIE ETN & GOL EFREIDERARER
O hEn ETN+MTX (& Placebo+MTX DB T, BROFERICET DElnE COY IR C.

e BARTINAHALELT Certainty (& very low E#IBr LTz, FEf=. GOL &%
O KEL ACRS50 ZERKEIE (12 7 B) DEZIRIERR 1.69 (1.13~2.52). ATCEST AN SAFBTIIERTERN,

O &FE=x TNFi+MTX (&, Placebo+MTX &DLE T,

O BMS5EN BRI ALELT

mMTSS Z{LEDHEIIZIR(E -2.79 (-3.74 to -1.84)

BTN, FhTz (Tt Nz,
GOL +MTX (& Placebo+MTX EDLEET,
BARTIMALELT
1. ACR50:EMREIA (24 EEDIEIEIRIF 1000 AdpfzD 334(1~1000)
AIENN, AAXINER(L RR 7.02 (1.02~48.41),
1. HAQ-DI Z{t=(24 :BF)DHExizhR & 0.46 (—0.19~-0.73)KT

2020SR & 2023SR DF—F=HETD &

TNFi+MTX (& Placebo+MTX &DHE T,

EARTINILELT

ACRS50 EREISDEXIRNER(L 1000 Adp/=D 455(—-86~1000) AEHN. +BxT
%5 (2 RR 2.48 (0.72~8.60).

EFULHREF EHTUT.

SEID SR TIE, TYANT (GOL)DsEEHFRFN DS >4 MELLBERERDH D

B 3. EFXUKBVMIR FHISNDZLEF UL RBUVIREEDEEDEDN ?

s Ug—FIEF>R EMRNELE
O KEW 2020]CR A RS AERBFDFER [2] Tl £E & L TSED narrative review ([CHWT.

O ETN+MTX (& Placebo+MTX &DLEE T,

bDMARDs &3\ JAK EERE(CAAL CatmE &




O /hEL

O ngh

® =FEFH
O IMBIEN

BRI BMALELT

EEAESREIENHRERELUTRR 1.07 (0.47 ~ 2.44)

ETN+Placebo (& Placebo+MTX &DLEET
BEEBRESERIFAAWMERELUTRR 0.86 (0.54 ~ 1.39)

SEHTo 2 SR T GOL DsIEEHTRAIDS >~ ©MULEEERERD T T ###fT (C
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ERIA RACQ36 ER®EH1 (PubMed)

No. B R

1 "Arthritis, Rheumatoid/drug therapy"[Maijr] 24,361
("Methotrexate"[Mesh] OR "Sulfasalazine"[Mesh] OR "bucillamine"[Supplementary Concept] OR

) "iguratimod"[Supplementary Concept] OR "Tacrolimus"[Mesh] OR "tofacitinib" [Supplementary 19,742
Concept] OR "baricitinib" [Supplementary Concept]) AND "therapeutic use"[SH] '

3 "Aged"[Mesh] 3,420,870
"rheumatoid arthritis"[TI] AND (aged[TI] OR elderly[TI]) AND (csDMARD*[TIAB] OR

4 tsDMARD*[TIAB] OR bucillamine*[TIAB] OR methotrexate*[TIAB] OR iguratimod*[TIAB] OR 64
salazosulfapyridine*[TIAB] OR tacrolimus*[TIAB] OR tofacitinib[TIAB] OR baricitinib[TIAB])

5 (#1 AND #2 AND #3) OR #4 2012

6 #5 AND 2018:2022[DP] 398

7 #6 AND (JAPANESE[LA] OR ENGLISH[LA]) 391

8 #7 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 9

9 #7 AND ("Cochrane Database Syst Rev"[TA] OR "Systematic Review"[PT] OR "Systematic Reviews 6
as 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 3
Conference"[PT] OR guideline*[TI] OR consensus[TI])

11 #8 OR #9 OR #10 14

12 #7 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR o3
(random*[TIAB] NOT medline[SB]))

13 #7 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case 117
control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]))

14 (#12 OR #13) NOT #11 113

S
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BRIA RACQ36 xmitezEz1 (Cochrane)

No. BB TRBREEL
#01 "rheumatoid arthritis":ti 12,461

"drug therapy":ti,ab,kw OR chemotherap*:ti,ab,kw OR pharmacotherap*:ti,ab,kw OR
antirheumatic*:ti,ab,kw OR bucillamine*:ti,ab,kw OR methotrexate*:ti,ab,kw OR

#02 iguratimod*:ti,ab,kw OR Salicylazosulfapyridine*:ti,ab,kw OR Sulfasalazine*:ti,ab,kw | 495,062
OR tacrolimus*:ti,ab,kw OR tofacitinib:ti,ab,kw OR baricitinib:ti,ab,kw

aged:ti OR elderly:ti OR "elderly patient":ti,ab,kw OR "elderly-onset":ti,ab,kw OR

#03 "elderly rheumatoid":ti,ab,kw OR "elderly patients":ti,ab,kw OR "elderly RA":ti,ab,kw 32,397
#04 #1 AND #2 AND #3 43
#05 #4 with Cochrane Library publication date from Jan 2019 to Dec 2022 0

S| 2022/12/12




ERIA RACQ36 ieFzER1 (EHE

No. A R
#01 BEEN ) 7~ 7, YA/ TH 32,913
#02 Y o~ FHF/TH 176,076
#03 =i/ TH 90,925

BEET Y 7~ /Tl and (5#5/TA or ZE/TA or FA/TA or Z#5/TA) and CE¥EEE/TA
or b EER/TA or 3vY) 7= F&|/TA or #1) 7= FZ/TA or bucillamine/TAor 73 5
404 I > /TA or methotrexate/TA or X/ kL ¥+ — k/TA origuratimod/TAor 1 7' F 157
% F/TA or Salicylazosulfapyridine/TA or Sulfasalazine/TA or 45/ &Y > /TA or
tacrolimus/TA or 27 0 Y L ZX/TA or baricitinib/TA or /XY > F =7 /TA or
Tofacitinib/TAor k7 7> F =7 /TA)
#05 (#1 and #2 and #3) or #4 233
#06 #5 and (DT=2019:2022) 54
407 #6and (A2 T7F VS X/THor Y AF~<FT 14 v 2L Ea—/THorZEHA KZ4 >~ 5
/TH)
#08 #6 and RD=X X7 F U X ZEAAKZ4 V) 0
409 #6 and (X 2 T7F U R/TAor VA7 T4 v 7L Ea—/TAor ZBEAARNZTA )
/TA)
#10 #7 or #8 or #9
#11 #6 and /" AHBFZR/TH
#12 #6 and (RD=7 > & L{LLbEERER)
#6 and (MM AHWFZE/TA or BRPRELER/TA or 7 > & LML ELEGERER/TA or EAE AL LB ER
#13 /TA or 118588/ TA or Z1118EER/TA or E1IAEEER/TA or BIVAEEER/TA or FEL 0
SER/TA or RZEMHER/TA or 5> & LEIFIF/TA)
#14 (#11 or #12 or #13) not #10
#15 #6 and (BFHIFAFM/TH or BEHIMER T YA > /TH)
#16 #6 and (RD=%# 5 > & L b LLEGERER, LA 22)
#6 and (EFHTZE/TA or TRRIRTZS/TA or RIRATREMRTZ[/TA or IEBRHFZ/TA or
LR EERR/TAor /84 0y b 7AYo b/TA or IZARFAZE/TA or BaERHTZT/TA or
#17 HIZRFIT/TA or MEWTHAZR/TA or 1A ZHFR/TA or AR EHAZR/TA or SEGIXTIREAZR 3
/TA or BIE EHFF/TA or 27— NEFZE/TA or IBIRIZS/TA or BTEHTZS/TA or LLEHT
72/TA or 7 B R A —/N—H#FR/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 9

®%H
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BHRIA RACQ36 @iteER=2 (PubMed)

No. U=y IRFRIFR
1 "Arthritis, Rheumatoid/drug therapy"[Mesh] 35,722
2 "Aged"[Mesh] AND (elderly[TIAB] OR old[TIAB] OR advanced age*[TIAB]) 396,666

"Antirheumatic Agents/therapeutic use"[Mesh] OR "Gold/therapeutic use"[Mesh] OR
3 "Leflunomide/therapeutic use"[Mesh] OR "Tacrolimus/therapeutic use"[Mesh] OR "Biological 325,836
Products/therapeutic use"[Mesh] OR "Janus Kinase Inhibitors/therapeutic use"[Mesh]
("Antirheumatic Agents"[PA] OR "bucillamine" [Supplementary Concept] OR "iguratimod" [Supplementary
Concept] OR "Tumor Necrosis Factor-alpha/antagonists and inhibitors"[Mesh] OR "golimumab"
4 [Supplementary Concept] OR "tocilizumab" [Supplementary Concept] OR "Janus Kinase Inhibitors"[PA] 283,895
OR "baricitinib" [Supplementary Concept] OR "tofacitinib"[Supplementary Concept]) AND "therapeutic
use"[SH]
"rheumatoid arthritis"[TI] AND (Aged[TIAB] OR elderly[TIAB] OR old[TIAB] OR advanced age*[TIAB])
AND (csDMARD*[TIAB] OR methotrexate[TIAB] OR gold[TIAB] OR bucillamine[TIAB] OR
salazosulfapyridine[TIAB] OR leflunomide[TIAB] OR tacrolimus[TIAB] OR iguratimod[TIAB] OR
bDMARD*[TIAB] OR biological disease-modifying antirheumatic drug*[TIAB] OR biological
5 DMARD*[TIAB] OR TNF inhibitor*[TIAB] OR TNFi[TIAB] OR Tumor Necrosis Factor inhibitor*[TIAB] OR 219
TNF biologic*[TIAB] OR Infliximab[TIAB] OR Adalimumab[TIAB] OR Etanercept[TIAB] OR
golimumab[TIAB] OR Certolizumab[TIAB] OR tocilizumab[TIAB] OR abatacept[TIAB] OR JAK
inhibitor*[ TIAB] OR Janus Kinase Inhibitor*[ TIAB] OR tofacitinib[TIAB] OR baricitinib[TIAB]) NOT
medline[SB]
6 (#1 AND #2 AND (#3 OR #4)) OR #5 941
7 #6 AND 2019:2020[DP] 126
8 #7 AND (JAPANESE[LA] OR ENGLISH[LA]) 124
9 #8 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 4
10 #8 AND ("Cochrane Database Syst Rev"'[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as .
Topic"[Mesh] OR "systematic review"[TIAB])
#8 AND ("Practice Guideline"[PT] OR "Practice Guidelines as Topic"[Mesh] OR "Consensus"[Mesh] OR
11 "Consensus Development Conferences as Topic"[Mesh] OR "Consensus Development Conference"[PT] 0
OR guideline*[TI] OR consensus[TI])

12 #9 OR #10 OR #11 4

13 #8 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR .
(random*[TIAB] NOT medline[SB]))

1 #8 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case s

control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]))

15 (#13 OR #14) NOT #12 5

#8 AND ("Epidemiologic Studies"[Mesh] OR "Epidemiologic Research Design"[Mesh] OR "Comparative

16 Study"[PT] OR "Multicenter Study"[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow-up 27

stud*[TIAB]) NOT medline[SB]))
17 #16 NOT (#12 OR #15) 23
("biologic"[MeSH Terms] OR "biologic"[All Fields] OR "biologics"[All Fields] OR "biological"[All Fields])

18 AND ("aged"[ti] OR "elderly"[ti] OR "age"[ti] OR "late-onset"[ti] OR "older"[ti] OR "seniors"[ti]) AND 183
rheumatoid [All Fields]
("serious infection"[MeSH Terms] OR "serious infection"[All Fields] OR "serious infections"[All Fields] OR

19 "safety"[All Fields] OR "adverse events"[All Fields] OR "adverse event"[All Fields]) AND ("aged"[ti] OR 145
"elderly"[ti] OR "age"[ti] OR "late-onset"[ti] OR "older"[ti] OR "seniors"[ti]) AND rheumatoid [All Fields]

20 #18 AND 2019:2020[DP] 40
21 #19 AND 2019:2020[DP] 33
22 #21 or #20 52
23 (#18 or #19) AND 2019:2022[DP] 104
24 #23 or #17 119

%%A 2022/12/12




ERA RACQ36 ftt&zF=(2 (Cochrane)

No. Y TR
#01 "rheumatoid arthritis":ti 12,461
#02 Aged:ti OR elderly:ti OR old:ti OR "advanced age":ti 32,877

csDMARD*:ti,ab,kw OR methotrexate:ti,ab,kw OR gold:ti,ab,kw OR
bucillamine:ti,ab,kw OR salazosulfapyridine:ti,ab,kw OR leflunomide:ti,ab,kw OR
tacrolimus:ti,ab,kw OR iguratimod:ti,ab,kw OR bDMARD#*:ti,ab,kw OR "biological
disease-modifying antirheumatic drug":ti,ab,kw OR "biological DMARD":ti,ab,kw OR
403 "TNF inhibitor":ti,ab,kw OR TNFi:ti,ab,kw OR "Tumor Necrosis Factor 38,818
inhibitor":ti,ab,kw OR "NF biologic":ti,ab,kw OR Infliximab:ti,ab,kw OR
Adalimumab:ti,ab,kw OR Etanercept:ti,ab,kw OR golimumab:ti,ab,kw OR
Certolizumab:ti,ab,kw OR tocilizumab:ti,ab,kw OR abatacept:ti,ab,kw OR "JAK
inhibitor":ti,ab,kw OR "Janus Kinase Inhibitor":ti,ab,kw OR tofacitinib:ti,ab,kw OR
baricitinib:ti,ab,kw
#04 #1 AND #2 AND #3 25
#05 #4 with Cochrane Library publication date from Jan 2019 to Dec 2022 0
%%H 2022/12/12




ERIA RACQ36 ieFzER2 (EHE

No. A R
#01 BEEN ) 7~ 7, YA/ TH 32,913
#02 SinE/TH 332,693
403 Y v~ FHAENFIA/TH or 3tV 7~ FE&HEI/TH or £¥MFHIEHF]/TH or fEEE 90,925

ERF 7L 7 7 i E - FEEYE/TH or "Janus Kinase Inhibitors"/TH
BAEI Y 7~ F /Tl and (&#5/TI or FA/Tl or ZE /Tl or Z#5/T1) and
(methotrexate/TA or X b kL ¥4 — k/TA or &&AI/TA or bucillamine/TA or 7'
Z 2 > /TA or "salazosu | fapyridine"/TA or ¥/ &1 > /TA or leflunomide/TA or
L 7/ 2 K/TA or tacrolimus/TA or X7 A Y L X /TA or iguratimod/TA or 4 7' F
T N/TA or £FHIEE/TA or £¥EKI/TA or bDMARD/TA or "biological
404 DMARD"/TA or TNFFEEAI/TA or TNFREEZ/TA or TNF a BEZE/TA or infliximab/TA 293
or £ 7 U F>~<7/TA or etanercept/TA or TX &Lt 7 k/TA or adalimumab/TA
or 7X Y L~<7/TA or golimumab/TA or IV L~ 7/TA or "certolizumab pegol"/TA
or €L kY X< 7/TA or tocilizumab/TA or k> VU X< 7 /TA or abatacept/TA or 7
NRN&Z+ 7 k/TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or
JAKBEZEHI/TA or JAKBEZEZE/TA or baricitinib/TA or /XU > F =7 /TA or
Tofacitinib/TAor b 7 7> F=7/TA)
#05 (#1 and #2 and #3) or #4 363
#06 #5 and (DT=2019:2022) 119
407 #6and (A X T7F YUY R/THor VAT T4 v 7L Ea—/THor 8EHA K T4~ )
/TH)
#08 #6 and RD=X X7 F U X, ZEAA T4 V) 0
409 #6 and (X X T7F U R/TAor VAT TA4v 7L Ea2—/TAor BEHARZ 4> 0
/TA)
#10 #7 or #8 or #9
#11 #6 and /1 AHRFZE/TH
#12 #6 and (RD=7 > & LAt LB ER)
#6 and (AN ABFZ/TA or BaRRER/TA or 5 > X LA LLEERER/TA or E/E AL ELEGEEER
#13 /TA or FIHHER/TA or F1IMEEER/TA or ZE1IAEFER/TA or BIVAESER/TA or FEL M 0
HER/TA or BEMERER/TA or 7> & LEUTFIT/TA)
#14 (#11 or #12 or #13) not #10 0
#15 #6 and (BRI M/TH or BRRMET V4 > /TH) 11
#16 #6 and (RD=%# 7 > & Lt LbBERER, HEBRA 52) 6
#6 and (JEFHTT/TA or ERRITTIZ/TA or EIRATREMBIZ[/TA or L IBRHIE/TA or
LR HRR/TAor /XA Ay F7AY 2 b/TA or ARFZE/TA or BaRTZ/TA or
#17 EERHTR/TA or HEWTHTR/TA or M ZHAFR/TA or AR ZHZR/TA or FEFIXTIRAAFR 4
/TA or BB EWFZ/TA or a7k — MIZR/TA or BITZ/TA or BTEIATZZ/TA or ELEHT
®/TA or 7 A ZAF —/R—HF/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 13
%%H 2022/12/12




&ERB RACQ36 X@i&R7HO—F+v—F

|CQ§%—' | RA CQ36
o P CENTRAL EsbEn > Z OBOWHER >
B SR L7 S RIE L 7T B L 1O B L 7SO
325 43 a7 2
FEE AR O STERER EEEER Z D DIERRED DIFE L 7= SXHEE
(n= 373 ) (n= 42 ) (n= 2 )
27 ) == 7 LB (1st Screening) B4k L 72 STRRER
(n = 375 ) > |n- 240 )
TR % ST L 7= 3 (2nd Screening) Broh L 75w
—_—
(n= 135 ) (n= 132 )
<BRAEH>
1 cPHEEEBST (n 34 )
Cl/CHEHEE BT (n 62 )
BHREICHA AN E/ 3w cTHAUDERD (n 17 )
(n= 3 HE/ 3 Fws0) 0N EEEBI-ST (n 13 )
- Ongoing study (n 0o )
l - Publication date#%2022/7/1L4F% (n 0 )
- A1 K54 22014/202012 (n 6 )
ENFAICINZ -7 (meta-analysis) TTICHEARENTWND

(n= 3 )




ERC RACQ36 NATXDYZRY

Characteristic of the post-hoc analysis of RCTs for older RA patients (=65 years) and evaluation of risk of bias

First author, Disease duration (years)” Risk of bias”
year Intervention Control Intervention  Control A D E G
Tanaka, Perifitinib 150mg Placebo £ 12.1 10.5 ’r 0 b 0
2022 +DMARDs DMARDs (0.7-46.9)  (0.5-34.9)
Tanaka, Perifitinib 150mg Placebo + 4.5 3.8 ’r 0 b 0
2022 + MTX MTX (0.6-9.9) (0.5-10.1)
Tesser, Placebo + 9.3 10.8

IV GLM + MTX 2 0 -1° -1°
2019 MTX (9.8) (13.1)

#median (minimum-maximum) or mean (S.D.)

"Stratified randomization by age was not conducted, and pooled data were presented. Therefore, each item of bias was assessed by using The Risk Of Bias In

Non-randomized Studies — of Interventions (ROBINS-I) assessment tool. Risk of bias: A, confounding; B, selection of participants into the study; C, classification

of interventions; D, deviations from intended interventions; E, missing data; F, Measurement of outcomes; G, selection of the reported result. The risk of bias in

each item was rated as critical (-2), serious (-1), moderate (0), or low. There was no judgment of low.

“Potential baseline factors for confounding of the effect of intervention existed. Treatment response and intervention discontinuation were likely to be related to

background factors of older patients.

®There was no information about missing data in the older sub-group.

“The reported effect estimate was likely to be selected in the post-hoc analysis, and SDAI or CDAI remission was not described.



EXID RACQ36 x=v7F

Y R7"7 7 AN Question: JAK inhibitor+/-csDMARD compared to PBO+/-csDMARD for older RA

Certainty assessment Ne of patients “
L . Certainty Importance
Ne of n n n o n - . " JAK inhibitor+/- Relative Absolute
Study design Risk of bias Other considerations csDMARD PBO+/-csDMARD (95% CI) (35% CI)
Outcome used for the recommendation
ACR50 (12W)_Peficitinib RAJ3
1 observational Very seriousab not serious not serious seriouse none 12127 (44.4%) 2/30 (6.7%) RR 6.67 378 more per CRITICAL
studies (1.64 to 27.14) 1,000 @ O O O
(from 43 more Very low
to 1,000 more)
DAS28CRP (12W)_Peficitinib RAJ3
1 observational very seriousa not serious not serious seriouse none 9/27 (33.3%) 1/30 (3.3%) RR 10.00 300 more per CRITICAL
studies (1.35t0 73.85) 1,000 @ O O O
(from 12 more Very low
to 1,000 more)
ACR50 (12W)_Peficitinib RAJ4
1 observational Very seriousb not serious not serious seriouse none 15/43 (34.9%) 3/45 (6.7%) RR5.23 282 more per CRITICAL
studies (1.63t0 16.81) 1,000 @ O O O
(from 42 more Very low
to 1,000 more)
DAS28CRP (12W)_Peficitinib RAJ4
1 observational very seriousa not serious not serious seriousd none 13/42 (31.0%) 5/44 (11.4%) RR 2.72 195 more per CRITICAL
studies (1.06 to 6.98) 1,000 @ O O O
(from 7 more Very low
to 680 more)
ACRS50 (12W)_Meta-analysis with 2020 SR
3 observational very seriousa not serious not serious seriouse none 130/374 (34.8%) 30/274 (10.9%) RR 3.18 239 more per CRITICAL
studies (2.21t0 4.58) 1,000 @OOO
(from 132 Very low
more to 392
more)

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

Explanations

a. There were no information about missing data in older sub-group.

b. Potential baseline factors for confounding of the effect of intervention existed. Treatment response and intervention discontinuation were likely to be related to background factors of older patients..

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

d. The 95% confidence interval of the risk ratio includes the decision threshold of 1.25.




EFRE RACQ36 Z7xLXbEZFOv b

Outcomes used for the recommendation

ACR50 (12W)_Peficitinib RAJ3

Peficitinib Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Peficitinib_Tanaka 12 27 2 30 100.0% 6.67 [1.64,27.14]
Total (95% Cl) 27 30 100.0% 6.67 [1.64, 27.14) e ——
Total events 12 2
Heterogeneity: Not applicable I t p t i

A _ om 0.1 10 100
Test for overall effect Z= 2.65 (P = 0.008) Favours [Placebo] Favours [Peficitinib]

DAS28CRP (12W)_Peficitinib RAJ3

Peficitinib Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Peficitinib_Tanaka 9 27 1 30 100.0% 10.00[1.35, 73.85)
Total (95% CI) 27 30 100.0%  10.00[1.35,73.85] ——eleaee—
Total events 9 1
Heterogeneity: Not applicable I t t {

ool _ 0.01 0.1 10 100
Testfor overall effect Z=2.26 (P = 0.02) Favours [Placebo] Favours [Peficitinib)

ACR50 (12W)_Peficitinib RAJ4

Peficitinib+MTX  Placebo+MTX Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Peficitinib_Tanaka 15 43 3 45 100.0% 523[1.63,16.81]
Total (95% CI) 43 45 100.0% 5.23[1.63, 16.81] e
Total events 15 3
Heterogeneity: Not applicable I t : i

i _ 0.01 0.1 1 10 100
Test for overall effect Z=2.78 (P = 0.005) Favours [Placebo] Favours [Peficitinib]

DAS28CRP (12W)_Peficitinib RAJ4

Peficitinib+MTX  Placebo+MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Peficitinib_Tanaka 13 42 5 44 100.0% 2.7211.086,6.98)
Total (95% CI) 42 44 100.0% 2.72[1.06, 6.98] i
Total events 13 5
o O R
estfor overall effect Z=2.09 (P = 0.04) Favours [Placebo] Favours [Peficitinib]

ACR50 (12W)_Meta-analysis with 2020 SR

JAKi Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Tofacitinib_Curtis 46 168 9 86 298% 262(1.34,5.09] 2017 ——
Baricitinib_Fleischmann 57 136 16 113 53.8% 2.96 [1.80, 4.86] 2017 -
Peficitinib_RAJ3 tanaka 12 27 2 30 67% 6.67 (1.64,27.14] 2022 —
Peficitinib_RAJ4 tanaka 15 43 3 45 97%  523[1.63,16.81] 2022 ——
Total (95% CI) 374 274 100.0% 3.18 [2.21,4.58] E 3
Total events 130 30
Heterogeneity: Tau®*= 0.00; Chi*= 218, df= 3 (P = 0.54); F= 0% 501 oh T 00

Test for overall effect: Z= 6.25 (P < 0.00001) Favolrs Piacebo. Faveurs JAKI
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O DI 2020]CR H-f RS- SAEREED SR DIER[2] Tl 2020 #E(C1T > 7= SR TERA L=5ERD Certainty
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e ACR50 EREIE (3 &+ B)DAEMEE RR 2.83 (1.90~4.21), SEEOHEE LR CTH 3. A TRD
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O EFSFH
O IMBEIEN

SOl SR Tld. JAKAEFEE LTI« >F =T (PEF) DZ >4 MELEEGHER
DU TFRN. Fc(Cimtanr,
PEF 150mg + csDMARDs (& Placebo = csDMARDs &ML T,
BRI MALELT
1. ACRS50 ZERZIE (12 :BH)DHEXIFNRIE 1000 ATz 378(43~1000)
AIEHN, HEHEPELRR 6.67 (1.64~27.14),
2. DAS28-CRP EfRERLEIS (12 BEiF)DiExd%hE(d 1000 Az 300 A
(12~1000)¥&h0, #B%4%NE & LT RR 10.00 (1.35~73.85) .
PEF 150mg+ MTX (& Placebo+MTX &DLEE T,
BRI MALELT
3. ACRS50:EREIE (12 38E)DIEEIERE 1000 AdsT=h 282(42~1000)
AIBI0. AExIZIR(E RR 5.23 (1.63~16.81),
4. DAS28-CRP BEfHZERZIIS (12 B8F)DiEXIZIR(E 1000 AH=D 195 A
(7~680)1EhN, ABLIHNEE LT RR 2.72 (1.06~6.98) .
2020 D SR DIER EMtET D& ACRS0 ERREISDIERI IR E 1000 Adbfz
D 239 (132~392) AEhN, AHI%IERE RR 3.18 (2.21~4.58),
HWOTEFULLVWMREF LU,
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100 patient-years in patients =65 i#% TOF: 5mg: IR 4.55 (1.67~9.91)
ADA: IR 2.44 (0.30~8.81). /\HF—RLt1.85(0.37~9.15),
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BHA RACQ37 xE#FzER1 (PubMed)

No. U=y IRFRIFR
1 "Arthritis, Rheumatoid/drug therapy"[Mesh] 35,722
2 "Aged"[Mesh] AND (elderly[TIAB] OR old[TIAB] OR advanced age*[TIAB]) 396,666

"Antirheumatic Agents/therapeutic use"[Mesh] OR "Gold/therapeutic use"[Mesh] OR
3 "Leflunomide/therapeutic use"[Mesh] OR "Tacrolimus/therapeutic use"[Mesh] OR "Biological 325,836
Products/therapeutic use"[Mesh] OR "Janus Kinase Inhibitors/therapeutic use"[Mesh]
("Antirheumatic Agents"[PA] OR "bucillamine" [Supplementary Concept] OR "iguratimod" [Supplementary
Concept] OR "Tumor Necrosis Factor-alpha/antagonists and inhibitors"[Mesh] OR "golimumab"
4 [Supplementary Concept] OR "tocilizumab" [Supplementary Concept] OR "Janus Kinase Inhibitors"[PA] 283,895
OR "baricitinib" [Supplementary Concept] OR "tofacitinib"[Supplementary Concept]) AND "therapeutic
use"[SH]
"rheumatoid arthritis"[TI] AND (Aged[TIAB] OR elderly[TIAB] OR old[TIAB] OR advanced age*[TIAB])
AND (csDMARD*[TIAB] OR methotrexate[TIAB] OR gold[TIAB] OR bucillamine[TIAB] OR
salazosulfapyridine[TIAB] OR leflunomide[TIAB] OR tacrolimus[TIAB] OR iguratimod[TIAB] OR
bDMARD*[TIAB] OR biological disease-modifying antirheumatic drug*[TIAB] OR biological
5 DMARD*[TIAB] OR TNF inhibitor*[TIAB] OR TNFi[TIAB] OR Tumor Necrosis Factor inhibitor*[TIAB] OR 219
TNF biologic*[TIAB] OR Infliximab[TIAB] OR Adalimumab[TIAB] OR Etanercept[TIAB] OR
golimumab[TIAB] OR Certolizumab[TIAB] OR tocilizumab[TIAB] OR abatacept[TIAB] OR JAK
inhibitor*[ TIAB] OR Janus Kinase Inhibitor*[ TIAB] OR tofacitinib[TIAB] OR baricitinib[TIAB]) NOT
medline[SB]
6 (#1 AND #2 AND (#3 OR #4)) OR #5 941
7 #6 AND 2019:2020[DP] 126
8 #7 AND (JAPANESE[LA] OR ENGLISH[LA]) 124
9 #8 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 4
10 #8 AND ("Cochrane Database Syst Rev"'[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as .
Topic"[Mesh] OR "systematic review"[TIAB])
#8 AND ("Practice Guideline"[PT] OR "Practice Guidelines as Topic"[Mesh] OR "Consensus"[Mesh] OR
11 "Consensus Development Conferences as Topic"[Mesh] OR "Consensus Development Conference"[PT] 0
OR guideline*[TI] OR consensus[TI])

12 #9 OR #10 OR #11 4

13 #8 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR .
(random*[TIAB] NOT medline[SB]))

1 #8 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case s

control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]))

15 (#13 OR #14) NOT #12 5

#8 AND ("Epidemiologic Studies"[Mesh] OR "Epidemiologic Research Design"[Mesh] OR "Comparative

16 Study"[PT] OR "Multicenter Study"[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow-up 27

stud*[TIAB]) NOT medline[SB]))
17 #16 NOT (#12 OR #15) 23
("biologic"[MeSH Terms] OR "biologic"[All Fields] OR "biologics"[All Fields] OR "biological"[All Fields])

18 AND ("aged"[ti] OR "elderly"[ti] OR "age"[ti] OR "late-onset"[ti] OR "older"[ti] OR "seniors"[ti]) AND 183
rheumatoid [All Fields]
("serious infection"[MeSH Terms] OR "serious infection"[All Fields] OR "serious infections"[All Fields] OR

19 "safety"[All Fields] OR "adverse events"[All Fields] OR "adverse event"[All Fields]) AND ("aged"[ti] OR 145
"elderly"[ti] OR "age"[ti] OR "late-onset"[ti] OR "older"[ti] OR "seniors"[ti]) AND rheumatoid [All Fields]

20 #18 AND 2019:2020[DP] 40
21 #19 AND 2019:2020[DP] 33
22 #21 or #20 52
23 (#18 or #19) AND 2019:2022[DP] 104
24 #23 or #17 119
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ERA RACQ37 x@t#&F={1 (Cochrane)

No. Y TR
#01 "rheumatoid arthritis":ti 12,461
#02 Aged:ti OR elderly:ti OR old:ti OR "advanced age":ti 32,877

csDMARD*:ti,ab,kw OR methotrexate:ti,ab,kw OR gold:ti,ab,kw OR
bucillamine:ti,ab,kw OR salazosulfapyridine:ti,ab,kw OR leflunomide:ti,ab,kw OR
tacrolimus:ti,ab,kw OR iguratimod:ti,ab,kw OR bDMARD#*:ti,ab,kw OR "biological
disease-modifying antirheumatic drug":ti,ab,kw OR "biological DMARD":ti,ab,kw OR
403 "TNF inhibitor":ti,ab,kw OR TNFi:ti,ab,kw OR "Tumor Necrosis Factor 38,818
inhibitor":ti,ab,kw OR "NF biologic":ti,ab,kw OR Infliximab:ti,ab,kw OR
Adalimumab:ti,ab,kw OR Etanercept:ti,ab,kw OR golimumab:ti,ab,kw OR
Certolizumab:ti,ab,kw OR tocilizumab:ti,ab,kw OR abatacept:ti,ab,kw OR "JAK
inhibitor":ti,ab,kw OR "Janus Kinase Inhibitor":ti,ab,kw OR tofacitinib:ti,ab,kw OR
baricitinib:ti,ab,kw
#04 #1 AND #2 AND #3 25
#05 #4 with Cochrane Library publication date from Jan 2019 to Dec 2022 0
%%H 2022/12/12




ERIA RACQ37 xieFER1 (EHE

No. A R
#01 BEEN ) 7~ 7, YA/ TH 32,913
#02 SinE/TH 332,693
403 Y v~ FHAENFIA/TH or 3tV 7~ FE&HEI/TH or £¥MFHIEHF]/TH or fEEE 90,925

ERF 7L 7 7 i E - FEEYE/TH or "Janus Kinase Inhibitors"/TH
BAEI Y 7~ F /Tl and (&#5/TI or FA/Tl or ZE /Tl or Z#5/T1) and
(methotrexate/TA or X b kL ¥4 — k/TA or &&AI/TA or bucillamine/TA or 7'
Z 2 > /TA or "salazosu | fapyridine"/TA or ¥/ &1 > /TA or leflunomide/TA or
L 7/ 2 K/TA or tacrolimus/TA or X7 A Y L X /TA or iguratimod/TA or 4 7' F
T N/TA or £FHIEE/TA or £¥EKI/TA or bDMARD/TA or "biological
404 DMARD"/TA or TNFFEEAI/TA or TNFREEZ/TA or TNF a BEZE/TA or infliximab/TA 293
or £ 7 U F>~<7/TA or etanercept/TA or TX &Lt 7 k/TA or adalimumab/TA
or 7X Y L~<7/TA or golimumab/TA or IV L~ 7/TA or "certolizumab pegol"/TA
or €L kY X< 7/TA or tocilizumab/TA or k> VU X< 7 /TA or abatacept/TA or 7
NRN&Z+ 7 k/TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or
JAKBEZEHI/TA or JAKBEZEZE/TA or baricitinib/TA or /XU > F =7 /TA or
Tofacitinib/TAor b 7 7> F=7/TA)
#05 (#1 and #2 and #3) or #4 363
#06 #5 and (DT=2019:2022) 119
407 #6and (A X T7F YUY R/THor VAT T4 v 7L Ea—/THor 8EHA K T4~ )
/TH)
#08 #6 and RD=X X7 F U X, ZEAA T4 V) 0
409 #6 and (X X T7F U R/TAor VAT TA4v 7L Ea2—/TAor BEHARZ 4> 0
/TA)
#10 #7 or #8 or #9
#11 #6 and /1 AHRFZE/TH
#12 #6 and (RD=7 > & LAt LB ER)
#6 and (AN ABFZ/TA or BaRRER/TA or 5 > X LA LLEERER/TA or E/E AL ELEGEEER
#13 /TA or FIHHER/TA or F1IMEEER/TA or ZE1IAEFER/TA or BIVAESER/TA or FEL M 0
HER/TA or BEMERER/TA or 7> & LEUTFIT/TA)
#14 (#11 or #12 or #13) not #10 0
#15 #6 and (BRI M/TH or BRRMET V4 > /TH) 11
#16 #6 and (RD=%# 7 > & Lt LbBERER, HEBRA 52) 6
#6 and (JEFHTT/TA or ERRITTIZ/TA or EIRATREMBIZ[/TA or L IBRHIE/TA or
LR HRR/TAor /XA Ay F7AY 2 b/TA or ARFZE/TA or BaRTZ/TA or
#17 EERHTR/TA or HEWTHTR/TA or M ZHAFR/TA or AR ZHZR/TA or FEFIXTIRAAFR 4
/TA or BB EWFZ/TA or a7k — MIZR/TA or BITZ/TA or BTEIATZZ/TA or ELEHT
®/TA or 7 A ZAF —/R—HF/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 13
%%H 2022/12/12




EXA RACQ37 X@Eft&%=A2 (PubMed)

No. IR EEN X
Arthritis, Rheumatoid[Maijr] 102,180
Adrenal Cortex Hormones[Mesh] OR "Glucocorticoids"[PA] 420,353
Aged[MH] OR "Age Factors"[Mesh] 3,763,491
rheumatoid arthritis[TI] AND (glucocorticoid*[TIAB] OR corticosteroid*[TIAB] OR Adrenal

4 Cortex Hormone*[TIAB] OR prednisone[TIAB] OR steroids[TIAB]) AND (aged[TIAB] OR 115
elderly[TIAB] OR age[TIAB] OR "18 years old"[TIAB]) NOT medline[SB]

(#1 AND #2 AND #3) OR #4 2,052

#5 AND 2019:2022[DP] 223

#6 AND (JAPANESE[LA] OR ENGLISH[LA]) 219
g #7 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) )
. #7 AND ("Cochrane Database Syst Rev"[TA] OR "Systematic Review"[PT] OR "Systematic A

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 guideline*[TI] OR consensus[TI])

11 #7 AND ("Review"[PT] OR (review[TI] NOT medline[SB])) 12

12 #8 OR #9 OR #10 OR #11 19

13 #7 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as 17
Topic"[Mesh] OR (random*[TIAB] NOT medline[SB]))

" #7 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR 19
case control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]))

15 (#13 OR #14) NOT #12 23
#7 AND ("Epidemiologic Studies"[Mesh] OR "Epidemiologic Research Design"[Mesh] OR

16 "Comparative Study"[PT] OR "Multicenter Study"[PT] OR ((cohort*[TIAB] OR comparative 104
stud*[TIAB] OR follow-up stud*[TIAB] OR Cox regression*[TIAB] OR databases[TIAB]) NOT
medline[SB]))

17 #16 NOT (#12 OR #15) 85

%% H
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BRIA RACQ37 xmitezE=2 (Cochrane)

No. Y TR
#01 rheumatoid arthritis:ti 12,461
407 glucocorticoid*:ti,ab,kw OR corticosteroid*:ti,ab,kw OR "Adrenal Cortex 47.870

Hormone":ti,ab,kw OR OR prednisone:ti,ab,kw OR steroids:ti,ab,kw
#03 aged:ti,ab,kw OR elderly:ti,ab,kw 592,197
#04 #1 AND #2 AND #3 587
#05 infection*:ti,ab,kw 133,304
#06 #4 AND #5 101
#07 #6 with Cochrane Library publication date from Jan 2019 to Dec 2022 0
%%H 2022/12/12




ERIA RACQ37 ieFzER2 (EHE

No. A R
#01 BEERY 7~ F/TH 100,735
#02 BIBRERILEY/TH 141,834
#03 SEE/TH or KA F/TH 151,163

BEEnY v~ F/Tland (BIBREF/LES/TAor BIBREXTAOA K/TA or
404 glucocorticoid/TA or 7 /L3 3JLF A F/TA or corticosteroid/TA or /L F IR T H 140
4 K/TA or prednisone/TAor 'L K=V > /TAor 7L K=y 0> /TA or steroids/TA
or 27 A4 K/TA) and (Z#5/TA or 4 /TA or FA/TA or E#5/TA)
#05 (#1 and #2 and #3) or #4 257
#06 #5 and (DT=2019:2022) 63
407 #6and (X X7+ UL R/THor VAT T4 v 7L Ea—/THor ZEHA R Z4 5
/TH)
#08 #6 and RD=X X 7F U X ZENAKZ4 V) 0
409 #6 and (X 2 T7F VL R/TAor VA7 T4 v 7L Ea—/TAor ZBEAARNZTA 0
/TA)
#10 #7 or #8 or #9
#11 #6 and /" AHFZR/TH
#12 #6 and (RD=7 > & LAt b B ER)
#6 and (AN AHWFZE/TA or BRPRELER/TA or 7 > & LML ELEGERER/TA or EAE AL ELEGRER
#13 /TA or 118588/ TA or ZE1118EER/TA or ZE1IAEEER/TA or BIVAEEER/TA or FEL 0
SER/TA or AZEMHER/TA or 5 > & LEIFIF/TA)
#14 (#11 or #12 or #13) not #10 0
#15 #6 and (RFHIFAFM/TH or BEHIMERT YA > /TH) 20
#16 #6 and (RD=%#7 > & L b LbBREBR, LB 27) 23
#6 and (EFHTZE/TA or TRRIRTZL/TA or RIRATREMRTZ[/TA or IEIBRHFE/TA or
LR EERR/TAor /84 0y 7AYo b/TA or I2ARFAZE/TA or BRERHTZT/TA or
#17 HIZRHZ/TA or MEWTHAZR/TA or A ZHAR/TA or AR EHAR/TA or SEGIXTIRIAZR 6
/TA or BIE EHTF/TA or 27— FEFZR/TA or :IBIRTZE/TA or BTEHTIZS/TA or LLEHT
72/TA or 7 B RA —/N—H#FR/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 9

®%H

2022/12/12




ERB RACQ37 X@i&HR7HO—F+v—F

|CQ§%—' | RA CQ37
o P CENTRAL EsbEn > Z OBOWHER >
B SR L7 S RIE L 7T B L 1O B L 7SO
325 43 a7 0
FEE AR O STERER EEEER Z D DIERRED DIFE L 7= SXHEE
(n= 373 ) (n= 42 ) (n= 0 )
27 ) == 7 LB (1st Screening) B4k L 72 STRRER
(n= 373 ) > |n- 240 )
TR % ST L 7= 3 (2nd Screening) Broh L 75w
—_—
(n= 133 ) (n= 129 )
<BRAEH>
1 cPHEEEBST (n 34 )
Cl/CHEREE ST (n 59 )
BHREICHA AN E/ 3w cTHAUDERD (n 17 )
(n= 4 3R/ 4 Eop) 0N EEEBI-ST (n 13 )
- Ongoing study (n 0o )
l - Publication date#%2022/7/1L4F% (n 0 )
- A1 K54 22014/202012 (n 6 )
ENFAICINZ -7 (meta-analysis) TTICHEARENTWND

(n= 1 )




BRIC RACQ37T NAT7RDYRY

First author, Risk of bias”
Outcome
year Intervention Control A B C D E F
. Prednisolone+ Placebo +
Boers, ACR50 (12W)", _ _ _
2022 528 (12W)! various various Low Low Low Low Low High
DA DMARDs DMARDs
Prednisolone+ Placebo +
Boers, . . ;
2022 mTSS (2y) various various Low Low Low Low Low High
DMARDs DMARDs
Prednisolone+ Placebo +
Boers, SAE (2y), _ ] )
various various Low Low Low Low Low High
2022 AESI(2y)
DMARDs DMARDs

1per protocol, %intention to treat. total Sharp score; SAEs: serious adverse events. This Risk of Bias (RoB) tool 2 uses 5 domains (A-E) to

assess bias:
A: Risk of bias arising from the randomization process, B: Bias due to deviations from intended interventions,

C: Bias due to missing outcome data, D: Bias in measurement of the outcome,
E: Bias in selection of the reported result.
F: other bias: The pragmatic design: DMARDs used in combination with GC or Placebo are at the discretion of the attending physician,

and there is a risk that factors other than the efficacy of the concomitant use of GC may be included.

ACR: American College of Rheumatology; AESI: Adverse event of special interest; DMARDSs: disease-modifying antirheumatic drugs;

mTSS: van der Heijde-modified



BHRIC RACQ37T NATFADYZRY

RA CQ37T#HA L 7=Prognostic studies®RoB&Ffh

Risk of bias
First author,  Prognostic factors / Participations Attrition  Prognostic Factor Outcome Confounding  Statistical Overall
year Outcome Measurement Measurement Analysis and
Reporting
George, 2 3 4 5
2020 GC/ SIE Low Moderate Moderate Moderate Moderate Low Moderate
Sugihara,
2001 GC / SAE Moderate® Low Low Moderate* Low Moderate®  Moderate
Abtahi, , 3 . 5
2022 GC / fracture Low Moderate Moderate Moderate Moderate Low Moderate

1: Potential selection bias due to monocentric registry.

2: Censoring was more frequent in patients receiving higher doses of glucocorticoids. No information on participants who dropped out.

3: Potential for misclassification of exposure with oral GCs and glucocorticoid dose was indicated.

4: Outcome of interest is adequately measured, but there might be detection bias of SAEs in GC users.

5: RA disease activity and physical function were not included as confounding. There might be residual confounding due to the lack of clinical
data.

6: Risk factors were assessed by the Bayesian hierarchical logistic regression models, and it was not a standard statistical model to assess risk

factors.

SCHR

George MD, Baker JF, Winthrop K, Hsu JY, Wu Q, Chen L, Xie F, Yun H, Curtis JR. Risk for Serious Infection With Low-Dose Glucocorticoids in
Patients With Rheumatoid Arthritis : A Cohort Study. Ann Intern Med. 2020;173(11):870-878.

Sugihara T, Ishizaki T, Onoguchi W, Baba H, Matsumoto T, Iga S, Kubo K, Kamiya M, Hirano F, Hosoya T, Miyasaka N, Harigai M. Effectiveness
and safety of treat-to-target strategy in elderly-onset rheumatoid arthritis: a 3-year prospective observational study. Rheumatology (Oxford).
2021;60(9):4252-4261.

Abtahi S, Driessen JHM, Burden AM, Souverein PC, van den Bergh JP, van Staa TP, Boonen A, de Vries F. Low-dose oral glucocorticoid therapy
and risk of osteoporotic fractures in patients with rheumatoid arthritis: a cohort study using the Clinical Practice Research Datalink.
Rheumatology (Oxford). 2022;61(4):1448-1458.



BRIC RACQ37

WA TZDY Ry

Evidence profile of prognostic Studies related to CQ: Is glucocorticoid (GC) use effective and safe for RA in older adults?

Author, Risk
Outcome Cohort Number Main results Favour Certainty
year factor
George, SIEs USA, Mecicare n=247297, GC GCvs GC non-use GC non- RoB: Moderate
2020 mean age: PSL <b5mg: adjusted OR 1.34 (95%CI 1.29-1.40) use Indirectness: not serious
68.7 (SD 11.8) PSL 6-10mg: adjusted OR 1.86 (95% Cl 1.75-1.97) Imprecision: not serious
PSL >10mg: adjusted OR 2.36 (95% Cl 2.14-4.26)
=75y
PSL <5mg: adjusted OR 1.31 (95%Cl 1.25-1.37)
PSL 6-10mg: adjusted OR 1.74 (95% Cl 1.62-1.86)
PSL >10mg: adjusted OR 2.23 (95% Cl 1.92-2.58)
George, SIEs USA Optum's n=3525, GC =65y GC non- RoB: Moderate
2020 deidentified mean age: GC vs GC non-use use Indirectness: serious
Clinformatics Data  57.6 (SD 13.1) PSL <5mg: adjusted OR 1.34 (95%Cl 1.17-1.54) Imprecision: not serious
Mart database PSL 6-10mg: adjusted OR 2.01 (95% Cl 1.65-2.45)
PSL >10mg: adjusted OR 2.55 (95% Cl 1.84-3.54)
Sugihara, SAEs Prospective n=197 GC  GC use (adjusted by age, female, MTX, and bDMARDs) GC non- RoB: Moderate
2021 CRANE adjusted OR (95% credible interval): 2.35 (1.31-4.05) use Indirectness: not serious
GC use (adjusted by age, female, MTX, bDMARDs, comorbidities, Imprecision: serious
and disease activity)
adjusted OR (95% credible interval): 1.53 (0.82-2.78)
Abtabhi, Fracture UK Primary care GC users: GC  Current use of GC vs. Past use of GC Stop of RoB: Moderate
2022 databases: Clinical n=7039, All cause of fracture GC Indirectness: serious
Practice Research mean age: PSL <7.5mg/day: adjusted HR 1.14 (95%Cl 0.98-1.33) Imprecision: serious
Datalink 68.4 (SD 8.6), PSL 7.6-14.9 mg/day: adjusted HR 1.38 (95%Cl 1.11-1.73)

GC non-users:
n=8084,
mean age:
69.1 (SD 8.7)

Vertebral fracture

PSL <7.5mg/day: adjusted HR 1.59 (95%Cl 1.11-2.29)
PSL 7.6-14.9 mg/day: adjusted HR 2.15 (95%Cl 1.33-3.48)
Non-use of GC vs. Past use of GC

All cause of fracture: adjusted HR 0.94 (0.83, 1.07)
Vertebral fracture: adjusted HR 1.02 (0.73, 1.41)

% of csDMARD use: GC users 29.9%, non-users 35.2%




EXD RA

CcQ37 =¥

Y RA7m7 7 AN Question: GC+DMARD compared to PBO+DMARD for older RA

Certainty assessment Ne of patients “
. Certainty Importance
Ne of n n n o n - . o Relative Absolute
Study design Risk of bias Other considerations GC+DMARD PBO+DMARD (95% CI) (35% CI)
Outcome used for the recommendation
ACR50 (12W)
1 randomised very serious? not serious serioust seriouse none 30/156 (19.2%) 13/148 (8.8%) RR2.19 105 more per CRITICAL
trials (1.19t0 4.03) 1,000 @ O O O
(from 17 more Very low
to 266 more)
DAS28 remission (12W)
1 randomised very serious? not serious serioust serious? none 57/156 (36.5%) 20/148 (13.5%) RR2.70 230 more per CRITICAL
trials (1.71t0 4.27) 1,000 @OOO
(from 96 more Very low
to 442 more)
SAE (2Y)
1 randomised very serious? not serious seriousb very seriouse none 25/224 (11.2%) 25/225 (11.1%) RR1.00 0 fewer per CRITICAL
trials (0.60 to 1.69) 1,000 @ O O O
(from 44 fewer Very low
to 77 more)
Adverse event of special interest (2Y) Adverse event of special interest (AESI) comprises serious adverse events (SAE) and ‘other AESI'. during 2 years
1 randomised very serious? not serious serious? seriouse none 134/224 (59.8%) 111/225 (49.3%) RR1.21 104 more per CRITICAL
trials (1.02to 1.44) 1,000 @ O O O
(from 10 more Very low
to 217 more)
AmTSS (2Y)
1 randomised very serious? not serious seriousb not serious none 221 223 MD 1.6 lower CRITICAL
trials (2.45 lower to @ O O O
0.75 lower) Very low

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

Explanations

a. The pragmatic design. DMARDs used in combination with GC or Placebo are at the discretion of the attending physician, and there is a risk that factors other than the efficacy of the concomitant use of GC may be included.
b. Older RA patients on continuing DMARDs

c. The 95% confidence interval of the risk ratio includes the decision threshold of 1.25.
d. The total sample size and the total number of the events are small.

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




BRE RACQ37 Z7#LXb7AvV

Outcomes used for the recommendation

ACR50 (12W)
GC Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
GC_Maarten Boers 30 156 13 148 100.0% 219[1.19,4.03] 2022
Total (95% CI) 156 148 100.0% 2.19[1.19,4.03] -
Total events 30 13
Heterogeneity: Not applicable I t t i
Testfor overall effect: Z= 2.51 (P=0.01) 0.01 Favouﬁ:s Placebo Eavours G1CO 100
DAS28 remission (12W)
GC Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GC_Maarten Boers 57 156 20 148 100.0% 2701.71,4.27)
Total (95% CI) 156 148 100.0% 2.70 [1.71, 4.27) &
Total events 57 20
Heterogeneity: Not applicable ; f t i
0.01 0.1 10 100
Test for overall effect: Z= 4.27 (P = 0.0001) Favours [Placebo] Favours [GC]
SAE (2Y)
GC Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% CI
GC_Maarten Boers 26 224 25 225 100.0% 1.00 [0.60, 1.69]
Total (95% Cl) 224 225 100.0% 1.00 [0.60, 1.69]
Total events 25 25
Heterogeneity: Not applicable 0.01 01 1 10 100

Testfor overall effect: Z=0.02 (P = 0.99)

Adverse event of special interest (2Y)
years

GC Placebo Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Favours [GC] Favours [Placebo]

Risk Ratio

M-H, Random, 95% CI

Adverse event of special interest (AESI) comprises serious adverse events (SAE) and 'other AESI'. during 2

GC_Maarten Boers 134 224 111 225 100.0% 1.211.02,1.44]

Total (95% CI) 224 225 100.0% 1.21 [1.02, 1.44]
Total events 134 111
Heterogeneity: Not applicable ; ; 1 t |
0.01 0.1 1 10 100
Testfor overall effect Z= 222 (P=0.03) Favours [GC] Favours [Placebo]
AmTSS (2Y)
GC Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
GC_Maarten Bores 03 1 21 19 64 223 1000% -1.60[245,-0.75] 2022
Total (95% CI) 221 223 100.0% -1.60[-2.45, -0.75] L 3
-10 -5 0 g 10

Heterogeneity: Not applicable
Test for overall effect: Z= 3.68 (P = 0.0002)

Favours GC Favours Placebo



&Rl F RA CQ37 Evidence to Decision =—2JJL

CQ (No.PICO)

RA CQ37 : =ilin RA BE(CRIBREXRS O RIBEAM?

BE Sl RAZRE

T : BIBREXS0O-7 R(GC)+DMARDs

%788 : DMARDs

FEF7I ML (EKX) : ACR50. DAS28(ESR)EfE, mMTSS L2, EEREEER
BR770 b (BE) : Adverse event of special interest

R < N

AN

Any AE (except worsening of disease) leading to discontinuation.

Myocardial infarction, cerebrovascular or peripheral arterial vascular event.

Newly occurring: hypertension, diabetes, infection, cataract, glaucoma requiring treatment.
Symptomatic bone fracture.

B BEVIOIYFOREOREREE. F£I MTX THREZRMIEL.

SRHARIODIEAE GC AN EREEND. JIEEEnEICH TS GC OFEHAHAICDULTIE 2020JCR B RS> [1]THE

Banreh. ShEIIFEHELDBEEROIVRAINEL. GCHAILCDVWTOIET > IMNFELRN Dz, MTX ZE &9 D DMARDs Z 5t RA BE (CRIIAT DHF(C. GC OHANER
WZIRFF T BT E(E BFESIHHRECEETHD.

O &5, LWR
O HES5L, [Fu
® (FL)

O EcFx&%x

O OB

DIEAE GC DHAMNZBEEIND ., IFEIME(CHITD GC DRI
DT 2020ICR 1 RS 2 [1] TRFTETHER NN, Sin
BEWRE UBED GCHAICDWTOIET > ANFELGND
Jzo MTX ZF & 95 DMARDs Z&iih RA B (CRAIA I DHF(C. GC D
HANBRAMZIRGFT ITD L BEAHRECEETSHD.

B¥ 1. BE CoOREMEBRFEN?
¥R UY—FIEF>X =Y [:Eg =
O LR HETU O FOREORERR G, FI MTIX TaRZMIEL. B | ShEIFSHELIDBEFROVUIINENC L. BERDR

BRT —IR—XDIAFRNS. Bl (Cx T DRAD GC it
BEERBPECOMEANY MEEET DI E(FRSNTE.
UHL. HEF(EEIE (Cx3d LT GC (& DMARDs 3EHRATES
ENTVD T ENE L, IHR1ED DMARDs ZiREERR E Ui
BORZEMFITNETTIRET SN TULR,

B 2. EFXULLVHER

FHISNBLEFULWNREEDEREDEDH ?

IR

UY—FIEF>X

BIKEER




O hIh

O hEn

[ 33

O XZEW

O EFx&x
O ISR

GC (PSL #1% 5mg) + DMARDs (&. FSt77R+DMARDs &DLEEST.
BRI ALELT
1. ACR50 ERREIE (12 B DHEXINR (L 1000 AdpTzD 105(17
~266) AiE. #ExIRR(ERR 2.19 (1.19~4.03),
2. mTSS 21t (2 F)DIEIIHRIE —1.60 (—2.45~ -0.75)
3. DAS28-ESR BEfBEREIA (12 EBF)DIEIIshR(E 1000 AT
D 230 A(96~442) A&, AExI%N8RE LT RR 2.70 (1.71~
4.27),
Toholz.
WEEULT, BEFEULVRIRE 4] LHIEUTz,

FRFHEAIN MR TIZR<. FI@RAR 10.8, 10.4 F£DF
5 RA T DAS28(ESR)3.2 U E &R TZEENWRDIZ8. #)
HBBRE(CHITD GC OBAKERI T —FTIFRW, Fiz.

GC %3\ )\ Placebo (CHAT MU DN FENFEEDHE
[CEENTL\D. DMARDs (& GC75% FS1t27R 83%. MTX
(& GC57% F=>t77R 68%. bDMARDs GC16% FStz/R
13% THAZNTWVSD. GC DIxSHARIE 2 &, MTXZE L
IR IO FEREIRRED GC DEHHAOEREERI T —
ATIEIRN,

B 3. EXUKRBRUVIIR FHINDLEZ L LRVIIRSEEDIEEDEDH ?

iy UH—FIEF>X EMEE

O K= GC (PSL 28 5mg) + DMARDs 3§ Stz7/R+DMARDs & DL T, GC DEEEEBROUII(E. AIBOSHRIE RA ZXRE
| == ERKRIIMBLELUT, Uiz T2T OO/R— MAFRIICHUVLT, EEFENETHAE T D&
O /hE0y 1. BEEREESER Q8)IHEMIRELT 1000 AHBED 0(—44~ | HETENEEENRLIRDTZH. SHETE(E 1.53 (0.82~2.78)
O HFH 77) AfEHN, ABFFHE(E RR 1.00 (0.60~1.69)E0, EBFE L <BUMERIFRD S,

O &=FX= BELITBTINILELT

O IMBIEN

1. Adverse event of special interest(2 £ )(& #&x3%h5R & LT 1000
AHIzD 104 (10~217) A&, #Ex3%158R & LU TRR 1.21 (1.02
~1.44)1E10,

£l SR Tld. EknE(CX I3 GC DREMERAD ' X U=l Uz
KRR E. ERERPECDOVT 14, EEAEFRICOVTLIH &
FCDOVT 1 HRA L. Ffz. 2020JCR H RS+ > [1]TERAL
7z, GC DRIMEMICLDEEBIECEL T 3 4. DMEBEAR> MMC
LT 248X EUTEHRRALUR,

INSOEREARTIE. GCHEELRBRPEIE. ERLEESER. 5.
DIMEA R FDURTRERF ERRDCENRENTZ. KEDRET —5




NR—XATREESNIZEIE (T DEERRRPEAEDY X J(E, PSL5mg
UTFTH. 2 DDO7/R— KT adjusted OR 1.34 (95%SFEXfE 1.29
~1.40) . adjusted OR 1.34 (1.17~1.54). 75U LETHE
adjusted OR 1.31 (1.25~1.37) &R0, BEAZD GC OERERfkEEH
BERRBIYEDI XD ERB T ENRESNIZ, Fz. PSLemg MU E%
HHE D& ASMRFHICUIIOMBINT D &N RSN, RBDE
BAFAE RA ZXRE UTe T2T O /R— MARKICH WL TE GC FERIE
adjusted OR 2.35 (1.31~4.05) CEERBEEEROYRIAF LR
ol Ffe. REDRIRT —HINR—IA TR SN (CX 9 DEA
& GC (PSL7.5mg/BETF)DREBHGOFITI X T, BECERE
NHHD GCZRLELTWVDFEEELRUT, #MAREIRDOUXTM
adjusted HR 1.59 (1.11~2.29)(C3EI0L. BRAED GC DRERkT
MEIRDUR O ERBD I EMNRENTZ. 2020JCR 51 RS> [1]T
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EFA RA CQ38 XHktRZFE (PubMed)

BHHET

MRS OHE. $FICHEMMXZ 8T SRAEEFICDMARDSD IR S (XL EM,

®%H : 201918258 (%)

No. mER EEN
#01 "Arthritis, Rheumatoid/drug therapy"[Mesh] 29,654
#02 "Lung Diseases, Interstitial"[Mesh] 55,885
403 "Antirheumatic Agents/therapeutic use"[Mesh] OR "Gold/therapeutic use"[Mesh] OR "Leflunomide/therapeutic use"[Mesh] OR 270.845
"Tacrolimus/therapeutic use"[Mesh] OR "Biological Products/therapeutic use"[Mesh] OR "Janus Kinase Inhibitors/therapeutic use"[Mesh] ’
("Antirheumatic Agents"[PA] OR "bucillamine" [Supplementary Concept] OR "iguratimod" [Supplementary Concept] OR "Tumor Necrosis
404 Factor-alpha/antagonists and inhibitors"[Mesh] OR "golimumab" [Supplementary Concept] OR "tocilizumab" [Supplementary Concept] OR 246,645
"Janus Kinase Inhibitors"[PA] OR "baricitinib" [Supplementary Concept] OR "tofacitinib"[Supplementary Concept]) AND "therapeutic !
use"[SH]
“rheumatoid arthritis”[TI] AND (interstitial lung disease*[TIAB] OR interstitial pneumonia*[TIAB]) AND (csDMARD*[TIAB] OR methotrexate[TIAB]
OR gold[TIAB] OR bucillamine[TIAB] OR salazosulfapyridine[ TIAB] OR leflunomide[TIAB] OR tacrolimus[TIAB] OR iguratimod[TIAB] OR
405 bDMARD*[TIAB] OR biological disease—modifying antirheumatic drug*[TIAB] OR biological DMARD*[TIAB] OR TNF inhibitor¥[TIAB] OR 126
TNFi[TIAB] OR Tumor Necrosis Factor inhibitork[TIAB] OR TNF biologic*[TIAB] OR Infliximab[TIAB] OR Adalimumab[TIAB] OR Etanercept[TIAB]
OR golimumab[TIAB] OR Certolizumab[TIAB] OR tocilizumab[TIAB] OR abatacept[TIAB] OR JAK inhibitorx[TIAB] OR Janus Kinase
Inhibitor*¥[TIAB] OR tofacitinib[ TIAB] OR baricitinib[ TIAB])
#06 (#1 AND #2 AND (#3 OR #4)) OR #5 279
#07 #6 AND 2012:2018[DP] 107
#08 #7 AND (JAPANESE[LA] OR ENGLISH[LA]) 103
#09 #8 AND ("Meta—Analysis“[PT] OR “Meta—Analysis as Topic” [Mesh] OR “meta—analysis”[TIAB]) 3
#10 #8 AND ("Cochrane Database Syst Rev’[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as Topic”[Mesh] OR 5
“systematic review”[TIAB])
#11 #8 AND ("Practice Guideline”[PT] OR “Practice Guidelines as Topic”[Mesh] OR “Consensus”[Mesh] OR “Consensus Development 0
Conferences as Topic”[Mesh] OR “Consensus Development Conference”[PT] OR guidelinex[TI] OR consensus[TI])
#12 #9 OR #10 OR #11 4
#13 #8 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (random*[TIAB] NOT medline[SBI)) 3
#8 AND (“Clinical Trial”[PT] OR “Clinical Trials as Topic”[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB])
#14 . 5
NOT medline[SBI]))
#15 (#13 OR #14) NOT #12 5
#16 #8 AND (“Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[Mesh] OR “Comparative Study”[PT] OR “Multicenter Study”[PT] 27
OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SBI))
#17 #16 NOT (#12 OR #15) 26
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EHA RA CQ38 XEki#EZE R (Cochrane)

BHHET

FFIRFRSHE. FICHEEMEMXEE T HSRABEICDMARDSD R 5 ITEEH,

BZFERB : 20191 H29H(N)

No. EE CERiR
#01 "rheumatoid arthritis":ti 7,726
#02 “interstitial lung disease”:ti,ab,kw OR “interstitial pneumonia”:ti,ab,kw 338
csDMARD*:ti,ab,kw OR methotrexate:ti,ab,kw OR gold:ti,ab,kw OR bucillamine:ti,ab,kw OR
salazosulfapyridine:ti,ab,kw OR leflunomide:ti,ab,kw OR tacrolimus:ti,abkw OR
iguratimod:ti,ab,kw OR bDMARD*:ti,ab,kw OR “biological disease—modifying antirheumatic
drug”:ti,abkw OR “biological DMARD “:ti,abkw OR “TNF inhibitor”:ti,ab,kw OR TNFi:ti,ab,kw
#03 OR “Tumor Necrosis Factor inhibitor”:ti,abkw OR “NF biologic”:ti,ab,kw OR Infliximab:ti,abkw | 24,232
OR Adalimumab:ti,ab,kw OR Etanercept:ti,abkw OR golimumab:ti,ab,kw OR
Certolizumab:ti,ab,kw OR tocilizumab:ti,abkw OR abatacept:ti,abkw OR “JAK
inhibitor”:ti,ab,kw OR “Janus Kinase Inhibitor”:ti,ab,kw OR tofacitinib:ti,ab,kw OR
baricitinib:ti,ab,kw
#04 #1 AND #2 AND #3 28
#05 #4 with Cochrane Library publication date from Jan 2012 to Dec 2018 27
#06 #5 CDSR 0
#07 #5 CCRCT 27
Protocols 0
Editorials 0
Clinical Answers 0

Sheet1



EHA RACQ38 XHRZRR (EHiE)

1%y

BHHET

RS HHE. BICHEMMXEH T HRABEEICDMARDSD IR E IR EM,

BZ%EH : 2019418278 (8)

No. RER BREHH
#01  |BER Y U< F;EMEE/TH 27,056
#02  |ffiREB-EIEM/TH 38,610
po3  |TvY IR FREBEEFIM/THor ') 9 FEBA/TH or EMPHIRFY/TH or BBRERTF 7L 0 7 80 ME - BEMH | o o)
/TH or "Janus Kinase Inhibitors"/TH ’
BEETY < F/Tland (EIE T 28 /TA or B E 4K B /TA or FEIR 25 & H4E/TA) and (methotrexate/TAor * b kL FH—
JTA or £ 8EI/TA or bucillamine/TAor 735 3 >//TA or "salazosu | fapyridine"/TAor 5 Y E ') > /TA or leflunomide/TA or Lo
7))L/ = K/TAortacrolimus/TAor & % O 1) Ls X /TA or iguratimod/TA or 4 ' 5 FE K/TA or £ RIRLFI/TA or EWELE
404 /TA or bDMARD/TA or "biological DMARD"/TA or TNFREZE#//TA or TNFBEE ZE/TA or TNFaPEE /TA or infliximab/TAor £ > 27 1) & 222
< J/TA or etanercept/TA or & )L+ 7 I /TA or adalimumab/TA or 7 & ') Ls< J/TA or golimumab/TA or 3 ') L. J/TA
or "certolizumab pegol"/TA or /L k1) X< T /TA or tocilizumab/TA or k1) X< J/TA or abatacept/TAor 7 /33t 7 ~/TA
or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKFEZE &l /TA or JAKBEZE Z/TA or baricitinib/TAor /\1) & F =
7 /TA or Tofacitinib/TAor k7 7 F = TJ/TA)
#05 (#1 and #2 and #3) or #4 773
#06 #5 and (DT=2012:2018) 313
#07  |#6and (A AT TV A/THor VATITA VI LEa—/THor BEHA K54 2 /TH) 10
#08 |#6and (RD=A A7+ ) R EZEHA K514 ) 0
#09 |#6and (A AT TV RA/TAor VRATITA VI LEaA—/TAor BEHA K54 L /TA) 5
#10 #7 or #8 or #9 14
#11  |#6 and " ABRZE/TH 17
#12  [#6 and (RD=52% LbLLEHER) 0
413 |76 and (ST ABRZR/TA or BREREER/TA or S LACLLBERER/TA or AR AL LLBERER/TA or FHEAER/TA or FIAEEER/TA or SEIIE 5
SHER/TA or SBIVAEEER/TA or JELMEAER/TA or BIEMEHER/TA or SUF LEIFF/TA)
#14 (#11 or #12 or #13) not #10 17
#15  |#6 and (R RATFE/TH or BEMIAE T H A 2 /TH) 38
#16  |#6 and (RD=# 5 > & Lt LB EABR, LL B F 2T 16
#6 and (FEFHTT/TA or EZEIFHF/TA or EIRATREMEFATR[/TA or MAERFHTE/TA or ZHERFERBAT/TAor /84 By kT 0
#17 | M/TAor iZARFE/TA or BRERTFZE/TA or ERESHZT/TA or HEETHRZE/TA or £ [A EWFZE/TA or # A A EWFZE/TA or SEHI*T 1
BB ZL/TA or Bil[A & 8F38/TA or 37K — HERAZE/TA or BB ZE/TA or BREIFRZE/TA or LLERBRZL/TA or ¥ O A A —/N—HF/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 27
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FEEDEH (Summary of findings)

FESRYEEE(  (Certainty assessment)
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rheumatoid arthritis with interstitial lung disease: a multicenter study of 32 patients. Arthritis and rheumatology 2017; 69(Supplement 10)
2. Md Yusof MY, Kabia A, Darby M, Lettieri G, Beirne P, Vital EM, Dass S, Emery. Effect of rituximab on the progression of rheumatoid arthritis-related interstitial lung disease: 10 years'
experience at a single centre. Rheumatology (Oxford) 2017; 56(8): 1348-1357
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BEHA RA CQ39 XaktEZE I (PubMed)

BHE2 RIRHJEOHE. HFIOODFL, DOERE (BEREER. WOERE., RHELEKRE) 28I HRAEEZIIDMARDSD R EIERED,
®%EH : 2019%F1A258(%)
No. EER BmEREH
#01 "Arthritis, Rheumatoid/drug therapy"[Mesh] 29,654
#02 "Cardiovascular Diseases"[Mesh] 2,243,927
403 "Antirheumatic Agents/therapeutic use"[Mesh] OR "Gold/therapeutic use"[Mesh] OR "Leflunomide/therapeutic use"[Mesh] OR 970 845
"Tacrolimus/therapeutic use"[Mesh] OR "Biological Products/therapeutic use"[Mesh] OR "Janus Kinase Inhibitors/therapeutic use"[Mesh] ’
("Antirheumatic Agents"[PA] OR "bucillamine" [Supplementary Concept] OR "iguratimod" [Supplementary Concept] OR "Tumor Necrosis Factor-
#04 alpha/antagonists and inhibitors"[Mesh] OR "golimumab" [Supplementary Concept] OR "tocilizumab" [Supplementary Concept] OR "Janus 246,645
Kinase Inhibitors"[PA] OR "baricitinib" [Supplementary Concept] OR "tofacitinib"[Supplementary Concept]) AND "therapeutic use"[SH]
“rheumatoid arthritis”[TI] AND (cardiovascular diseasex[TIAB] OR heart failure*[TIAB] OR cononary artery disease*[TIAB] OR stroke*[TIAB] OR
peripheral vascular diseasex[TIAB]) AND (csDMARD*[TIAB] OR methotrexate[ TIAB] OR gold[TIAB] OR bucillamine[TIAB] OR salazosulfapyridine[TIAB]
405 QR Ieflunomide[TIAB] OR tacrolimqs[TIAB] OR iguratimod[TlAB] OR bDMARD*[TIAB:! OR biolo.giclal-disease—modifying antlzirheL.Jmatic drugx[TIAB] OR 203
biological DMARD*[TIAB] OR TNF inhibitorx[TIAB] OR TNFi[TIAB] OR Tumor Necrosis Factor inhibitor¥[TIAB] OR TNF biologic*[TIAB] OR
Infliximab[TIAB] OR Adalimumab[TIAB] OR Etanercept[TIAB] OR golimumab[TIAB] OR Certolizumab[TIAB] OR tocilizumab[TIAB] OR abatacept[TIAB]
OR JAK inhibitor*[TIAB] OR Janus Kinase Inhibitor¥[TIAB] OR tofacitinib[ TIAB] OR baricitinib[ TIAB])
#06  [(#1 AND #2 AND (#3 OR #4)) OR #5 1,207
#07 #6 AND 2012:2018[DP] 450
#08  |#7 AND (JAPANESE[LA] OR ENGLISH[LA]) 420
#09  [#8 AND (“"Meta—Analysis”[PT] OR “Meta—Analysis as Topic”[Mesh] OR “meta—analysis”[TIAB]) 15
#10 #8 ANIB (“Cochrane Database Syst Rev”’[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as Topic”[Mesh] OR “systematic 12
review [TIABI])
#11 #8 AND ("Practice Gu,i,deline"[PT] 9R “Practice Guidelines as Topic"[Me,:::h] OR “Consensus”[Mesh] OR “Consensus Development 9
Conferences as Topic” [Mesh] OR “Consensus Development Conference”[PT] OR guideline*[TI] OR consensus[TI])
#12 #9 OR #10 OR #11 28
#13 #8 AND (“Randomized Controlled Trial“[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (random*[TIAB] NOT medline[SB])) 30
414 #8 AND (“Clinical Trial”[PT] OR ”“Clinical Trials as Topic“[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB]) NOT 51
medline[SB]))
#15 (#13 OR #14) NOT #12 50
#16 #8 AND (“Epidemiologic Studifes"[Mesh] OR “Epidemiologic Research Design"[Mesh.] OR “Comparative Study”[PT] OR “Multicenter Study”[PT] OR 155
((cohort*[TIAB] OR comparative stud*[TIAB] OR follow-up stud*[TIAB]) NOT medline[SBI))
#17 #16 NOT (#12 OR #15) 122
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BEHA RA CQ39 X#ktRZE = (Cochrane)

BIR&GEOHE. HICOFE, DNERE (BBIREE. ROEXRE. REMLEKRE) £FH I HRAEFZIZTDMARDsD

SHE2 e ggmem,

BZFH : 201941H298(X)

No. mER FRER A

#01 rheumatoid arthritis:ti 7,726

402 “cardiovascular disease”:ti,abkw OR “heart failure”:ti,abkw OR “cononary artery disease”:ti,ab,kw OR strokex*:ti,abkw OR 71 644
“peripheral vascular disease”:ti,ab kw !
csDMARD*:ti,abkw OR methotrexate:ti,ab,kw OR gold:ti,ab,kw OR bucillamine:ti,ab,kw OR salazosulfapyridine:ti,ab,kw OR
leflunomide:ti,ab,kw OR tacrolimus:ti,abkw OR iguratimod:ti,ab,kw OR bDMARD*:ti,abkw OR “biological disease—modifying

#03 antirheumatic drug”:ti,ab,kw OR “biological DMARD”:ti,ab,kw OR “TNF inhibitor”:ti,abkw OR TNFi:ti,ab,kw OR “Tumor 24232
Necrosis Factor inhibitor”:ti,ab,kw OR “NF biologic”:ti,abkw OR Infliximab:ti,ab,kw OR Adalimumab:ti,abkw OR ’
Etanercept:ti,abkw OR golimumab:ti,abkw OR Certolizumab:ti,abkw OR tocilizumab:ti,abkw OR abatacept:ti,abkw OR “JAK
inhibitor”:ti,ab,kw OR “Janus Kinase Inhibitor”:ti,ab,kw OR tofacitinib:ti,abkw OR baricitinib:ti,ab,kw

#04 #1 AND #2 AND #3 126

#05 #4 with Cochrane Library publication date from Jan 2012 to Dec 2018 118

#06 #5 CDSR 0

#07 #5 CCRCT 118 [Sheet1
Protocols
Editorials

Clinical Answers



EFA RACQ39 NHRER(EdiE)

B BHE2

BIRHFBEHE. HITOFE, DOEXRE (BEBIEE. NMEXKE., REMEKRE) £2H T SRAEEHICDMARDSD RS ETREMN,

®% B : 2019F1H278(8)

No. BmEX CERE
#01  [BAETY V< F,EWEE/TH 27,056
#02  [DEIME&EE/TH 1,227,712
403 ) O FEGEEMFIR/THor i) DI FEEHFI/TH or £EWFEHIEE/TH or BBIEFERF7IL 7 7MW E - FHEWE/TH or "Janus Kinase 579931
Inhibitors"/TH ’
BAER ) < F/Tland (DRI E R E/TA or [BIRER S HHE/TA or DA E/TA or LIME KR B/TA or BEIARER £ /TA or iX I E & E/TA or KAFMERE
/TA) and (methotrexate/TAor * b b L &4 — k/TA or £&HI/TA or bucillamine/TAor 7 <5 = >//TA or "salazosu | fapyridine"/TAor 35V EY >
/TA or leflunomide/TAor L 7 JL/ £ K/TA or tacrolimus/TAor & 4 B') s X /TA or iguratimod/TA or € & 5 FE F/TA or £ EIRFI/TA or &L
#04  |HlI/TA or bDMARD/TA or "biological DMARD"/TA or TNFREEHII/TA or TNFREE ZE/TA or TNFaPEZE/TA or infliximab/TAor £ > 2 1) £ < J/TAor 18
etanercept/TA or T4& )L+t 7 k/TA or adalimumab/TA or 7 &' 1) Ls< J/TA or golimumab/TA or 3 ') L= TJ/TA or "certolizumab pegol"/TA or £JL k
1) X< J/TA or tocilizumab/TA or k1) X< J/TA or abatacept/TA or 7 /34t 7 k/TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA
or JAKBEEHI/TA or JAKREE Z/TA or baricitinib/TA or 7\ 1) & F = J/TA or Tofacitinib/TAor bk 7 7 L F =T /TA)
#05 (#1 and #2 and #3) or #4 721
#06  |#5 and (DT=2012:2018) 334
#07 |#6and (A2 T TV R/THor VATIRT AV LEa—/THor BB HA K54 2 /TH) 8
#08  [#6and (RD=X 2 7+ ) L X BEAA FS14 ) 1
#09 |#6and (A BT T ) R/TAor VATFITA VI LE1—/TAor BB HA K54 2 /TA) 2
#10 #7 or #8 or #9 8
#11  |#6 and 9 ABFZFR/TH 18
#12  |#6 and (RD=54 Lfb LEERERER) 1
413 |76 and (ST ABRZE/TA or BRERFAER/TA or SUX LALLLERELER/TA or BEAE AL LLEGABR/TA or SEIHEEIER/TA or BIHERER/TA or HIMAGER/TA or HEIVIEERER 6
/TA or FELHEAER/TA or BIZEHEER/TA or SUF LEIFIF/TA)
#14 (#11 or #12 or #13) not #10 18
#15  |#6 and (BEHRIEFME/TH or BFHHAETH A 2 /TH) 35
#16  |#6 and (RD=4F > & L{b LLERERER, L BRI R) 11
#6 and (EEHZT/TA or EEMIBRZE/TA or EIRATEEMETAR[/TA or MERBAE/TAor ZHER KB AE/TAor /X4 By T BT Y MTAor ZXHAE
#17  |/TA or BRERBRZE/TA or BREZHRZE/TA or MEMTHRZS/TA or & [F EHFZE/TA or £ A A1 E BT /TA or SEFIxt BBRIZE/TA or BT E#FZ8/TA or O 7h— FEAR 5
JTA or JBERERFZS/TA or BRE B 25 /TA or LEESHRZS/TA or ¥ O R A —/\—HZE/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 20
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& btE2

PubMed Cochrane EfEE  Others(
200 118 46 0

)

Total records identified through

database searching (n= 346 )

Additional records identified through

other sources (n =

0)

l

l

Records screened (1st Screening)

(n= 346 )

l

Records excluded

(n= 334 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 12 )

|

Full-text articles excluded
with reasons

(n= 4 )

Studies included in qualitative synthesis
(n= 6 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 2 )
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BEHC RACQ39 NATFRADYRY

[4-6 FRffis—F #BEAF%E]
-V BHHE2
WHe AR EOHE. HITDAR 2, DMERE (EBIRESE. X
BRE RHNEESR) AT SRARE
9t A [DMARDs
pogich
Pl Vi [ |
[EEEES AP RYR %
R s (e | TP
INA |18 |13 731 TNt L FER** FEEL B YROANB (T HLZE) EFET7 I h L
FRA|NTFR|T7R 72
o o [TF e ME
- HE &= | gyp 2D 2R DR (B2 7 HE (5B A [NA O |28 e
mEa—k (P77 ax  [porsa |BF|2L(T7 |21 e MO 2E om (mE 0x (55 [ve (aawm | |ZE |85 (B 00 (85 B9 (00 [N HRIDM AR ey B8
A DE|MD A am |31 |8 ) 2] iy |SE |F¥|SE  |(FE X
nNE g ., |DEA R | |EFS L B |F B |F (&)
LAl 7y &= TR 1))
T |7
major adverse 0.77
Giles 2016  [RCT TCZ vs ETN |CVD event -1 1| 1| 1| o -1 ol of o of of of of o542 78| 5061538 83| 54 HR | 1.05|-
(MACE) 1.43
treatment—
Combe 2017 [RCT Elzge‘fo :;“gf;”ivents -2 o of -1 -2 -1 o of o ol of of of o 381 228 59.8| 350 227| 649
(TEAEs)
Ui k— B . Com.posite B B B B [_).64
in 2018 = ABT vs TNFi|cardiovascular 1| -1 =2| o -1 11 o o o ol of of o 03124 156| 4.99|3124| 183| 5.86 HR | 0.79
v End Point 0.98
. 0.58
Solomon 201327k TNDF,:A‘;\SRD Heart failure -1l -1f =2 o -1 -1l o of o of of of of of 359 34| 947 432| 40| 9.26 HR | 0.95|-
v s s 1.57
. 0.30
Listing 2008 f;—‘_"m IEDF,{A‘;\SRDS Heart failure ) (] Q) (] -1 ol of o of o o o o 46 3652 52 9| 173 HR | 1.18|-

4.73




BED RACQ39 IEFURTOTF7AIL

BHE2: BRHES6HE, HBODAE, DMEES (BEikER, KOEEER, RENLEER)THITIRABEI(C
DMARDD¥ 5 (3&Z &£ ?

¥REICAWNVIETYATO771)

FEEMEE{E (Certainty assessment) FRDFH (Summary of findings)
T " IET/ZGJEE BB
e IM7P20 SEE S ZDHtadD TNFi csDMARDsiPG: #Hxt #Exd
T4V A7 AT B5 (95% CI) (95% CI) (GRADE)
DAL TNFi vs csDMARDs
2 T~ - e | g | @] 2 19,484 } HR 097 3 per 1,000 @000
[1.2] I e A AT PR ﬂ“ 1019 |19 O] 961 10 1.56) (=37 to 53) HEHITAE .

H EBERFDE. TT7DE. A +0HEDFAE D unclear risk of bias, B4 T 7 A LBITE HlunclearE F=ILhigh risk of biasD 1=, FEZl & L 1=
#2 BEMENF =6, FELELT=

#3 HRDIS%IEERED LR & TRAY., [HEALGFIR] RASNHEENRO. 758 [BHLE] ERGEINHEERI. 26OMAEEATND,

FEETEET{l (Certainty assessment)

FEEDEH (Summary of findings)
[ BA% II:'?-‘/Z(DEE

Tb"f v 2D it B5 s (95% 01) (95% 01) (GRADE)

#EE 'L.\.[[[l‘""f’\/ ; TCZ vs ETN

U5 LMk - g 42 83/1538 78/1542 HR 1.05 2.5 per 1,000 @00
[31 LR BR Al LR BacGh A 2L (5.4%) (5.1%) (0.77 to 1.43) (-11.6 to 21.8) 1K A
#HEERFOEHST7OE. FBEDNLETIMLAE. FREH I+ O0—F7 v T, F14 \Ex%ﬁd)n}‘]”b\unclear risk of bias® 1= &

JRZE L

#2 HRD95%EFEXE(CND LR ETIEM. [$IRELIETHUEEIERBEINDIHRI1.25F ST =6, FH L=
#IEEMBEARNU NI, DOERT., EHEEOHEE., FBRERMNEREELERIN T

FEETEET{l (Certainty assessment)

FEEDEH (Summary of findings)
[ BA% II:'?-‘/Z(DEE

Tﬂf’" ISMM720 %wﬂhw ABT TNFi axt #axt

EEEE AN EED EED RN R -
#FEDMEARY M ABT vs TNFi

[415] :E;rf%h g spienr | s e AL 183/3124 156/3124 HR 0.79 -10.5 per 1,000 ®000

(5.9%) (5.0%) (0.64 to 0.98) (-18.0to -1.0 FEH AR A
HEERFOE. TT7DE. A+ EIIED - A unclear risk of bias. BN T 7 b HLGEITE Hlunclear®E F=[Lhigh risk of bias® 1=

= RHNE LT
#2 HRD95%EFERME(CHD LRETRA. [MRGLIETEBLFIRIERGSN S EEHRO.TISEE L= RRIELT:
#HEEMEANUMEODHEE, B ERFE. SRRMOTHEEEERSN TV

N/A EX-EE(LZYLEL(not applicable), 5EMX EEFERERE - TIOMILEYUZHILOIRFIY 1B R



E B
1. Solomon DH, Rassen JA, Kuriya B, et al. Heart failure risk among patients with theumatoid arthritis starting a TNF antagonist. Ann Rheum Dis. 2013 Nov;72(11):1813-1818.
2. Listing J, Strangfeld A, Kekow J, et al. Does tumor necrosis factor alpha inhibition promote or prevent heart failure in patients with rheumatoid arthritis? Arthritis Rheum. 2008 Mar;58(3):667-677.
3. Giles JT, Sattar N, Gabriel SE, Ridker PM, Gay S, Warne C, Musselman D, Brockwell L, Shittu E, Klearman M, et al. Comparative cardiovascular safety of tocilizumab vs etanercept in rheumatoid arthritis: results of
a randomized, parallel-group, multicenter, noninferiority, phase 4 clinical trial. Arthritis and rheumatology 2016; 68: 43574359
4.Jin'Y, Kang EH, Brill G, Desai RJ, Kim . Cardiovascular (CV) Risk after Initiation of Abatacept versus TNF Inhibitors in Rheumatoid Arthritis Patients with and without Baseline CV Disease. J Rheumatol 2018;
45(9): 1240-1248
5. Kang EH, Jin Y, Brill G, Lewey J, Patorno E, Desai RJ, Kim. Comparative Cardiovascular Risk of Abatacept and Tumor Necrosis Factor Inhibitors in Patients With Rheumatoid Arthritis With and Without Diabetes
Mellitus: A Multidatabase Cohort Study. J Am Heart Assoc 2018; 7(3)



EFA RACQ40 XEkRFE (PubMed)

B HHE3

PEEL FOBEEEELZH T 2RAEBIZTDMARDSD IR S (XREM,

®%&H : 2019518258 (%)

No. BERERA EEIL
#01 "Arthritis, Rheumatoid/drug therapy"[Mesh] 29,654
#02 "Kidney Failure, Chronic"[Mesh] OR "Renal Insufficiency"[Mesh] 158,998
403 "Antirheumatic Agents/therapeutic use"[Mesh] OR "Gold/therapeutic use"[Mesh] OR "Leflunomide/therapeutic use"[Mesh] OR 270.845
"Tacrolimus/therapeutic use"[Mesh] OR "Biological Products/therapeutic use"[Mesh] OR "Janus Kinase Inhibitors/therapeutic use"[Mesh] ’
("Antirheumatic Agents"[PA] OR "bucillamine" [Supplementary Concept] OR "iguratimod" [Supplementary Concept] OR "Tumor Necrosis Factor-
#04 alpha/antagonists and inhibitors"[Mesh] OR "golimumab" [Supplementary Concept] OR "tocilizumab" [Supplementary Concept] OR "Janus Kinase 246,645
Inhibitors"[PA] OR "baricitinib" [Supplementary Concept] OR "tofacitinib"[Supplementary Concept]) AND "therapeutic use"[SH]
“rheumatoid arthritis“[TI] AND (“chronic renal failure”[TIAB] OR “chronic kidney disease”[TIAB] OR “renal dysfunction”[TIAB] OR C-reactive protein*[TIAB])
AND (csDMARD*[TIAB] OR methotrexate[TIAB] OR gold[TIAB] OR bucillamine[TIAB] OR salazosulfapyridine[TIAB] OR leflunomide[TIAB] OR tacrolimus[TIAB]
405 OR iguratimod[TlAB] OR bDM{-\RD*[TlA.B] .O.R biological disease—modifying antirheumatit? f:lrug*[TIAB] OR biollogical DMARD*[TIAB] OR TNF inhibitor*[TIAB] OR 794
TNFi[TIAB] OR Tumor Necrosis Factor inhibitor*[TIAB] OR TNF biologic*[TIAB] OR Infliximab[TIAB] OR Adalimumab[TIAB] OR Etanercept[TIAB] OR
golimumab[TIAB] OR Certolizumab[TIAB] OR tocilizumab[TIAB] OR abatacept[TIAB] OR JAK inhibitor*[TIAB] OR Janus Kinase Inhibitorx[TIAB] OR
tofacitinib[TIAB] OR baricitinib[TIAB])
#06 (#1 AND #2 AND (#3 OR #4)) OR #5 879
#07 #6 AND 2012:2018[DP] 469
#08 #7 AND (JAPANESE[LA] OR ENGLISH[LA]) 436
#09  [#8 AND ("Meta—Analysis”[PT] OR “Meta—Analysis as Topic”[Mesh] OR “meta—analysis”[TIAB]) 9
#10 #8 AND ("Cochrane Database Syst Rev”’[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as Topic”[Mesh] OR “systematic 4
review” [TIAB])
#11 #8 AND &"Practice Gu,i’deline"[PT] OR “Practice Guidelines as Topic”[Mesh] OR “Consensus”[Mesh] OR “Consensus Development Conferences 1
as Topic”[Mesh] OR “Consensus Development Conference”[PT] OR guidelinex[TI] OR consensus[TI])
#12 #9 OR #10 OR #11 10
#13 #8 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (random*[TIAB] NOT medline[SB])) 144
#14 #8 A!\ID (“Clinical Trial”[PT] OR “Clinical Trials as Topic“[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB]) NOT 151
medline[SB]))
#15 (#13 OR #14) NOT #12 164
#16 #8 AND (“Epidemiologic Studigs"[Mesh] OR “Epidemiologic Research Design"[Mesh;I OR “Comparative Study”[PT] OR “Multicenter Study”[PT] OR 236
((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SBI))
#17 #16 NOT (#12 OR #15) 125
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BEHA RACQ40 Xak#EFE I (Cochrane)

BHHE3

PEEL OB HEEEE A BT ARAEEICDMARDSDIZ S (TR EH,

BFEH 201918298 (X)

No. EE EEN
#01 "rheumatoid arthritis":ti 7,726
“chronic renal failure”:ti,ab,kw OR “chronic kidney disease”:ti,abkw OR “renal dysfunction”:ti,abkw OR “C-
#02 : o 20,354
reactive protein :ti,ab kw
csDMARD*:ti,ab,kw OR methotrexate:ti,ab,kw OR gold:ti,ab,kw OR bucillamine:ti,abkw OR
salazosulfapyridine:ti,abkw OR leflunomide:ti,ab,kw OR tacrolimus:ti,ab,kw OR iguratimod:ti,ab,kw OR
bDMARD*:ti,abkw OR “biological disease-modifying antirheumatic drug”:ti,ab,kw OR “biological DMARD“:ti,ab,kw
#03 OR “TNF inhibitor”:ti,ab,kw OR TNFi:ti,abkw OR “Tumor Necrosis Factor inhibitor”:ti,abkw OR “NF 24,232
biologic”:ti,ab,kw OR Infliximab:ti,ab,kw OR Adalimumab:ti,ab,kw OR Etanercept:ti,ab,kw OR golimumab:ti,ab,kw OR
Certolizumab:ti,ab,kw OR tocilizumab:ti,ab,kw OR abatacept:ti,abkw OR “JAK inhibitor”:ti,abkw OR “Janus Kinase
Inhibitor”:ti,ab,kw OR tofacitinib:ti,ab,kw OR baricitinib:ti,ab,kw
#04 #1 AND #2 AND #3 557
#05 #4 with Cochrane Library publication date from Jan 2012 to Dec 2018 430
#06 #5 CDSR 1
#07 #5 NOT PubMed 244
#08 #7 CCRCT 243
Protocols 0
Editorials 0
Clinical Answers 0
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EHFA RACQ40 XHRZER (EFiE)

EHHE3

PEELFOBHMEEEE L H T ARAEEFIZTDMARDSD IR EIXREH,

®Z%FB : 2019%F18278(8)

No. BRER CENE
#01  |BAERY) < FEMEE/TH 27,056
#02  |BAE-121%/TH or BHEEEPES/TH 164,188
403 *J-'LL I) @73:§|J,;é§§ﬁ"]$|]ﬁ3/TH or *JJ'_L IJ rj?ﬂ'—ﬁ@ﬁl]/TH or ﬂi#ﬁiﬁ"]@ﬁ'}/TH or Hi%iﬁ%%_}?)bj 7,*g*ﬁ¢%g " Bﬂ%%E/TH or "Janus 279 931
Kinase Inhibitors"/TH !
BEER Y < F/Tland BHEREFEE /TA and (methotrexate/TAor * b b L 34— ~/TA or £&FI/TA or bucillamine/TAor 725 2 >/TAor
"salazosu | fapyridine"/TAor 45 Y E ') >/TA or leflunomide/TAor L ZJL/ = K/TA or tacrolimus/TAor # 4 01) LA X /TA or iguratimod/TA
or 495 FE K/TA or E¥FRIREI/TA or E¥ELFEI/TA or bDMARD/TA or "biological DMARD"/TA or TNFREZE#I/TA or TNFREE Z2/TA or TNFa
#04 REZE/TA or infliximab/TAor 4 > ') %< < J/TA or etanercept/TA or T4 )Lt 7 k/TA or adalimumab/TAor 7 &) .= J/TAor 32
golimumab/TA or 3'') Ls< 7 /TA or "certolizumab pegol"/TA or &)L k1) X< T /TA or tocilizumab/TAor k1) X< J/TA or abatacept/TA or
7 /3%t 7 /TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKBEZE#I/TA or JAKREZE Z/TA or baricitinib/TA or /81) & F
= J/TA or Tofacitinib/TAor &k 27 7 F =T /TA)
#05 (#1 and #2 and #3) or #4 263
#06 #5 and (DT=2012:2018) 157
#07  |[#6and (AR T F VI X/THor VATITA VI LEaA—/THor BB HAHA K54 2 /TH) 3
#08  |#6and RD=X* R T F+ )R EBEHNA KTM1 ) 0
#09  [#6and (AR T F VI RX/TAor VATITA VI LEa—/TAor BEAA K54 2 /TA) 3
#10 #7 or #8 or #9 6
#11  |#6 and St ABFZE/TH 9
#12 #6 and (RD=22 4 Lfb ELERERER) 0
413 #6 and (ﬁ)\ﬁﬁ%"i/TAfr ERERELER/TA or=§>9°A1ttE$§§§ﬁ5§1TA or EVEAILLLERER/TA or EIHERER/TA or EIFEEKER/TA or FIHERER/TA or EIV 1
HEELER/TA or JELMEERER/TA or RFEMEAER/TA or JUF LEIFIT/TA)
#14 (#11 or #12 or #13) not #10 9
#15  |#6 and (B HE/TH or BEMAETH A 2 /TH) 19
#16  |#6 and (RD=#S > 4 Lb LLEIGUER, LLESRAZR) 5
#6 and (B FZHFZT/TA or RFHIFAZT/TA or RIRATHEMERAZE[/TA or MERBAZ/TA or SR K BRAE/TAor /A By K TOD Y M/TAor
#17 ZAREAE/TA or BRERBFZE/TA or BRERTRZE/TA or HERTEAZT/TA or £ M EHAZT/TA or 1 A [A1 E W /TA or SEHI T BREAZT/TA or il [ S #AZT/TA 0
or A7Rk— MEAZE/TA or IBERERZR/TA or BREBHZE/TA or LLEXERZE/TA or 7 B R A —/N\—HBFFR/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 10
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&#B RACQ40 XE&EFE7O—Fy—k

EBHE3
PubMed  Cochrane EmE  Others( )
299 244 25 0
v
Total records identified through Additional records identified through
database searching (n= 523 ) other sources (n= 0 )

l |

Records screened (1st Screening)
—_—
(n= 523 )
Full-text articles assessed for eligibility
—_—

(2nd Screening) (n= 13 )

|

Studies included in qualitative synthesis

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )

Records excluded

(n= 510 )

Full-text articles excluded
with reasons

*CQxT RN R



BEHC RACQ4I0 NATRAD)RY

[4-6 FEMHI—F BEHRE]

PERIAIEST1Y BHHES
WR(DEELULEDOBHAEEESHETHRAESE
#+ A|DMARDS
Fogiicl
F79OrhLA | I
EAFHE 1RATRYR*
B 57 e | EO
AR AR Y t REE S YROAR(PIMALE) | BHETIMAL
FR|7R |72 (57
o |ag Tt | MR
- HE EER an TR |RR(|0E [HE 79 HE(HE| (DA |RA A= 2| -
Bwa—k (FETT I |zorss (@3 (21771271 kMO B i um ok 55 (s na(w@ by (T ({26 00 |85 (B |00 (D MR AN NS g BEX
1> o |tn |o— |X%|1 o % % FH(sE |FH|SE |GE R
nE e . |DFA #® |3 |=ES N # |F B |F (fiE)
IN: | ;J = TR )
Kuroda 2016 ;‘{'—‘_"Eﬁ SEMARDS A 1| -1 o -1| -2 1| ol o ol of o o of of o 1 16sso| 10| s s HR | 103 02.f1438—
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