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BEHA CQ21 Xwk#EFE (PubMed)

Pubmed
BRFEE : 2009F1H25H (%)

No. EE EEN L

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

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

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

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

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

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

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

408 #6 AND ("Cochranlfa Databas.e Sys.t R?V”[TA] OR ”“Systematic Review [PT] OR “Systematic Reviews as >3
Topic”[Mesh] OR “systematic review” [TIAB])
#6 AND (“Practice Guideline”[PT] OR “Practice Guidelines as Topic”[Mesh] OR “Consensus”[Mesh] OR

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

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

#11 medline[SB])) -

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

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

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

Multicenter Study”[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SBI]))
#15 |[#14 NOT (#10 OR #13) 26
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Sheet2

Sheet3



EHA CQ21 Xmk#EZE T (Cochrane)

Cochrane

REHB : 2019F1H258(%)
No. R i
#01 |"rheumatoid arthritis":ti 7,726
402 “JAK inhibitgr”:ti,ab,kw PR “Janus K”in?ase Inhibitollj":ti,ab,kw OR tofr?lcitinib:ti,ab,lllw\./ OR baricitinib:ti,ab,kw OR 412

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

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

Sheet1
Sheet2



BEHA CQ21 XEER (EHES)

Ichushi
BFEB : 2019518258 (%)
No. RN BB
#01 |BAERY) < F EWYEIE/TH 27,056
#02 |"Janus Kinase Inhibitors"/TH 615
403 BEER 1) ™ < F /Tl and ("Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKREZE#I/TA or JAK 517
REZE ZE/TA or baricitinib/TA or 7\ 1) <>F = J/TA or Tofacitinib/TAor &k 7 7 > F =T /TA)
#04 |(#1 and #2) or #3 483
#05 |[#4 and (DT=2012:2018) 429
#06 [#5and (AR T F VI RX/THor VATIT AP LEaA—/THor 384 K54 2 /TH) 22
#07 |#5and (RD=*R T F+ ) LR ZEAA K54 ) 0
#08 |#5and (A R T F )V R/[TAor VRATRTA VI LEaA—/TAor 2B A4A K54 2 /TA) 6
#09 [#6 or #7 or #8 24|Sheet1
#10 |#5and 9T ABFZR/TH 118
#11 |45 and (RD=2% LE LLEREAER) 2
I ana T /NWTF l/-\ OT En IANGIVER l/-\ Oor J 7 F I TCILE o = WR7 T Or
#12 TIKE SR /TA or SHIHARER/TA or EIVABEER/TA or FELHRER/TA or BZ ISEJE%/TA or IUH A*—IJHH 33
#13 |(#10 or #11 or #12) not #9 119|Sheet2
#14 |#5 and (JEFIAZE4FME/TH or BEFEHMBAE T A 2 /TH) 136
#15 |#5and (RD=#7 > & LALLLEREAER, LLE R ) 1
#5 and (JEZEMTR/TA or EERITATT/TA or EIRATEEMERATT/TA or WA IRBATE/TA or ZIEEXHRIBAZE
416 [TAor/N4 Oy 7O M/TAor fZ2REAZE/TA or BRERTAZZ/TA or EREZHIZS/TA or HEBTHFZE/TA or c
R EHZE/TA or & AR ZHZT/TA or SEFIXTERBFZTT/TA or Bl EHZE/TA or 2 7R— FERZE/TA or B
BHZ/TA or BREIBRZE/TA or LLERBRZR/TA or ¥ B R A —/\—H 3K /TA)
#17 |(#14 or #15 or #16) not (#9 or #13) 19|Sheet3
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BEER) o< F

ZEHAFS422020

Xk zRI7O—Fvy—bk

PubMed Cochrane EfiE Others( )
132 284 119 0
v
Total records identified through
database searching (n= 535 ) other sources (n= 154 )

Additional records identified through |-Cochrane Systematic ReviewX D)%% ik

l

l

Records screened (1st Screening)

(n= 689 )

Records excluded

(n= 651 )

!

*Manual search

*Articlet>book Mreview, fi#sn- 455
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Full-text articles assessed for eligibility

(2nd Screening) (n= 38 )

Full-text articles excluded
with reasons

(n= 36

*CQXRIMER

|

Studies included in qualitative synthesis

(h= 2 )

|

Studies included in quantitative synthesis

(meta—analysis) (n= 2 )
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1 Burmester GR et al. Lancet. 2013;381(9865):451-60.
2 Genovese MCetal. NV Engl J Med. 2016;374(13):1243-52.




BHE CcQ21 4L ARRTOvVE

JAKi 4:bDMARDCEHEF+H7RABEIC, IAKBHERLMTXDOGtABSIZEAM?

ACR50 Week12

JARG+NTY MTX Kizk Ratio Risk Ealin
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BEHA

CQ22 XErRFE (L (PubMed)

Search
Query Results
number
) "Arthritis, Rheumatoid/drug therapy"[Majr] OR ("Arthritis, Rheumatoid/therapy"[Majr] AND ("Drug Therapy"[Mesh] OR 22 162
"Antirheumatic Agents/therapeutic use"[Mesh])) ’
("Antirheumatic Agents"[PA] OR "Tumor Necrosis Factors/antagonists and inhibitors"[Mesh] OR "golimumab"[Supplementary
Concept] OR "Tocilizumab"[Supplementary Concept] OR "Sarilumab"[Supplementary Concept] OR "Janus Kinase 258 394
Inhibitors"[Mesh] OR "tofacitinib"[Supplementary Concept] OR "baricitinib"[Supplementary Concept] OR ’
"peficitinib"[Supplementary Concept] ) AND "therapeutic use"[SH]
3|#1 AND #2 AND (tapering[TIAB] OR titration*[TIAB] OR spasing[TIAB] OR discontinu*[TIAB] OR withdraw*[TIAB]) 1,876
"rheumatoid arthritis"[TI] AND (TNF inhibitor*[TIAB] OR Infliximumab*[TIAB] OR Adalimumab*[TIAB] OR Etanercept*[TIAB] OR
Golimumab*[TIAB] OR Certolizumab-Pegol*[TIAB] OR Abatacept*[TIAB] OR Tocilizumab*[TIAB] OR Sarilumab*[TIAB] OR Janus 140
Kinase Inhibitors*[TIAB] OR tofacitinib*[TIAB] OR baricitinib*[TIAB] OR peficitinib*[TIAB]) AND (tapering[TIAB] OR
titration*[TIAB] OR spasing[TIAB] OR discontinu*[TIAB] OR withdraw*[TIAB]) NOT medline[SB]
5|#3 OR #4 2,016
6(#5 AND 2012:2019[DP] 837
7(#6 AND (JAPANESE[LA] OR ENGLISH[LA]) 823
8|#7 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 59
o #7 AND ("Cochrane Database Syst Rev"[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as Topic"[Mesh] OR 6
"systematic review"[TIAB])
10 #7 AND ("Practice Guideline"[PT] OR "Practice Guidelines as Topic"[Mesh] OR "Consensus"[Mesh] OR "Consensus Development 13
Conferences as Topic"[Mesh] OR "Consensus Development Conference"[PT] OR guideline*[TIl] OR consensus[TI])
11(#8 OR #9 OR #10 95
12 #7 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR (random*[TIAB] NOT 198
medline[SB]))
3 #7 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR case 299
comparison*[TIAB]) NOT medline[SB]))
14[(#12 OR #13) NOT #11 190
15 #7 AND ("Epidemiologic Studies"[Mesh] OR "Epidemiologic Research Design"[Mesh] OR "Comparative Study"[PT] OR 112
"Multicenter Study"[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow-up stud*[TIAB]) NOT medline[SB]))
16(#15 NOT (#11 OR #14) 256

541



BHA CQ22 Xk#FE (Cochrane)

No. Y RBHE
#01 ["rheumatoid arthritis":ti 7,726
#02 |”"JAK inhibitor”:ti,ab,kw OR Tofacitinib*:ti,ab,kw OR Baricitinib*:ti,ab kw 937
#03  |tapering:ti OR titration*:ti OR spasing:ti OR discontinuk:ti OR withdraws:ti 6,461
#04 |#1 AND #2 AND #3 6
#05 |#4 with Cochrane Library publication date from Jan 2012 to Dec 2019 0
#06 [#5 CDSR 0
#07 |#5 CCRCT 0




BHA CQ22 XHRER (EFEE)

#1 BEET) VT EWEE/TH or (BEET) DI F /A8 /TH and EWEEL/TH) 29,462
#2 YU TFH/TH or “Janus Kinase Inhibitors”/TH 160,637
#3 #1 and #2 and GA=/TA or R 5RIRIER/TA or H1E/TA or IKE/TA) 1,843
BAET) o< F /Tl and (JAKBEZEZE/TA or JAKFEZEHI/TA or tofacitinib/TA or NZ7F=T
44 /TA or baricitinib/TA or INYSF=T/TA or /\°74>5¢:7"_/TA or peficitinib/TA or 9T T4 94
S F =T /TA or upadacitinib/TA) and (B2 /TA or I EEMRER/TA or 1E/TA or {KZ
/TA)
#5 #3 or #4 1,844
#6 #5 and (DT=2012:2019) 975
#7 #6 and (A7 F YV R/TH or VRATITAYILE 1—/TH or BEHARSA2/TH) 12
#8 #6 and (RD=A2T7F ) R BEHALSA(L) 0
#9 #6 and (AT TV R/TA or VATITAVILE1—/TA or BEHARZA2/TA) 4
#10 #7 or #8 or #9 13
#11 #6 and 9T ABFZE/TH 51
#12 #6 and (RD=Z>% Lk ELERERER) 5
#6 and (N ABAZE/TA or BEERERER/TA or 525 LALLLEGERER/TA or EBAE AL LEEERER
#13 /TA or FEIFERER/TA or SEIFEEKER/TA or EINFERER/TA or FEIVIEEKER/TA or IEL 16
EX/TA or RIZM4EER/TA or S LEIHF/TA)
#14 (#11 or #12 or #13) not #10 53
#15 #6 and (B4 /TH or IEFMAE T HF A2 /TH) 162
#16 #6 and (RD=#5> 4% L1k ELEREAER LEEXERZR) 86
#6 and (EEHE/TA or IEFHITIZE/TA or EIRATREMEAEL/TA or WERAE/TAor %
MR ERBAE/TA or /84O TOC TN/ TA or ZARIAE/TA or BEERFIZE/TA or BIEZHF
#17 Z5/TA or HEETERZE/TA or BRRIZHZE/TA or BAMEHTL/TA or fEFIXTEERFZT/TA or Hil 27
RIETHZE/TA or A R—FFZE/TA or :BEAAZE/TA or BREFZT/TA or LLERBAZE/TA or /0
RAA—IN—FFE/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 142

208



EMB CQ22 XEBEIO—Fv—hk

JAKIi

9

BEEIORFZEHARS42,2020
XakeEIO—Fv—hk

PubMed  Cochrane Efhss Others( )

0 208 0

®%H 2020/7/30

Total records identified through

database searching (n= 749 )

Additional records identified through

other sources (n= 0 )

l

l

Records screened (1st Screening)

(n= 749 )

l

Full-text articles assessed for eligibility

(2nd Screening) (n= 3 )

|

= ” uded *ArticleX>book Dreview, fEER - {5 5E
ecords exclude IR —MRAR. EBIRBHR L E DBRBEHAE
— (h= 746 ) EPSTY
Full-text articles excluded SQ;S%%
with reasons o
—
(n= 0

Studies included in qualitative synthesis

(n= 3 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )




ZEHC CQ22 IETURTOT7AIL

JAKi 5 : JAKIBE R TER X 7= (JMERBEEEZHIE LTV SRABE ICJAKEERORE (X W5EH ?

RERMSHE  (Certainty assessment)

wEE | ...
A

HRICAWEIETFYR7O7 740

R P we | TOPPR] e v — iR
/4 B (95%Cl)

ERDOEH (Summary of findings)

R

IPFUR

DRERM%E
(GRADE)

CDAIFERE % 72 IJBRBEBY (baricitinibis E48i8)

1

RR 0.84

DDDD

HEERIEVThOBICEWTHROED 5T,

srvanEi | Fuonv | @R | faosw | #osn Bl 164/245 (66.9%) | 196/245 (80.0%) EPN
[1] (0.75 t0 0.93) &
EELEMER (baricitinibiE48:8)
1 . @
svanag| muene | mmrm | mueno |Esome| s 15/278 (5.4%) | 19/281 (6.8%) RRO80 SN
[1] (0.41 to 1.54) &
HROSZLEBZ2MDT I FHLOIEFYRZ7A7 740N
CDAIERE % 7 (JEHBFHME (baricitinibiEE12:8)
1 . i RR 0.89 EEEE)
SranfeEg| Fuonuv | wERAT | Faosw | Fosn Bl 203/245 (82.9%) | 228/245 (93.1%) E:2
[1] (0.83 to 0.95) &
BEMAEER (baricitinibiE48:8)
1 . DD
IyALeER| R TAY | FHERE | RRThaun Sk %L 59/278 (24.9%) | 78/281 (30.6%) RR 0.76 e) .
[1] (0.57 to 1.03) &
tofacitinibd F LE#kEESR (tofacitinib+ IE5238)
. F7POF T ICL Y ERS L EREERNE L B> MERICHL, P77 o F=TEHE] ®O00
(2] BRME  |FEpiopn ]| MERE FA T STk L 20/54 (37%) 10/10 (100%) |LT52:8#&ICSDAHSKRBZBMUT 2MHIFL F 7 7 ¥ F = 7 h ik O#kEH T & 7-FEH13206) 5
B71%)THo1z, £z b7 7 ¥ Fo7HHEHIZL0PT 2P TERBZHEAT 2#IS L 1=, Py i3
tofacitinibd Ik & 7= IZ R EHR O EMBR
F7PYFSTIck Y BRS L CERBERE L 5> R68ERIHL. b | o000
1 _ Nl B fEEt 0.04/N| 77 Fo72BEXIIRIELTERZ LR L -BRHAR. BHRKRIIP
LR Biogn | FMERE | RZTHL #7*e #L Ex
(3] e e E e B Kk R * 0.73/ A% (n=19)|0.44/A% (n=3D)| % (n=18)  |ILBTO.73/A%E. HEHT.44/AE, WEHTO.04/ANETH 1, BE
FEITE

#1. RROISRIEFEXHE D TR & ERAZNZ N,
#2. RROIS%EHEX D TR & LRAZNZ N,

#3865 - PUEDREE S Y KLTEEL
#A Y TN AR MDD W
#5MHAND T Y X LLENTLRLY, BRERIEL S,
#6489 > TIEH D

EEEE

1. Takeuchi T, et al. Ann Rheum Dis 2019;78:171-8
2. Kubo S, et al. Rheumatology 2017;56:1293-301
3. Mori S, et al. Clin Rheumatol 2019;38:3391-400
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EHD CQ22 JALAMTAVE

B ECIMEREIEEIE(48:E)

Bemzadim 2mg Harwizmb 4mg Risk Rafia Fak Rake
hady or Subgraup Evants  Towl Ewvants Total Welghd M-H. Fiued, 35% C1 W-H., Flued, B5% Gl
Tak#iichi ARDEI1S v 45 1515} M5 1000 OB TS, 103
Total (35% CR Lo 245 1000% 384 [O.T5, 0.91) L3
Tl avarmia 7] 16
Hnlwogonodly: Kok applcabio F } 1 t i
H : % i «m oK} 10 100
gt for ovoiall efect: £= 3,23 [P = 0.001) Bincginbdag DALY HarcdiabPegD A gL
EELEIER (488)
Baricitinib 2mg  Baricitinib 4mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Takeuchi ARD2019 15 278 19 281 100.0% 0.80 [0.41, 1.54]
Total (95% CI) 278 281 100.0% 0.80 [0.41, 1.54]
Total events 15 19
ol . | | |
_}l-_iete;ogenenyl.l N;t a?;:.\z!uiag\; o050 ‘0701 0‘71 ‘II 1'0 100'
est for overall effect: Z = 0.67 (P = 0.50) Baricitinbdmg® 7 A% LY Baricitinb2mg®d7 A% Ly
B 7o ERBEEE(12:8)
Baricitinib 2mg  Baricitinib 4mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Takeuchi ARD2019 203 245 228 245 100.0% 0.89 [0.83, 0.95]
Total (95% Cl) 245 245 100.0% 0.89 [0.83, 0.95] ]
Total events 203 228
:eterfogenelwll\ Nfufl a[-x;_lnia;lzs P = 0.0006 001 0.1 ‘ 10 100
est for overall effect: Z = 3.43 (P = 0.0006) Baricifinibdmg A A S LY Baricitinib2mgM A A% Ly
B RIER (48:8)
Baricitinib 2mg  Baricitinib 4mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Takeuchi ARD2019 59 278 78 281 100.0% 0.76 [0.57, 1.03]
Total (95% Cl) 278 281 100.0% 0.76 [0.57, 1.03]
Total events 59 78
. . I | | |
ﬁmf:‘ogenewl.l N?Ft ﬂfl;'“i‘*f';’g P =0.07 IO.01 OH J] 1I0 100‘
est for overall effect: Z = 1.79 (P = 0.07) baricitinibdmgd A H LY baricitinb2mgD A RS LY



BEFA CQ23 XmiERFEI (PubMed_2002-2011)

®®HE : 2019F6A 148 (%)

No. G R

#01 |["Arthritis, Rheumatoid/drug therapy"[Mesh] 30,046

402 "Arthritis, Rheumatoid/therapy"[Mesh] AND ("Drug Therapy"[Mesh] OR "Antirheumatic Agents"[Mesh] OR 24835
"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[TI])

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

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

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

#14 |(#12 OR #13) NOT #11 24
#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
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BEHA

CQ23 XuktRZEZ (PubMed_2012-2018)

MERE : 2019F1825H (%)

No. W EEN LS

#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*[TI] OR consensus[TI])

#11 [#8 OR #9 OR #10 1

412 #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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BHA CcQ23 XEkEFEZ (PubMed 2019)

%A 1 2019F6A21H (%)

No. EEE LS

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

400 "Arthritis, Rheumatoid/therapy"[Mesh] AND ("Drug Therapy"[Mesh] OR "Antirheumatic Agents"[Mesh] OR 24884
"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 ENGLISHILA])

#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

41 #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
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BHA CQ23 XEk#EZFE I (Cochrane_2002-2011)

%A 1 20196 14H (%)

No. EER LS
#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



BHA CcQ23 XaktEZFE I (Cochrane_2012-2018)

®%RHE : 2019F6A14H (%)

No. Y REREEL
#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



BEHA CcQ23 XEktEFEZ (Cochrane_2019)

%A : 2019F6A218 (%)

No. Y REREEL

#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



EHA CQ23 ekl (E9EE_2002-2011)

®%H 201966 14H (%)

No. EE 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



BEFHA CQ23 XEiRFRR (EHEE_2012-2018)

%% H 201918250 (%)

No. AN IRRGEL
#01 |BEENY v~ F Y& L/ TH 27,056
#02 |EEERY 7~ F/TH and (E®EEL/TH or H1Y) 7~ F&I/TH) 23,774
#03 |Denosumab/TH or BB #IEE LA F/TH 5,831
#04 |BEETY 7~ F/TA and (Denosumab/TA or 7/ A~ 7 /TA or FitRANKLHL{A&/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 RATF<X T4 v 2L Ea—/THorZ&EHA KZ 4> /TH) 8
#08 |#6 and (RD=X X T7F U R ZEHA LT 1) 0
#09 |#6and (A X T7F U R/TAor v AT TA4 v 7 LE2—/TAor ZEHA K74~ /TA) 0
#10 |#7 or #8 or #9 8
#11 |#6 and N ARZ/TH 12
#12  |#6 and (RD=524 LALLLEGAER) 0
413 [#6.and (N ABZE/TA or BRERFEER/TA or 5% LALLLEEHER/TA or SARSILLLEEHER/TA or SEIAEHER/TA or SIFEHER/TA or & A
MFAERER/ TA or BIVARERER/TA or ELHEAER/TA or RIFMHER/TA or SV LEIFFF/TA)
#14 |(#11 or #12 or #13) not #10 11
#15 |#6 and (EHFFREM/TH or BHMRTH A > /TH) 41
#16 |#6 and (RD=#7 > & L{LLLEER, LT FR) 11
#6 and (AT /TA or EZFEHIBATE/TA or RIRATREMBAZEL/TA or MERMF/TA or ZHERHEFEHZR/TA or /1AL TOD LI
#17 |/TA or BARFE/TA or BRERTAZE/TA or EIERWAZS/TA or HEETIAZE/TA or BRFIZHAZE/TA or BAREHAZE/TA or SEFIXFBEAZE/TA 6
or BIRIEMZT/TA or a7Kk—MAZE/TA or IBERAZE/TA or BREIRAZE/TA or LLESFRZE/TA or VAR A —/\—HFZE/TA)
#18 [(#15 or #16 or #17) not (#10 or #14) 35
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BEXA CQ23 @izl (EFEE_2019)

MFEA : 2019F6 8148 (%) 3
No. RER EEN S
#01 [(BEgEY 7~ F Y EE%/TH) and (DT=2019:2019 LA=HA&zE) 129
#02 [(BAEFY v~ F/TH and E#EE/TH or 31 7 < F#I/TH)) and (DT=2019:2019) 102
#03 [(Denosumab/TH or B &L EF/TH) and (DT=2019:2019) 40
#04 |(BEE5Y 7~ F/TA and (Denosumab/TA or 7/ X< 7/TA or HiRANKL¥L{A/TA)) and (DT=2019:2019) 8
#05 [(((#1 or #2) and #3) or #4) and (DT=2019:2019) 10
#06 [#5and (X X7 F UL R/THor Y RF<X T4 v 7 LEa—/THor 2&EHA K54 > /TH) 1
#07 [#5and (RD=XXT7F U X ZEHA KT A V) 0
#08 [#5and (XX T F U R/TAor AT T4 v 7L Ea—/TAor ZEHA KT 4 /TA) 1
#09 |#6 or #7 or #8 1
#10 |#5 and /M AHFFE/TH 0
#11 |#5 and (RD=7 > X AL L8R ER) 0
41 #5 and (S AHBFZE/TA or BRIRERER/TA or 7 > X LA LLEREAER/TA or EAERALLLEEER/TA or Z81MBER/TA or SR 0
/TA or ZE1I4B5ER/TA or ZEIVAEEER/TA or FELMEEER/TA or REMEEER/TA or 7 > X LEIFIT/TA)
#13 [(#10 or #11 or #12) not #9 0
#14 |#5 and B2/ TH or BZHIHRTH A > /TH) 0
#15 |#5and (RD=% 5 > X L{L L BEAER, LB 72)
#5 and (EZAZT/TA or BFRIAFFT/TA or EIZATBEIER R/ TA or A BAFFT/TA or ZHEXIERMFZ/TA or /XA
416 Oy h7A<x7 b/TA or BARFZE/TA or BEERITZ/TA or EIEREFZS/TA or HtWTRTZR/TA or 121 EFIZL/TA or # 5 0
B =/ TA or FEAIN BBRFZS/TA or BIE ZAAZE/TA or 37— MHEZS/TA or :BEFATZE/TA or BIERFZ/TA or LLEHT
%2/TA or 7 AR A —/N—H%2/TA)
#17 |(#14 or #15 or #16) not (#9 or #13) 0
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EHB CQXHIRKRIO—Fr—Fh

BEEN) O FZEHARS1422020

Denosumab Kﬁk*ﬁ%jn_g:)(’_l‘ 2002-2019
®R*=H 2019/6/21
PubMed  Cochrane EfsE Others( )
68 25 81 0
v
Total records identified through Additional records identified through
database searching (n= 174 ) other sources (n= 0 )

l

l

Records screened (1st Screening) Records excluded g’;‘f:}?}z%g{;ﬁ%ﬁéﬁﬁ;g;i%ﬁgﬁ%
(n= 174 ) (n= 166 ) R

l

Full-text articles excluded SMQ;:J%%

Full-text articles assessed for eligibility With reasons

(2nd Screening) (n= 8 ) (n= 5 )

l

Studies included in qualitative synthesis

(n= 3 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 3 )




&¥C cQ23 TETUARATAOTFAIL

denosumab : EEFHMEZETSRAEZE ICHRANKLING RS IEERH ?

’FE%ODE‘F] (Summary of ﬂndings)

RELMH  (Certainty assessment)

HZeE w IS T AD
HRT A~

HEICHW:-ITEFXZ7A7 740

DAS28-CRPZ{LE(124°A)
3 e MD -0.06 c00e
sy anEi| 2 chun | Bacosuv | Beawn | EBRTaun L 348 361 - N BEX
[1,2, 3] (-0.07~-0.05) =3
ACR50:ER(12H°A)
3 — s | . . . RR 1.11 B Ye)
Sy gnERR| ZHTha WL | BATHEW | RZ TR N 'yt %L 55/348 (15.8%)|52/365 (14.2%) - BEX
[1,2, 3] (0.78 to 1.57) =]
m-TSSIEHETT(OLLT) (125 H)
3 R o - - . 245/371 202/377 RR 1.23 .
FrvaLeRR| R THEW | B Taw | Bitchn | R Tan L - L E:DN
[1,2, 3] (66.0%) (53.6%) (1.09 to 1.39) =
LEHER@12H28)
3 RR 0.92 o0
Sy aneERi| ZThw | BaThw | BRTawn | EEIcE L 26/378 (6.9%) | 29/387 (7.5%) - 0 BEX
[1,2, 3] (0.55 to 1.53) i3
HROSELLEDZMOT I FALOIET Y RA7TAZ 7ML
SharpU'b AR AT7ELEA2H,A)
3 RSN . o oy MD -0.6 e
7y ZLMEERE| RBA TR W | FRThR WL | BETAEW | RATAEL L 346 361 - EE:d
(1, 2,3] (-0.94~-0.26) th

#1RROBREV|XMOTRE ERAZNZN, [RRAL) & MEHAFE] L RAINBELERRSLBEZEATLS
#2. RROBUEVXHEDOTRE LR ZNZN, [HELFE] & REINBZEERR<.75¢ MMBEAE] ERASINIEERRS>LBONAFEEATLS

ERER

1: Cohen SB et al. Arthritis Rheum 2008; 58: 1299-1309.
2: Takeuchi T et al. Ann Rheum Dis 2016;75:983-990

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



ZEHD CQ23 AL AMTOYE

DAS28-CRPZLE(12/B)

Test for overall effect: Z=0.33 (P = 0.74)

SharpU'»> AR ATZEE12HB)

Favours [denosumab]

Favours [placebo]

Mean Difference

denosumab placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD_ Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Cohen 2008 -044 1.01 69 -06 137 69 0.1%  0.16 [-0.24, 0.56]
Takeuchi 2016 -0.87 0.1 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, df =2 (P =0.32); I’ = 13% I t 1 t |
o -100 -50 0 50 100
Test for overall effect: Z=9.70 (P < 0.00001) Favours [denosumab] Favours [placebo]
ACRBOZRK (124 A)
denasumab plcabic EIEk Raik Riet Ratk
__!Eu"_d'cﬂr“iuhgruup Evamis  Tobal Evenis Tﬂhl_'::a'll“lll M-H, Fixed, 33% Tl M-H, Fioed, 95% T
Dby Sl é =[] 7 Ty 19.4% 007 s ey i ——
Tokmich ZE " TH 18 Bl TLE% 032, Ve —r
Tkt NS a8 e 111] ar T = TAZ 0. TN i
Talal (22% CN) 143 M 1000 144 LR, 1.57)
Total dvanla 55 52
. i N L] LpE=E [ i A
;%E’“’"::Iml g‘::‘ﬂqﬁ o ':_P. ;'3:2' Bt ATy i1 - 1% 1&0
sl for cvaral wiect st e Fervours jplaczbal  Fevosns donooumat)
m-TSSIEEFT(OLT)(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 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) 371 377 100.0% 1.23 [1.09, 1.39] ¢
Total events 245 202
- Chi2 = = = 12 =09 I t t d
R N T
est for overall effect: Z = 3.46 (P = 0. ) Favours [placebo] Favours [denosumab]
BEELEER0Q20A)
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 3 71 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] TR
Total (95% CI) 378 387 100.0% 0.92 [0.55, 1.53]
Total events 26 29
. Chi? = = = - |2 = 559 I t T 1 d
Heterogeneity: Chi® = 4.47, df =2 (P = 0.11); I? = 55% 0.01 01 1 10 100
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Test for overall effect: Z = 3.43 (P = 0.0006)
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Emern-2 2017 ARD 1168 247 99 234 80% 1.10[0.80,1.34] T

Choe 2017 ARD gz 231 94 247 B0% 0.83[0.74,1.18] -r

Cohen 2017 ARD 120 244 13 252 102% 0.595[0.78,1.13] -
Matucci-Cerinic 2018 RMD 108 168 Mo 185 127% 0.911[0.78,1.04]

Bae 2017 ARD s 115 62 118 7.0% 1.24[1.00,1.54] =

Matsuno 2018 MR 78 123 B3 111 T4% 1.13[0.82,1.34] T

Matsuno 2018 ARD 122 164 104 165 133% 1.181[1.02,1.37] il

Jamshidi 2017 ART 52 B8 a1 B8 B8% 1.02[0.84,1.23] T

Yoo 2016 ART 106 248 m 2581 78% 1.06[0.86,1.31] T

Smolen 2018 ARD B0 201 o195 53% 1.11[0.86,1.43] T

Smolen 2017 Rheumatology 102 2490 Mo 293 71% 0.94[0.76,1.16] -r
Weinblat-2 2018 A&R B8 269 mr 273 67% 0.99[0.80,1.24] 2018 T

Total (95% CI) 2368 2362 100.0% 1.04 [0.98, 1.10]

Total events 1349 1094

Heterogeneity: Tau?= 0.00; Chi=12.89 df=11 (P=030) F=15% 'D.IJ1 EI!1 1ID 100

Test for overall effect 2=122(P=0.22

Favours [RP] Favours [BS]



ACR70_24wk

BS RP Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% Cl
Yoo 2016 ART A0 248 45 251 B9% 1.12[0.78,1.62] T
Smolen 2018 ARD 3z 20 34195 4T% 0.91[0.58,1.42] B
Jamshidi 2017 ART 32 B8 3 68 80% 0.89[0.63,1.29] -
Emern-2 2017 ARD B3 247 83 234 90% 1.13[0.82,1.59] T
Cohen 2017 ARD B4 246 g8 253 98% 1.13[0.83,1.59] T
Choe 2017 ARD 42 231 7 47T BA% 096 [0.66, 1.34)] -
Bae 2017 ARD 3k 115 Ir o o1e 63% 1.00[0.68, 1.46] -1
Matsuno 2018 ARD 83 164 G5 165 155% 1.28[1.01,1.64] .
Matsuno 2018 MR 40 123 2 111 75% 0.86[0.61,1.22] -1
Matucci-Cerinic 2018 RMD 86 168 B 155 11.5% 0.78[0.58,1.04] ]
Smolen 2017 Rheumatology g2 2490 g5 293 TT% 0.96 [0.68,1.39] -
Weinblat-2 2018 A&R 47 269 a0 73 T0% 0.95[0.67,1.37] 2018 -
Total (95% CI) 2370 2363 100.0% 1.01[0.92, 1.11] 1
Total events a47 aaa
Heterogeneity: Tau fD.DD; ChiE=1013, df=11 (P=052) F=0% " 1 1 e
Testfor overall effect Z=0.14 (P = 0.89) Favours [RP] Favours [BS]
booleanE fi# 24wk
BS RP Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Yoo 2016 ART 13 302 14 304 37.8% 0.93[0.45, 1.96)
Bae 2017 ARD 16 115 17 18 a814% 0.97 [0.41,1.82)
Cohen 2018 ARD B3N 3 ¥ME 108% 1.98 [0.40, 7.849) S —
Total (95% CI) 738 740 100.0% 1.03 [0.66, 1.62] <
Total events 35 34
Heterogeneity Tau : 0.00; Chi*=088, df=2 (P=0.61) F=0% 'D.IZH IZI!1 1'0 le
Testfor overall effect: 2= 013 (P = 0.59) Favours [RP] Favours [BS]
BEELEIERA_week24

BS RP Risk Ratio Risk Ratio
Study or Subgroup Bvents Total BEvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Emen-2 2017 ARD 13 299 13 297 19.4% 089047, 2.11]
Fleischmann 2018 ART 12 297 13 299 18.6% 0.9310.43, 2.00]
Matsuna 2018 MR 8 126 5 16 97% 166 [0.57, 4.80] 1T
Matucci-Cerinic 2018 RMD 1 186 g 190 4% 0.20100.02,1.73]
Cohen 2018 ART 16 324 0 36 26E% 0.801[0.42,1.83] —E—
Cohen 2017 ARD 10 264 13 262 16.8% 076[0.34,1.71] —
Weinhlath2 2018 A&R 3 268 8 T3 B3% 0.38100.10,1.43] 2018 e —
Total (95% CI) 1764 1763  100.0% 0.84 [0.61, 1.18] :
Total events 64 77
Heterogeneity: Tau?=0.00; ChiF=4 97, df= 6 (F=059) F=0% o IZI!1 1'EI 1DD'

Test for overall effect Z=1.00 (F=0.3%

Favours [BS] Favours [RF)



BELGRLEAE week24

BS RP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Choe 2017 ARD 8 2490 B 283 846% 1.52[0.55, 4.20] —
Weinhlatt-2 2018 AER 1 263 2073 154% 0.51[0.04,558] 2018 .
Total (95% CI) hh8 566 100.0% 1.28 [0.50, 3.28] .
Total events 10 B
e et e o=y IR

) : : Favours [BS] Favours [RP)
AEFRICKHFERIDPIE week24
BS RP Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Cohen 2017 ARD T 264 0262 41% 347073, 16.57] I
Emen-2 2017 ARD 15 299 19 297 231% 0.73[0.41,1.51] i
Cohen 2018 ART 23 3 240376 330% 0.96 [0.56, 1.67] ——
Matucci-Cerinic 2018 RMD 2 laa 7180 41% 0.29[0.08,1.39] e —
Matsuna 2018 MR 11 126 11 116 15.8% 0.921[0.42 2.04] —
Jamshidi 2017 ART 2 @8 3 B8 3% 0.67[0.12, 3.86] N
Fleischmann 2018 ART 11 297 14 299 167% 0790037, 1.71] —
Total (95% CI) 1564 1558 100.0% 0.88 [0.64, 1.20] &
Total events T a0
Heterogeneity: Tau?=0.00 Chif=530, df= 6P =0451); F=0% 'D.IZI1 Df1 1'EI 1DD'

Test for overall effect Z=083(F=041)

Favours [BS] Favours [RF)



ACR20_52wk

BS RP Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Bae 2017 ARD B 110 96 111 156% 1.01[081,1.17]
Emery 2017 Rheumatology 210 25849 195 246 21.7% 1.02[084,1.17]
Matsuno 2018 ARD 138 140 129 146 28.8% 1.04[087,1.17]
Smalen 2017 Rheumatalogy 187 2490 000 293 12.3% 0.94 [0.84,1.06] =
Smalen 2018 ARD 132 201 137 195 8.9% 0.93[0.82,1.07] .
Yoo 2016 ART 168 225 1894 216 127% 1.05[0.83,1.17] i
Total (95% CI) 1235 1207 100.0% 1.01[0.97, 1.05]
Total events 831 a11
Heterogeneity Tau : 0.00; Chi*=402 di=8{P=0588), F=0% 0o 01 1 00
Testfor overall effect 2= 052 (P = 0.60) Favours [RF] Favours [BS]
ACR50_52wk
BS RP Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Smalen 2018 ARD a7 20 78195 1M.0% 1.07 [0.84,1.39]
Matsuna 2018 ARD 112 140 B 146 26.4% 1141098, 1.33]
Yoo 2016 ART b8 224 83 216 13.0% 1.01[0.82,1.29]
Emery 2017 Rheumatology 143 24849 125 246 11.8% 1.09 (092, 1.28]
Smalen 2017 Rheumatology 118 2490 M3 293 147% 1.06[0.86,1.29] T
Bae 2017 ARD 110 B 112 132% 1.251[1.01,1.59] =
Total (95% CI) 1235 1208 100.0% 1.10[1.02, 1.19] ]
Total events 633 867
Heterogeneity: Tau : 0.00 ChiF=2481,df=a(P=078) F=0% 'EI.IJ1 IZI!1 1'IJ 1I:|I:|'
Testfor overall effect £= 2.49 (P = 0.01) Favours [RP] Favours [BS]
ACR70_52wk
BS RP Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Bae 2017 ARD 42 110 /M2 NMA% 1.1310.749, 1.60]
Matsuno 2018 ARD 87 140 73 146 305% 1.161[0.94,1.43]
Smaolen 2017 Rheumatology B7 2490 BB 293 156% 1.0000.74,1.34]
Smolen 2018 ARD 48 201 48 195 11.4% 0.991[0.70,1.40]
Emery 2017 Rheumatology 81 2589 73446 NI% 1.181[0.92,1.53]
Yoo 2016 ART 48 225 43 216 10.2% 1.07[0.74,1.59]
Total (95% CI) 1235 1208 100.0% 1.10 [0.98, 1.24]
Total events 384 343
Heterogeneity: Tau?=0.00; Chi*=1.41, df=5(F=092); F=0% 'I:I_E|1 Df1 1| 1'0 100

Test for overall effect £=1.67 (P=0.10)

Favours [RP] Favours [BS]



booleanE fi# 52wk

BS RP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Emeny 2017 Rheumatology 40 260 33 245 T0E% 1.14[0.75,1.79]
Yoo 2016 ART 15 302 18 304 291% 0.84[0.43,1.63]
Total (95% CI) 562 549 100.0% 1.04 [0.73, 1.50]
Total events a5 a1
?ehtalrrugenemrl:lT?ru :gijg;gthpz—uﬁsag{ di=1(F=0.44); F=0% 'EI.D1 EI!1 1| 1'0 1DI:|'
estior overall effect 2= 024 (P = 0.81) Favours [RP] Favours [BS]
EELRIERA_weeks52
BS RP Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Yoo 2016 ART 47 302 3304 302% 1.36 (0,88, 2.11]
Smalen 2017 Rheumatology 29 290 3293 14.9% 0951059, 1.53]
Matsuna 2018 ARD 5 187 16 187 16.2% 1.86 [0.86, 2.83] D
Bae 2017 ARD 19 147 18 146 15.8% 1.05[0.47,1.52] -
Emery 2017 Rheumatology 18 299 15 297 129% 1190061, 2.33] B
Total (95% CI) 1225 1227 100.0% 1.20 [0.94, 1.52] »
Total events 133 111
?ehta]rcngenewl:lT?fu :gfl?;fghlpz—zﬁﬂ df=4 (P=06%, F=0% " 1 1 o
estior overall effect Z=1.43 (P =0.14) Favours [BS] Favours [RP]
EELGREA_week52
BS RP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Smalen 2017 Rheumatology g 2490 7293 100.0% 1.30[0.448, 3.44]
Total (95% CI) 290 293 100.0% 1.30 [0.49, 3.44]
Total events g T
Heterageneity; Mat applicable | | ! I !
o _ 0.01 041 1 10 100
Test for overall effect: £=10.53 (P = 0.60) Favours [BS] Favours [RP]
AEFRICKHER|PIE_week52
BS RP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Yoo 2016 ART 33 302 47 304 596% 0.71[0.47,1.07] -
Emeny 2017 Rheumatology 16 299 200 297 15.3% 0.79[0.42 1.50] ——
Bae 2017 ARD 10 147 11 146 151% 0.50[0.40, 2.06] S
Total (95% CI) 748 747 100.0% 0.76 [0.55, 1.04] 2
Total events ad 7a
Heterogeneity: Tau?=0.00; Chi®=0.30, df= 2 (F = 0.86); F= 0% 'EI.D1 EI!1 1'0 1DI:|'

Test for averall effect £=1.71 (F=0.0%

Favours [BS] Favours [RP]



BEHD CcQ24 JALARNTOYR)YEXITTAY)

plus RTX studies
ACR20_24wk

Study or Subgroup

Risk Ratio
M-H, Random, 95% CI

Matucci-Cerinic 2018 RMD
Smalen 2017 Rheumatalogy
Matsuno 2018 MR
Matsunao 2018 ARD
Smolen 2018 ARD

‘Yoo 2016 ART

Bae 2017 ARD

Cohen 2017 ARD

Chaoe 2017 ARD

Cohen 2018 ART

Cohen 2018 ARD
Jamshidi 2017 ART
Emery-2 2017 ARD
Smalen 2017 ARD

Park 2018 mAbs
Weinblath2 2018 ARR

Total (95% CI)
Total events

07
018
2018

BS RP Risk Ratio
Events Total Events Total Weight M-H, Random, 95% Cl Year
148 168 144 155 138% 0.851(0.88,1.09)
184 290 191 293 4T% 0.97 [0.86,1.10]
104 123 a0 111 A0% 1.04 (083117
183 164 143 163 131% 1.0811.00,1.16]
12720 13 195 35% 0.81[0.79,1.08]
182 248 176 281 57% 1.051[0.94,1.17]
95 115 95 118 4.9% 1.03[0.81,1.16]
194 260 189 261 B.A% 1.0310.93,1.14]
148 23 163 247 40% 0.87[0.85,1.11]
197 294 0y 298 58% 0.96 [0.86,1.07]
M I wms HME AT% 1.07 [0.96,1.14]
63 68 61 68 6.3% 1.0310.93,1.14]
183 247 188 234 B1% 0.87 [0.89,1.07]
95 133 1200 179 31% 1.0810.93,1.249]
113 155 184 203 45% 0.96 [0.85,1.04]
183 269 184 273 51% 1.01[0.80,1.13]
3287 3369 100.0% 1.01[0.98, 1.03]
2402 2448

Heterogeneity, Tau®= 0.00; Chi*=13.77, df= 13 (F= 0.54); F= 0%

-

01 10

Testfor overall effect: 2 = 0.48 (F = 0.63) oo Favours [RP] Favours [BS] 1o
ACR50_24wk
BS RP Risk Ratio Risk Ratio

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

Choe 2017 ARD g2 1N 94 M7 84% 0.93170.74,1.18] T

Cohen 2017 ARD 1200 244 13 287 91% 0.85100.79,1.13] T

Matucci-Cerinic 2018 RMD 108 168 110 183 11.5% 0.9110.78,1.04] -

Bae 2017 ARD [ A G2 118 B3% 1.2411.00,1.54] ™

Ermery-2 2017 ARD 118 247 99 I 7Y% 1.10100.90,1.34] T

Smalen 2018 ARD B0 M 0185 48% 111 [0.86,1.43] T

Smalen 2017 Rheumatalogy 102 290 110 293 6.4% 0.94 [0.76,1.16] T

Matsuno 2018 MR a123 3 111 B7% 11310082, 1.34) ™

Matsunao 2018 ARD 122 164 104 165 11.9% 118101.02,1.37] ™

Jamshidi 2017 ART 52 B8 a1 G8 7A% 1.021[0.84,1.29) T

‘Yoo 2016 ART 106 248 101 281 BT% 1.06 [0.86,1.31] T

Smalen 2017 ARD 46 133 T2O1TY 3E6% 0.86 [0.64,1.18] 2017 -T

Park 2018 mabs 73185 102 203 GB4% 0.94[0.76,1.16] 2018 T

Weinblath2 2018 ARR 98 2649 a0 273 B1% 089 [0.80,1.24] 2018 T

Total (95% CI) 2656 2744 100.0% 1.03[0.97, 1.09]

Total events 1258 1269

e 2 — . 2= - — SR = : l l I
hm
’ : : Favours [RP] Favours [BS]
ACR70_24wk
BS RP Risk Ratio Risk Ratio

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

Bae 2017 ARD Kl R IF 18 aE% 1.00 [0.68, 1.46] -

Chaoe 2017 ARD 421N 47 M7 A8% (.96 [0.66,1.34] -

Matsunao 2018 MR 40 123 42 111 B7% 0.86 [0.61,1.22] -

Matsuno 2018 ARD 83 164 Ga 165 139% 128 01.01,1.64] ™

Cohen 2017 ARD G4 245 a8 283 B5% 1.1310.83,1.549] T

Emery-2 2017 ARD G347 a3 23 B0% 1.131[0.82,1.54] T

Jamshidi 2017 ART 32 68 B BE  TI% 0.89 [0.63,1.249] -

Smalen 2017 Rheumatology 52 240 88 283 HY9% 0.96 [0.68,1.348] -

Matucci-Cerinic 2018 RMD a6 168 66185 10.3% 0.7810.59,1.04] ™

Smalen 2018 ARD 32 m 34185 41% 0.81[0.59,1.47) -

‘Yoo 2016 ART a0 248 45 181 BX% 112 10.78,1.62] T

Smalen 2017 ARD w133 MoTe 3% 087 [0.82 1.48) 2017 -

Park 2018 mabs 42 185 62203 T4% 0.89 [0.64,1.24] 2018 -

Weinblath2 2018 ARR 47 264 a0 273 B3% 085067 1.37] 2018 -

Total (95% CI) 2658 2745 100.0% 0.99[0.91, 1.09] {

Total events Gay a1

e 2 — . 2= — — B - I J 1 ]

Heterogeneity: Tau?= 0.00; Chi*=10.91, df=13 (P =062), F= 0% 'D.D1 D!1 1'D 1DD'

Testfor overall effect £= 016 (P=0.87)

Favnnrs IRP1T Favnanrs [RS1



BELEBIER_week24

BS RP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Fleischmann 2018 ART 12297 13 299 141% 0.9310.43, 2.00] T
Ermery-2 2017 ARD 13 299 13 297 147% 089 [0.47 211] I
Matucci-Cerinic 2018 RMD 1 186 g 1490 1.8% 0.2000.02,1.73] —
Matsuna 2018 MR 9 126 5 1B 7.3% 1.66 [0.87, 4.80] I —
Cohen 2017 ARD 10 264 13 262 128% 0.760.34,1.71] T
Cohen 2018 ART 16 324 w36 20.3% 0.80 (042 1.83] —
Srmalen 2017 ARD 9 133 18 179 141% 067 [0.31,1.48] 2017 T
Park 2018 mabs 9 181 9 M1 102% 1.311[0.83, 3.23] 2018 I
Weinblatt-2 2018 ARR 3 Igd 8 173 458% 0.3810010,1.42] 2018 ——
Total (95% CI) 2058 2153 100.0% 0.86 [0.64, 1.14] L
Total events 82 104
Tetfr ol et 22108 02 bot o1 T 0w

Favours [BS] Favours [RP]

HAEBRICK HEF|D I _week24

BS RP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Ermery-2 2017 ARD 18 299 189 297 206% 078041, 1.81] —
Cohen 2018 ART 33 436 29.3% 0.96 [0.56, 1.67] ——
Matucci-Cerinic 2018 RMD 2 186 7180 3T% 0.29[0.06, 1.39] T~
Matsuna 2018 MR 11 126 11 116 14.0% 0921042, 2.04] I
Jamshidi 2017 ART 2 g8 3 BE 29% 067012, 3.86] I
Fleischmann 2018 ART 11 297 14 299 14.9% 07910037, 1.71] T
Cohen 2017 ARD 7264 1 167 3E6% 347073, 16.57] I —
Srmalen 2017 ARD 4 133 9 179 BT% 0.60[0.1%9,1.900 2017 D
Park 2018 mabs 3| 50011 44% 079019 3.24] 2018 I E—
Total (95% Cl) 1858 1948 100.0% 0.85[0.63, 1.14] <
Total events 78 94

. 2 — . 2= —_ — B - I 1 1 ]

Heterogeneity: Tau*= 0.00; Chi*= 570, df=8 (P = 0.68); F=0% 'D.D1 D!1 1'D 1DD'

Testfor overall effect £=1.07 (P =0.28)

Favours [BS] Favours [RF]



BEHA CQ25 Xmk#EFE (PubMed)

BRFER 2019918298 (K)

No. RER REHE

#01 |”Arthritis, Rheumatoid/drug therapy”[Mesh] 29,657

#02 |”Antirheumatic Agents/therapeutic use”[Mesh] 70,450

#03 |”Biosimilar Pharmaceuticals”[Mesh] 1,371
“rheumatoid arthritis”[TI] AND (Biosimilarx[TIAB] OR bsDMARD*[TIAB] OR bs DMARD*[TIAB] OR NI0O71[TIAB]

#04 |OR GSO071[TIAB] OR GP111[TIAB] OR “CT-P13”[TIAB] OR LBAL[TIAB] OR FKB327[TIAB] OR ABP501[TIAB] 117
OR “"PF-06410293"[TIAB] OR LBEC0101[TIAB] OR YLB113[TIAB])

#05 |(#1 AND #2 AND #3) OR #4 151

#06 [#5 AND 2012:2018[DP] 143

#07 |#6 AND (JAPANESE[LA] OR ENGLISHLA]) 142

#08 |#7 AND ("Meta—Analysis”[PT] OR “Meta—Analysis as Topic” [Mesh] OR “meta—analysis”[TIAB]) 12

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]

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

#11 |#8 OR #9 OR #10 19

#12 #7 AND (“"Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR 43
(random*[TIAB] NOT medline[SB]))

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

#14 |(#12 OR #13) NOT #11 42
#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 35
stud*[TIAB]) NOT medline[SB]))

#16 |#15 NOT (#11 OR #14) 7




EFHA CQ25 Xak#EZEI (Cochrane)
%A : 201951 829H ()
No. BRER REREE
#01 |["rheumatoid arthritis":ti 7,726
Biosimilar*:ti,abkw OR bsDMARD*:ti,abkw OR “bs DMARDs":ti,ab,kw OR NI0O71:ti,ab,kw OR
#02 GSO071:ti,ab,kw OR GP111:ti,abkw OR “CT-P13”:ti,abkw OR LBAL:ti,abkw OR FKB327:ti,ab,kw OR 617
ABP501:ti,abkw OR “PF-06410293":ti,abkw OR LBECO0101:ti,abkw OR YLB113:ti,ab,kw
#03 |#1 AND #2 111
#04 |#3 with Cochrane Library publication date from Jan 2012 to Dec 2018 111
#05 |#4 CDSR 0
#06 |#4 CCRCT 111
Protocols 0
Editorials 0
Clinical Answers 0




BEHA CQ25 XMERZRERI (EHEE)

BREHR: 2019918298 (X)

No. EE EEN

#01 |BAEN) O FEMEE/TH 27,056

#02 [ )< F & ;aEMFIA/TH 109,174

#03 |NAALES—EFESH/TH 457
BAET) D <F /Tl and U\NA A Z5—/TA or Biosimilar/TA or bsDMARD/TA or NIO71/TA or GS071/TA or

#04 |[GP111/TA or “CT-P13”/TA or LBAL/TA or FKB327/TA or ABP501/TA or “PF-06410293"/TA or 32
LBECO0101/TA or YLB113/TA)

#05 |[(#1 and #2 and #3) or #4 67

#06 |[#5 and (DT=2012:2018) 67

#07 |#6 and (AFTF7F )R/ THor VATIT4YILEaA—/TH or B BEAARKSA2/TH) 5

#08 |#6 and (RD=XZF7F VL R EBEHAEZ1Y) 0

#09 |#6 and (AFTFTF VI R/TA or VATITA4VILEA—/TA or ZEAARSA2/TA) 1

#10 |#7 or #8 or #9 6

#11 |#6 and 9" ABFZE/TH 20

#12 |#6 and (RD=7> % LALLLEEAER) 1

#13 #6 and (ﬁ&ﬁﬁ%‘i{TA or & jﬁﬁﬁ/;l’A or 5)@A1ttt§i§i§%ﬁ/TA or %1$ﬁ1ttt$§§iﬁﬁ_ﬁ/Té OI;%I*EEKE%/TA or FEIFA 6
ER/TA or SBIHEEHER/TA or FEIVIHERER/TA or JEHMEEAER/TA or FIFFIEEER/TA or U5 LEIFIT/TA)

#14 |(#11 or #12 or #13) not #10 19

#15 |#6 and (EERAZR4FE/TH or TR ETH A2 /TH) 23

#16 |#6 and (RD=#5 4 Lt LEBEAER L BRI TR) 1
#6 and (EFHAT/TA or FFHIFZ/TA or EIRATREMEAE/TA or WERTAT/TA or ZHEEXHEFRHAZT/TA or

417 NAAYycTAa I8/ TA or ERFAE/TA or Eﬁl‘iﬁﬁﬁﬁ%/TA or BIEZHRZE/TA or ff-‘ﬁ&ﬁﬁﬁ%/TA or RMEMIT/TA 1
or BRARIEHZE/TA or fEFIXFERIAZL/TA or BIRIZIHZE/TA or O7R—MRZE/TA or :BEMAZT/TA or BT E TR
/TA or LLERBRZE/TA or JORA—/N\—HZF/TA)

#18 |(#15 or #16 or #17) not (#10 or #14) 3
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EHD CQ25 FALARRTAVE

ACR20_24wk (ref: RP>RP)

RP—BS RP—RP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Smalen 2018 ARD B0 94 B3 101 359% 0.83100.78,1.14]
Weinhlatt1 2018 A&R B8 125 595 129 G41% 1.081[094,1.23] 2018
Total (95% CI) 219 230 100.0% 1.02 [0.89, 1.17]
Total events 1549 164

Heterageneity: Tau?=0.00; Chi*=1.32, df=1 (P=0.29), F= 24%

001 01 1 10

100
Testfor overall effect =032 (F=0.7%) Favours [RP—RP] Favours [RP—BS]
ACR50_24wk (ref: RP>RP)
RP—BS RP—RP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Smalen 2018 ARD BB 129 B 129 &7.8% 1.061[0.84,1.34]
Weinhlatt1 2018 A&R 3B 4 48 101 422% 078 (056, 1.09] 2018
Total (95% CI) 219 230 100.0% 0.93[0.69, 1.26]
Total events 103 14
Heterageneity: Tau?=0.03; Chi*= 220, di=1 (P=014), F=54% 'I:I.D1 EI!1 1| 1'IJ 1DD'

Test for averall effiect. £=0.44 (P = 0.66)

ACR70_24wk (ref: RP>RP)

Favours [RF—RPF] Favours [RP—BS]

RP—BS RP—RP Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Smalen 2018 ARD il 84 32 1M 421% 0.7100.44,1.13]
Weinblat-1 2018 A&R 33 115 36 129 57 9% 0.95[0.63,1.43] 2018
Total (95% CI) 219 230 100.0% 0.84 [0.62, 1.14]

Total events a4 68
Heterogeneity: Tau®=0.00; Chi*=0.86, df=1(F=0.39) F=0%
Testfor overall effect Z=1.14 (F=025)

booleanE £ 28wk (ref: RP>RP)

0.01 0.1 1 10
Favours [RF—RP] Favours [RP—BS5]

100

RP—BS RP—RP Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% Cl
ieinblat-1 2018 ALR 17 118 14 124 100.0% 1.28 [0.66, 2.47] 2018
Total (95% CI) 118 124 100.0% 1.28 [0.66, 2.47]

Total events 17 14
Heterogeneity: Mot applicakle
Test for overall effect =072 (F=047)

0.01 01 1 10
Favours [RF—RP] Favours [RP—BS]

EELGEMERA_S2wk [Y1Y & 2 %28w] (ref: RPSRP)

100

RP—BS RP—RP Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
ieinblat-1 2018 ALR 4 125 4 127 100.0% 1.02[0.26,3.97] 2013
Total (95% CI) 125 127 100.0% 1.02 [0.26, 3.97]

Total events 4 4
Heterogeneity: Mot applicakle
Test for overall effect £=0.02 (F=088)

0.01 01 1 10
Favours [RF—BS] Favours [RF—RF]

100



FELEEAE 52wk [U1Y & X #%28w] (ref: RPSRP)

RP—BS RP—RP Risk Ratio Risk Ratio

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

ieinblat-1 2018 ALR 2125 0 127 100.0% 5.08[0.25,104.79) 2018 . ’

Total (95% CI) 125 127 100.0%  5.08[0.25, 104.75] | —r R ——— —

Total events 2 0

Heterogeneity: Mot apphcable 'EI.IJ1 EI!1 1'IJ le

Testfor overall effect Z=1.04 (P = 0.29) Favours [RP—BS] Favours [RP—RP]
BELEIEA_78wk (U1 Y Z #24w] (ref: RP>RP)

RP—BS RP—RP Risk Ratio Risk Ratio

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

Smalen 2018 ARD T 3101 100.0% 2.15]0.55, 8.35) —

Total (95% CI) 94 101 100.0% 2.15[0.55, 8.35] —Eii—

Total events B 3

Heterogeneity; Mot apphcahle 'u_m Df1 1'EI 1DD'
Testfor overall effiect: Z=110(F = 0.27) Favours [RP—BS] Favours [RP—RP]
BELGRREAE_78wk [Y1Y E A #24w] (ref: RP>RP)

RP—BS RP—RP Risk Ratio Risk Ratio

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

Smalen 2018 ARD 2 1101 100.0% 21510020, 23.31]

Total (95% CI) 94 101 100.0% 2.15[0.20, 23.31] e ———

Total events 2 1

Heterogeneity: Mat applicable 'u_m Df1 1'EI 1DD'

Testfor overall effiect £=0.63 (F=0.53)

Favours [RP—BS] Favours [RP—RF]



ACR20_24wk (ref: BS>BS)

RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Matsuno 2018 MR 85 100 88 108 100.0% 0.54 [0.85,1.04]
Total (95% CI) 100 108 100.0% 0.94 [0.85, 1.04]
Total events 85 83
Tectiof ovra et 25 196 =02 bot w0
astfor overall effect 2= 126 (F=0.21) Favours [BS—BS] Favours [RP—BS)
ACR50_24wk (ref: BS>BS)
RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Matsuno 2018 MR B4 100 a 108 100.0% 0821[0.76,1.129)
Total (95% CI) 100 108 100.0% 0.92[0.76, 1.12]
Total events 64 Ta
Tost 0t ovoral oo 2003 P= 0.4 bot o AT
astfor overall efiect 2= 0.83 (F=0.41) Favours [BS—BS] Favours [RP—BS]
ACR70_24wk (ref: BS>BS)
RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Matsuno 2018 MR 48 100 86 108 100.0% 0.8310.70,1.22)
Total (95% CI) 100 108 100.0% 0.93[0.70, 1.22]
Total events 48 86
W
Betfor overall efiect 2= 0.55 P = 0.58) Favours [BS—BS] Favours [RP—BS]
EELEIER_week24 (ref: BS>BS)
RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Matsuno 2018 MR 4 102 3108 100.0% 1.41 0,32, 6.14]
Total (95% Cl) 102 108 100.0% 1.41[0.32, 6.15]
Total events 4 3
TR R O
astfor overall effect 2= 0.4 (F = 0.65) Favours [RP—BS] Favours [BS—BS]
FEERICKHEAIPLE_week24 (ref: BS>BS)
RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Matsuno 2018 MR g o102 5 108 100.0% 1.69 047, 5.01] ]
Total (95% CI) 102 108 100.0% 1.69 [0.57, 5.01] -
Total events g8 5
Heterageneity: Mot applicable 'EI.IJ1 IZI!1 1'EI 1E|E|'

Test for overall effect £=095 (P =0.34)

Favours [RP—BS] Favours [B5—BS]



ACR20_48wk (ref: BS>BS)

RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Yoo 2017 ARD 103 144 13 158 46.0% 1.00[0.87,1.14]
Emen-1 2017 ARD 54 119 98 126 A84.0% 1.02 0,89, 1.16)
Total (95% CI) 263 284 100.0% 1.01[0.92, 1.11]
Total events 197 21
;Iet?]rfugenenyl:lT?fu :gfmn;rrhlp:—uﬁnazé df=1(F=088)F=0% 'EI.IJ1 IZI!1 1| 1'0 1DD'
astfor overall efiect: 2=10.17 (F = 0.56) Favours [RP—BS| Favours [BS—BS]
ACR50_48wk (ref: BS>BS)
RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Yoo 2017 ARD 74 144 TE 158 44.8% 1.07 [0.85, 1.34]
Emen-1 2017 ARD 720114 126 581% 1.021]0.83,1.248)
Total (95% CI) 263 284 100.0% 1.04 [0.89, 1.21]
Total events 146 141
;Iet?]rfugenenyl:lT?fu :gfmn;f?uhlp:—uganﬁ df=1(F=079)F=0% 'EI.IJ1 IZI!1 1| 1'0 1DD'
astfor overall efiect: 2=10.50 (F = 0.62) Favours [BS—BS] Favours [RP—BS]
ACR70_48wk (ref: BS>BS)
RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Yoo 2017 ARD 3| 144 3B 158 J60% 11010074, 1.62)
Emen-1 2017 ARD a0 1149 a4 126 64.0% 0.98[0.73,1.31]
Total (95% CI) 263 284 100.0% 1.02 [0.81, 1.29]
Total events g8 92
;Iet?]rfugenenyl:lT?fu :gfmn;rrhlp:—uﬁzgé df=1(F =064 F=0% 'EI.IJ1 IZI!1 1| 1'0 1DD'
astfor overall efiect: 2=10.17 (F = 0.56) Favours [BS—BS] Favours [RP—BS]
booleanZE fi#_48wk (ref: BS>BS)
RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Emen-1 2017 ARD 3 N4 3123 1000% 079049 1.28)
Total (95% CI) 115 123 100.0% 0.79[0.49, 1.28]
Total events 23 N
?eh:;ugenelwl:lN;tatpngEhéz . 'EI.IJ1 IZI!1 1. 1'EI 1EIEI'
astfor overall effect 2= 095 (F=0.34) Favours [BS—BS] Favours [RP—BS)
EELEIER_week48 (ref: BS>BS)
RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Yoo 2017 ARD 13 143 12 159 B65% 1.20[0.57, 2.55)
Emen-1 2017 ARD 2 114 B 126 335% 0.35[0.07,1.71] —
Total (95% CI) 262 285 100.0% 0.80 [0.26, 2.50] e
Total events 15 18
Heterogeneity: TauF=0.36 Chi*=191, df=1 (F=017); F= 48% " 1 i o

Testfor overall effect. Z=038 (P =0.70)

Favours [RP—BS] Favours [BS—BS]



BELRLEAE week48 (ref: BS>BS)

RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Yoo 2017 ARD 3 143 4 189 TT7% 0.83[0.19, 3.66)
Emen-1 2017 ARD 1 1149 1 126 223% 1.06 [0.07, 16.74]
Total (95% CI) 262 285 100.0% 0.88[0.24, 3.24]
Total events 4 a

Heterogeneity: Tau®=0.00; Chi*=0.02, df=1 (P=0.88); F=0%

0.1 1 10

0.01 100
Testfor overall effect: Z= 019 (P = 0.85) Favours [RP—BS] Favours [BS—BS]
FEERICKHEAIPLE_weeka8 (ref: BS>BS)
RP—BS BS—BS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Emen-1 2017 ARD 2 114 4 126 100.0% 08310010, 2.84] —
Total (95% CI) 119 126 100.0% 0.53[0.10, 2.84] e i——
Total events 2 4
Heterogeneity: Mot applicable 'IJ.IZI1 EI!1 1.D mlj.

Testfor overall effect Z=0.74 (P = 0.46)

Favours [RP—BS] Favours [BS—BS]



BEHA CQ26 Xui#RFEI (PubMed)

BHHE 1

MEIRESEOHE. $FICRE MM X E 89 SRAEEZEICDMARDSD R S XL EH,

% H : 201918258 (%)

No. BERER BREH
#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 70,845
"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 TNFi[TIAB] 126
OR Tumor Necrosis Factor inhibitorx[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 #5 279
#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 )
“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[SB])) 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] OR 27
((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SBI))
#17 #16 NOT (#12 OR #15) 26

29422324

Sheetl

Sheet2

Sheet3 29422324



BEHA CQ26 Xmkt#EZEI (Cochrane)

BHHE 1

FFIRFRSHE. FICHEEEMRXZH T SRABEFICDMARDSD IR S IEIREH,

BZF B : 2019182980 (X)

No. RER (EERaE
#o1 "rheumatoid arthritis":ti 7,726
#02 “interstitial lung disease”:ti,abkw OR “interstitial pneumonia”:ti,ab,kw 838
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,abkw OR bDMARD*:ti,abkw OR “biological disease—-modifying antirheumatic
403 drug”:ti,abkw OR “biological DMARD “:ti,ab,kw OR “TNF inhibitor”:ti,ab,kw OR TNFi:ti,ab,kw 24,232
OR “Tumor Necrosis Factor inhibitor”:ti,abkw OR “NF biologic”:ti,abkw OR Infliximab:ti,ab,kw ’
OR Adalimumab:ti,ab,kw OR Etanercept:ti,ab,kw 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,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 |Sheetl
Protocols 0
Editorials 0

Clinical Answers



BEHA CQ26 XaEZEX(EFE)

BHHE 1FRBFESHHE. HICHEMMXZA Y SRABEICDMARDSDIR S [EREH,

®%EH : 2019F1827H(H)

No. BRER BREREREH
#01 |BAER Y o < FEMEE/TH 27,056
#02  |MhiRE-FEM/TH 38,610
403 ) FHRGEEMFA/THor i) 77 FEHE/TH or EYMZEIRFN/THor BBRIRFERF 7LD 7 #ERYE - BEME 279,931
/TH or "Janus Kinase Inhibitors"/TH !
BEET1) < F/Tland (B & MR 2 /TA or BB 4R & /TA or FEIR 28 & H4iE/TA) and (methotrexate/TAor * b b L FH— ~/TA
or £ HF/TA or bucillamine/TAor 7 <5 X >//TA or "salazosu | fapyridine"/TAor Y5 ¥ E 1) > /TA or leflunomide/TAor L 7 JL
/ X F/TAor tacrolimus/TAor # % 0 1) L. X /TA or iguratimod/TA or 4 5 FE K/TA or E¥F B ELEI/TA or EWELEI/TA or
404 bDMARD/TA or "biological DMARD"/TA or TNFREZE #I/TA or TNFREE ZE/TA or TNFaBEE /TA or infliximab/TAor 4 > 2 1) ¥ < J 299
/TA or etanercept/TA or T4 % JLt 7 k/TA or adalimumab/TA or 7 & ') Ls< J/TA or golimumab/TAor I ') s< J/TAor
"certolizumab pegol"/TA or £ JL k1) X< J/TA or tocilizumab/TA or k1) X< TJ/TA or abatacept/TAor 7 /N2t 7 k/TAor
"Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKBEZE #I/TA or JAKBEE ZE/TA or baricitinib/TAor 781) & F = J/TA
or Tofacitinib/TAor b2 7 < F = J/TA)
#05 |(#1 and #2 and #3) or #4 773
#06 |#5 and (DT=2012:2018) 313
#07 [#6and (A AT F UL R/THor VATITA Y LE3A—/THorBEHAA K54 2/TH) 10
#08 [#6and RD=* 2 F7F+ )R EERAAFFM1 ) 0
#09 [#6and (A AT F UL R/[TAor VATITA VI LEaA—/TAor BEHA K54 2 /TA) 5
#10 |#7 or #8 or #9 14
#11 |#6 and " ABAZE/TH 17
#12  [#6 and (RD=J % L{ELLERERER) 0
#13 #6 and (ﬁi\ﬁﬁ%@/‘TA or Eﬁﬁﬁgitﬁﬁ/'I;A or 59@A1tth%§§iﬁ5§/TA or %1?E|Jttt§§§it5§/TA or SFEIHEFHER/TA or FIHEEER/TA or FIHEE 2
BR/TA or SBIVAEERER/TA or JELTEERER/TA or FIZEMERER/TA or 54 LE|FIT/TA)
#14 |(#11 or #12 or #13) not #10 17
#15 |#6 and (EFRAREIE/TH or MEFHMAET TH A > /TH) 38
#16 |#6 and (RD=#F > & L b LB ER, LA ER) 16
#6 and (EFHIFR/TA or EFZHIBZ/TA or RIZATREMEBRZE[/TA or MERFARE/TA or BHEERERBHAR/TAor /A1 Ay T 0O
#17 | b/TAor BARFEZE/TA or BEERHFZT/TA or EREZRAZE/TA or HEETHFZS/TA or A1 Z HEZT/TA or & A [A1 & B2/ TA or SEHI % 1
BRUFZE/TA or BII[E & FFZE/TA or O 7R— MBEFR/TA or IBERBFZE/TA or BRE B ZE/TA or LEERBRZR/TA or ¥ O XA —/N—H3R/TA)
#18 |(#15 or #16 or #17) not (#10 or #14) 27
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EHB CQ26 X@EFRIO—Fv—t

BHHET

BEETN) O FEEAARS1422020

X BERIO—Fv—+

PubMed Cochrane EfmiEE  Others( )
35 27 58 0

l

Total records identified through

database searching (n= 114 )

Additional records identified through

0)

other sources (n =

l l

Records screened (1st Screening)

(n= 114 )

l

Records excluded

(n= 85 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 29 )

l

Full-text articles excluded
with reasons

(n= 22 )

Studies included in qualitative synthesis
(h= 7 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )

*CQRTR VX



BHEC CQ26 INATADYRY

[4-6 FFMES—b BEHRE]

ZRAAIES1> BHHET
AR (IR B A BHE., B E MM AL T ARARE R e B (1) 15 (0)” D3
7t A|DMARDs - ig%i@”%(—z) TR E0) T DIRETIE T RMIKIC RS E S
F
oyl EZERB QAL E (+2) 7, "B (+1) " "IE(0) " DIEXRE
FEDIE B (+2)". "t (+1)" "E(0) " DIZ/FETIE ToRBKIC RIS E D
BT IMLTEIZRRIZEEDD
TIbAL |
[ERTE e INATRYR Y%
AR w7 g (T2
ACAVACErATE " T DA L HEE JEE B YRIAB(TobHLER) ERET I DL
TR PR TR 72
5 o |5t |2 HE
=3 —§ d: d: -~ a) =
— B 273 R (PR f A | A ez R | 1=
wRa— |FETT |an ForhL RF |72 (77127 | |12 2 5w | wim %) |B5 | B53 (o) |HIIR | HRITA A 1R g (B
D D #|3%# 8 |F (i ="
LTy = TA )
' |7
Improvement and
Fernandez-Di|, = o c.h.ange n _
FEIEEFE [RTX Modified Medical 1 0 0 25 24] 96
az 2017 .
Research Council
(MMRC)
Impovment and
Fernandez—Di + no change in _
az 2017 SEPIRAT |RTX forced vital L 0 0 22| 21) 955
capacity (FVC)
Fernandez-Di Improvement and
2017 JEBISETE [RTX no change in =il o o 20| 18| 90
az DLCO
Radiographical
Fernandez—Di EBIERE [RTX improvement and -1 0 0 14| 13| 92.9
az 2017 no change in )
HRCT scan,
Hirata 2016 |fEIZEFE |TAC CT score -1 0 o 40 1.42| 0.78] 1.44| 0.77
Improvement and
Fernandez-Dil|, no c_h_ange n _
SEIETE |ABT Modified Medical 1 0 0 36| 32| 88.9
az 2018 .
Research Council
(MMRC)
Impovment and
Fernandez-Di]|, + no change in _
a2 2018 FEBISETE (ABT forced vital 1 o o 26| 23| 885
capacity (FVC)




Fernandez—-Di
az 2018

AEI SRR

ABT

Improvement and
no change in
DLCO

Fernandez—Di
az 2018

AE5I SRR

ABT

Radiographical
improvement and
no change in
HRCT scan,

Yusof 2017

FEBISTE

RTX

Impovment and
no change in
forced vital
capacity (FVC)

Yusof 2017

AEI SRR

RTX

Improvement and
no change in
DLCO

Nakashita
2016

AE5I SRR

ABT

Improvement and
no change in
grade using CT

Akiyama 2016

AEf5I SRR

TCZ

Radiographical
improvement and
no change in
HRCT scan,

Nakashita
2014

FEBISETE

TNFi

Radiographical
improvement and
no change in
HRCT scan,

23| 21 913
22| 19| 86.4
37| 35| 94.6
37| 30| 81.1
16( 16 100
78| 72| 923
46| 32| 69.6




ZEHD CQ26 TEFUARTOTFAIL

APHET MFIRFREHHE. HFICHE MM X EH T HRAEFICDMARDsD IR S IFREM,

#RICAWIET RTOT 7ML
FEEDEH (Summary of findings)

FESRMEETM  (Certainty asses:
7 _ Z0ftD )
I B R I =

1) *7 ¥ 2= 7'Modified Medical Research Council (MMRC)D EALAL

[1] AT A e | e | omae | 2L - 24 9 04 CUURCO B :E;O:EQ N/A
# HBHORENEGL BEEEFOE. FRELITHO—TYT | F LD TR Hhigh risk of biasD 1=, FEEITEZIELT=
#2 RET7IMLTHY . BRELT
#3 FRARURER, YT ILEANEL BRI ELT
VY%7 FVCOBEIL
[1?2] aﬁmixﬁm | PR . _— 2L 50 56 (94.9%)1»~Evca>%4m:; ;;gg N/A
#H RHBEHOBEN K BERFOE. FRLAETHA—T VT F+HE KD A high risk of biasD =8 IEEITFERIELTZ
#2 RET7IMNLTHY., FZELT=
#3 ARV BY T ILEAINSL, BEIELT
)Y %< 7DLCONEILIL
[1?2] E{%Ji%ﬁlﬂ? ékﬁ?lj@d wacru| e o AL 5 54 (94.7%)-2%0003%113 ;ggg N/A
# RHBEHOBEN G BERFOE. FRLAETHA—T VT T+ DFHEE A high risk of biasD =8, IEEITFERIELT=
#2 RET7IMNLTHY., FzELT=
#3 ARV BY T ILEAINSL, BEIELT:
Yy ¥227 CTRRDELEL
[i] PSR HHA | e | o | 2L 1 130299 CCTAROE ;;Sg N/A

# MHBEROBREN G BERFOE. FRELTHO—T YT T+ 5K D TR A high risk of biasD 1= . FEEIZRZIELT
#2 RE7IMALTHY. FHlELT-
#3 AR, BY DT ILEAINS REIELT



FESRMEETME  (Certainty assessment)

$ERDEK (Summary of findings)

BEN T | ==t
BT Y /vr 7 A _ %@ﬂn@ 2
st zase
7138+ 7+ Modified Medical Research Council (MMRC) D B4b4L
1 f“{ﬂé%%ﬂ?} FEH lm 737 SR | — Bl % 32 (88.9%)'GMMR00)%1I:. ogqo N/A
(1 gL FEHITIK
#1 ABEHOHK Eb‘?&( EEEFOE. ARERTAO—TVT . F+RLERED TR Hhigh risk of biasD 1= . IEEITERIELT-
#2 RET7IMLTHY . BRIEL
#3 FRARURER, S8Y T ILEANEL BRIELT
Fi33+ T FVCOEIEEL
= I 2 i ) > JTG = ~
[i] E{E@%ﬁﬁ FEH 15(;%4” SR | — Bl 2% 23 (88.5%)(Evcw%1t7& ;%gg N/A
#1 wezm-“*ﬁm EEEFOE. ARERTAOD—TYT | F+RLERED TR Hhigh risk of biasD 1= . IEEITERIELT-
#2 RET7IMLTHY . BRIEL
#3 FRARURER, YT ILEANEL BRIELT
F 133+t FRDLCODBILAL
e s Lok 2l )~ T 3|
[i] E{E@%ﬁﬁ FEH I«T(M SR | — Bl 23 21 (91.3%)3[3.(:00)%“: ;%gg N/A
#1 BB ORK Eb‘m EEEFOE. ARERTAOD—TYT . F+RLERED TR Hhigh risk of biasD 1= . IEBITERIELT-
#2 RET7IMLTHY . BRIEL=
#3 FRARURER, #8Y T ILEANESL BRIELT
T3 TCTRREDEIEAL
2 mﬁ@%ﬁm EIEETa7=7] NN I g8 35 (92.1%) CCTH RN E | @000
[L4] | Pt IS RN I e L 38 fEAL gcis | VN
#1 BB ORK Eb‘m EEEFOE. ARERTAO—T YT F+RLERED TR HShigh risk of biasD 1= . IEBITERIELT-
#2 RET7IMLTHY . BRIEL
#3 FRARURER, YT ILEANEL BRI ELT
FERMESTME  (Certainty assessment) EROEH (Summary of findings)
waeFE [ A7 = o : Z 0D 03
F U X2 7CTRRRDELLEL
1 JiE BISE AP #r% Iz ’“’IJ I b2 83 B 2(92.3%) CCTRRRNE | @000
B b R | e v L 78 o s | VA
#H RHBHOBRENGL BERFOE. FRELLETAO—TvT F+HEXED TR A high risk of biasD =8, IEHITREZI LT
#2 REF7IMNNLTHY. FzELT=
#3 ARV BY T ILEAINSL, BEIELT:
FESRMESTME  (Certainty assessment) EROEH (Summary of findings)
EF%E?’*J‘ /\4 7 A %(Dﬂg@ 0)
TNFM%E&CTE?E:D%H:&L
1 JiE IR R R SR a2 43 2 (69.6%) TCTATRDE | @000
o s o R | vz eI mL 46 4|;m, S A VA

#1 BB DHRELGL,

#2 RET7IMILTHY., FREL=
#3 A RUMEL BT ILEANEL T EELT:

ERERFOE. ARLELTAO—TvT | R+ DFAE b high risk of biasDF=8 . IFFITFRIELT=




FERMESTME  (Certainty assessment) BROEH (Summary of findings)

BEY e | B2

BF5E AT A o ‘ Z DD ZhE ()]

skt it

£0Y LR CTRIAF
1 JiE IR R R SR - 3 CTRO7I(3144+077h | @000
7 ki A FHAT | A =L 40 51.42+078EHEITE | JEiicis

# RHBEHOBEN K, BERFOE. FRLAETHA—T VT | T+ HEDIFHEE A high risk of biasD =8, IEEITFERIELTz

#2 RET7HMLTHY. FREL

#3 ARV BY T ILEAINSL, BEIELT:

N/A

N/A : EX - EEIEE%Y LA (not applicable), Sl [ EEMEKRERE - 7V MALEYZALYIIRF Y | BB

25

ERER
1. Fernandez-Diaz C, Reina D, Rubio-Munoz P, Urruticoechea-Arana A, Carrasco-cubero M, Martin-Lopez M, Miranda-Filloy JA, Villa-Blanco I, Millan AM, Castellvi |, et al.
Rituximab in 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

3. )1 B4, 483 i, /P BB, FRE B, BAE, M RE, FEE M AET, BR AL HEMMAEAGLBEEHYYIFEEICHT HEMEHEFIRSD
AR REMICET M. BRI FERBR - 2MERTOI 5L - 1R 2015; 59E]: 551

4. Nakashita T, Ando K, Takahashi K, Motojima. Possible effect of abatacept on the progression of interstitial lung disease in rheumatoid arthritis patients. Respir Investig 2016;
54(5): 376-9.

5. Akiyama M, Kaneko Y, Yamaoka K, Kondo H, Takeuchi. Association of disease activity with acute exacerbation of interstitial lung disease during tocilizumab treatment in
patients with rheumatoid arthritis: a retrospective, case-control study. Rheumatol Int 2016; 36(6): 881-9.

6. Nakashita T, Ando K, Kaneko N, Takahashi K, Motojima. Potential risk of TNF inhibitors on the progression of interstitial lung disease in patients with rheumatoid arthritis.
BMJ Open 2014; 4(8): e005615

7. FHE EKRE, PF MR, AR EE, FIEUF, BNl —F, 50 & dILE EF, 5FE 0%, B B&. EH)OIFICHSMEEMEREICRT 542000 AXADHE
PO 2016 update. L)< F 2017; 37(1): 515




BHA CQ27 XaktEZE (PubMed)

B HHAE2

EIRSBAHHE. FHITLDTE, DNEXRE (BEMREER. NMOEXE, REMEKXR) £2HT SRABEFICDMARDSDIZ 5 LR ED,

BRFH : 201918258 (%)

No. EE EEN e
#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 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 (cardiovascular disease*[TIAB] OR heart failurex[TIAB] OR cononary artery disease*[TIAB] OR stroke*[TIAB] OR
peripheral vascular disease*[TIAB]) AND (csDMARD*[TIAB] OR methotrexate[ TIAB] OR gold[TIAB] OR bucillamine[TIAB] OR salazosulfapyridine[ TIAB]
405 QR Ieflunomide[TIAB] OR tacrolimu.s['I.'IAB] OR iguratimod[TIAB] OR bDMARD*[TIAB:! OR biolo.gic:allldisease—modifying an’Firhel.Jmatic drugx[TIAB] OR 203
biological DMARD*[TIAB] OR TNF inhibitorx[TIAB] OR TNFi[TIAB] OR Tumor Necrosis Factor inhibitorx[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 AND (“Cochrane Database Syst Rev”[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as Topic”[Mesh] OR “systematic 12
review [TIAB])
411 #8 AND ("Practice Gu,i,deline"[PT] 9R “Practice Guidelines as Topic"[Mefh] 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 Studigs"[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[SB]))
#17 #16 NOT (#12 OR #15) 122
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Sheet3



EHA CQ27 XmtEZE I (Cochrane)

B6HE RBIRSFEHHE. HIODAE, DOEEERE (BEREER. WOEEXRE., REMLEKRER) ZH T HRABEEIZDMARDsD
2 BEIEREN,
BRFEE : 2019F1H298 ()
No. BRER R
#01 |rheumatoid arthritis:ti 7,726
#02 “cardiovascular disease”:ti,ab,kw OR “heart failure”:ti,abkw OR “cononary artery disease”:ti,ab,kw OR stroke*:ti,abkw OR 71 644
“peripheral vascular disease”:ti,abkw !
csDMARD*:ti,abkw OR methotrexate:ti,abkw 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,abkw OR “biological disease—modifying
403 antirheumatic drug”:ti,ab,kw OR “biological DMARD“:ti,ab,kw OR “TNF inhibitor”:ti,ab,kw OR TNFi:ti,ab,kw OR “Tumor 24 237
Necrosis Factor inhibitor”:ti,abkw OR “NF biologic”:ti,ab,kw OR Infliximab:ti,abkw 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,abkw OR “Janus Kinase Inhibitor”:ti,ab,kw OR tofacitinib:ti,ab,kw 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
Protocols 0
Editorials 0
Clinical Answers 0

Sheetl



BEHA CQ27 XHRFRRX(EdE

BHHE
2

BEIRHBEHHE. HIDF2, DOERE (BERAE. WOEXRE. REMERE) £2HT HSRABEICDMARDSD RS FREMN,

®FEH : 2019%1H278(8)

No. [ EER LT
#01 |BAEN Y < F;EMEE/TH 27,056
#02 |IDEMmE&E/TH 1,227,712
403 ) vazﬁu;;*ﬁﬁm*”}iﬁ/TH ordi!) ™ 7}$%§IJ/TH or E#&]?E@%ﬁu/TH or H§%1§R?7)l/ 7 7,*E*ﬁ¢%g - Bﬂ%#@E/TH or "Janus Kinase 279 931
Inhibitors"/TH ’
BEER 1 < F /Tl and (DI E & E/TA or TRIRZR & HHE/TA or ILFE/TA or IDIME R E/TA or EEIARER £/TA or I I E K E/TA or RIEEME K E/TA)
and (methotrexate/TA or * k k L FH— /TA or £&FI/TA or bucillamine/TA or <5 3 >//TA or "salazosu | fapyridine"/TAor 45 YV E ) > /TAor
leflunomide/TAor L ZJL/ = K/TA or tacrolimus/TA or & - 8) s X /TA or iguratimod/TA or € 7' 5 FE K/TA or £¥)FRIELHEI/TA or AW ELFI/TA or
#04 |bDMARD/TA or "biological DMARD"/TA or TNFREZE#|/TA or TNFREEZE/TA or TNFalfEZE/TA or infliximab/TA or f > 7 1) & << J/TA or etanercept/TA or 18
I A %It T +/TA or adalimumab/TA or 7 & 1) Ls= TJ/TA or golimumab/TA or I'') Ls< J/TA or "certolizumab pegol"/TAor JL k1) X< T /TAor
tocilizumab/TA or k1) X< J/TA or abatacept/TA or 7 /N4 t 7' I /TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKREZEHI/TA
or JAKBEZE ZE/TA or baricitinib/TA or 731) < F = J/TA or Tofacitinib/TAor k27 7 F =T /TA)
#05 |(#1 and #2 and #3) or #4 721
#06 |#5 and (DT=2012:2018) 334
#07 |#6and (AR T+ A/THor VATITA Y LEa—/THor B4 K54 2 /TH) 8
#08 |#6and (RD=ARA T+ R BEHNA K1) 1
#09 |#6and (AR T F I R/TAor VATITA VI LEa—/TAor BEBAA K54 /TA) 2
#10 |#7 or #8 or #9 8
#11 [#6 and T ABFZE/TH 18
#12 |#6 and (RD=5 4 L L LLERER) 1
413 [#6 and (ﬁ)kﬁﬁ}‘@/TA or Eﬁ%rﬁﬁ%ﬁgm or V& A1;ttg§§ﬁ5ﬁ/TA or AR AL LLEBEAER/TA or EIFARER/TA or FIMRER/TA or FEIHEER/TA or FIVAEIRIER 6
/TA or JELMHERER/TA or EIEMER/TA or SUH LEIFFIF/TA)
#14  [#11 or #12 or #13) not #10 18
#15 |#6 and (JEFIAZEHE/TH or TR T H A 2 /TH) 35
#16 |#6 and (RD=#3 > & L1tk LLEERER, LL BRI ZE) 11
#6 and (JEZHAZE/TA or HZRIRAZTR/TA or ETRATREMERAZE[/TA or MAERIAZE/TA or BHER KRR /TAor /X4 Oy FTOT Y MTAor BRIAE
#17 |/TA or BERERBFZZ/TA or EREZHAZE/TA or HEBTEAZE/TA or B ZHIZE/TA or 1 A A S WEZ/TA or fEHI >t BBEFZE/TA or Rif[E] E#FZE/TA or a7R— FEFZE/TA 5
or 1BEREZE/TA or BTEIRRZT/TA or LLESFRZE/TA or ¥ O R A —/N\—HFZE/TA)
#18 [(#15 or #16 or #17) not (#10 or #14) 20
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EHB CQ27 X@&EFRI7IO—Fv—h

apieo BT F R AR5422020
Xtz 7O0—Fv—hk
PubMed Cochrane EfmiEE  Others( )
200 118 46 0
Total records identified through Additional records identified through
database searching (n= 346 ) other sources (n= 0 )
Records screened (1st Screening) Records excluded
—_—
(n= 346 ) (n= 334 )
B . -CQARIERX
Full-text articles assessed for eligibility Full teﬁtir’?:;esi::dwed
(2nd Screening) (n= 12 ) (nh= 4 )

l

Studies included in qualitative synthesis

(n= 6 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 2 )
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BHHE2: BIRBEHE HIOOFE, DNERE (BBIREE MMEXRSE RELEERE)ZH I HRABEICDMARDDIR S [EREMN ?

WRICAWV-TETRATO7274IL

ReEMT (Certainty assessment) FEROEH (S”mmary of findings)
_ IEFUR

/\47;<0> B %o)mmﬁ csDMARDs& GERS] wﬁﬁiﬁ

RADE)
DAL TNFi vs csDMARDs
2 49/484 38/405 HR 0.97 -3 per 1,000 @000
(1,2] (10.1%) (9.4%) |(0.61t01.56)] (-37t053) FEFIIK
#H EBERFOE.TT7ODE. T+ DFE M unclear risk of bias, T BT 2 b HLEITE HlunclearFE 1=Idhigh risk of bias®DF=8 ., FZl & L 1=
#2 BREMENEL=0., FBHELT-
#3 HRDIS%IEREXFE D LR & TRA. [MEHLRE] LRAESNLHEEHR. 75& [HELGE] LRLGINHZEERI. 20RAEZEATL S,

FeEMSTM  (Certainty assessment) HEROEH (S”mmary of findings)
_ IEFVR
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FRTIA i s R0

EibIMEARUk TCZ vs ETN

[;] ig%f@%mt o7 2 T NI §Z57 e eba A 757 7L

HEM

EHIZIEH)
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HEM

83/1538  |78/1542(5.1%| HR1.05 25per1,000 | @@OO

(5.4%) ) 0.77t0 1.43)] (-11.6t0 21.8) 1K
#H EERFOE.TT7DE. FEULBTIMLAE. FRLE 74+ 0—T v 7 T+ RO unclear risk of biasD =& . Tzl & L 1=

#2 HRD95%EFEXE(CND LRETRAY. [$RAZLILTHELTILRLGINDIHR1.252 5128, FRIELT=

#EEMEANUNMNE, DMEFRT., FEFEMELHIEE, FREMNOERERTLERIN TV

N/A

EEROEH (Summary of findings)
_ IEFVR

A47x® %@@@ﬁ FE%F wﬁiﬁ
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RADE)
EibIEA Rk ABT vs TNFi
1 \ - e ., 1833124 | 156/3124 | HR0.79 | -105per1,000 | ®OOO
ag | v | e fraese] et | AL | o | emy |osiooss] (aonto | i
#H EBERFOE.TT7ODE. T+ HEDFE M unclear risk of bias, F BT 2 b HLEITE HlunclearFE 1=ILhigh risk of bias®DF=& ., FZl & L 1=
#2 HRD95%EFEX E(CND LRETRRAY. [ RALILTHBLREIERGINDIEEHRO.ISZET 6. FZlELT -
#IEEMEARUNE, DHIEE RNOEEES. SBRMTEREEERIN T
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HEM
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N/A : BEXR - EE(FIEZH LA (not applicable), Fffllld [ EEFHRKRFE - 7O FHLEY ALV IRFav | B8R



EER
1. Solomon DH, Rassen JA, Kuriya B, et al. Heart failure risk among patients with rheumatoid 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: 4357-4359
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)



BHA CQ28 XEi#EFER (PubMed)

BHHE3

PEELULEOBHAEEE 4289 2RAEEICDMARDsD IR E (XX EH,

¥%H : 2019 1A25H (%)

No. BRI BREREGR
#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 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 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 igure?timod[TIAB] OR bDMARQ*[TIAB] C.)R.bi.ological disease—modifying.antirheumatic er.Jg.*[TlAB] OR biologic.al DMARD*[TIAB] OR TNF inhibitorx[TIAB] 794
OR 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 inhibitork[TIAB] OR Janus Kinase Inhibitor[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 ANIB (“Cochrane Database Syst Rev”’[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as Topic“[Mesh] OR “systematic 4
review” [TIAB])
#11 #8 AND gl"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 AND (“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 Studi.es"[Mesh] OR “Epidemiologic Research Design"[Mesh.] OR “Comparative Study”[PT] OR “Multicenter Study”[PT] OR 236
((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SB]))
#17 #16 NOT (#12 OR #15) 125
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HEFA CQ28 XEkEZFE I (Cochrane)

BHHE3

PEELEOBHEEEE A2 H 9 ARAEZBICDMARDSD IR S TR ED,

%A : 201951 829H ()

No. EE BREREH
#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-reactive
#02 o 20,354
protein :ti,ab kw
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,abkw OR tacrolimus:ti,ab,kw OR iguratimod:ti,abkw OR bDMARD*:ti,ab,kw OR “biological disease—
modifying antirheumatic drug”:ti,ab,kw 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 OR 24,232
Adalimumab:ti,.ab,kw OR Etanercept:ti,abkw OR golimumab:ti,abkw OR Certolizumab:ti,ab,kw OR tocilizumab:ti,ab,kw
OR abatacept:ti,ab,kw OR “JAK inhibitor”:ti,abkw OR “Janus Kinase Inhibitor”:ti,abkw 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
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BHHE3

PEELULEOBHMEEEE XA T SRAEEIZTDMARDSDIZE TR EH,

®%EH : 201918278 (B)

No. EE EER G
#01  |BAEN Y < FEMEE/TH 27,056
#02 BARE-12M/TH or BHEREFEE/TH 164,188
403 M) o< FHAEBFIA/THor n') V< FEH/HF/TH or EYEMIEF/TH or BB IRFEEF 7L T 7 8 MWE - BBEWE/TH or "Janus 579 931
Kinase Inhibitors"/TH !
BEERY) < F/Tland BHEREFEE /TA and (methotrexate/TAor * b kL 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
455 FE K/TA or EWERIELAEI/TA or EHELHKI/TA or LDMARD/TA or "biological DMARD"/TA or TNFREE#Il/TA or TNFRAZE Z£/TA or TNFafR
#04 = /TA or infliximab/TA or 4 > 7 1) << J/TA or etanercept/TA or & # )L+ 7 /TA or adalimumab/TAor 7 % ') L\ J/TAor 32
golimumab/TA or 3'') Ls< J/TA or "certolizumab pegol"/TA or &)L k1) X< T /TA or tocilizumab/TA or k1) X< J/TA or abatacept/TA or 7
/N4 2 7 K /TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKRRE#I/TA or JAKREZE ZE/TA or baricitinib/TAor /N1 O F =T
/TA or Tofacitinib/TAor b2 7 < F =T /TA)
#05 (#1 and #2 and #3) or #4 263
#06 #5 and (DT=2012:2018) 157
#07  |[#6and (A BT F VI R/THor VRATITA VY LEA—/THorBEHAA K54 2 /TH) 3
#08  |#6and (RD=X* 2 7+ U SR, BEHA K4 ) 0
#09 |#6and (A AT TV R/TAor VATITA VI LEA—/TAor BBEAA K54 2 /TA) 3
#10 #7 or #8 or #9 6
#11  |#6 and 9+ ABRZE/TH 9
#12  |#6 and (RD=2 % LELLEEAER) 0
#13 #6 and (ﬁ)&ﬁﬁ%"ﬁ/EA or Eﬁfi%ﬁ%ﬁ/TA:or 5‘/’51°A1l_:tl:$§‘a5iﬁ§§/TA or SE/E AL LLESEAER/TA or SEIAEERER/TA or FEIFEEAER/TA or ZEINFEEAER/TA or IV 1
SAER/TA or JELHERER/TA or RIFEMIAER/TA or JUH LEIFIF/TA)
#14 (#11 or #12 or #13) not #10 9
#15  |#6 and (EEHRIFE/TH or BEMIME T H A 2 /TH) 19
#16  |#6and (RD=# S > & L1t ELEXEKER, LE 8 R 38) >
#6 and (EFHR/TA or EFHIBZ/TA or RIZATREMERRZE[/TA or MERAR/TAor BHEERERMHAR/TAor /A1 Ay TR Y F/TAoriZ
#17 | AFE/TA or ERERBIZE/TA or BREHAZT/TA or HEETBRZE/TA or £ [A EBHZT/TA or & A [A T B ZE/TA or SEHIXT BB BFZE/TA or Rif[Al EHZT/TA or O 0
R— FHEZE/TA or SBBRAAZR/TA or BREI A ZE/TA or LLERRRZR/TA or U O R A —/\—HF TR /TA)
#18 (#15 or #16 or #17) not (#10 or #14) 10
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PubMed Cochrane EhE  Others( )
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Total records identified through Additional records identified through
database searching (n= 523 ) other sources (n= 0 )
Records screened (1st Screening) Records excluded
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_ : eleps Ei
Full-text articles assessed for eligibility Full text. articles excluded R
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(2nd Screening) (n= 13 ) (n= 8 )

l

Studies included in qualitative synthesis

(h= 5 )

|

Studies included in quantitative synthesis
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ZEHD CQ28 TEFUARTOTFAIL

BHHES: PEELU L DOEHEREEH T HRAREICDMARDD 5 FRE M ?

HRICAWV-IET XTI 7SI
FeEMEREME  (Certainty assess| FEROEH (Summary of findings)
: 3

_ [z ] IEFVR
= HRt OWER:
L aa AT AD Z DD g
HRH { Btk | sEEEE | THE®E GFR<60 | eGFR>60
----- (95% CI) (95% Cl) (GRADE)

eCGFREAL (741 LT eGFRAI)

ADAd)fQ#(:J:UeGFR_<soi¥'c‘l:eGFRl:41.6J_r 0000
1 SR L1 - FYTE PN R 2L 2 " 13.3H543.4+17.9 ml/minute/1.73 m2&ZEAELEL o N/A
) % wAT | N + eGFR > 60BE TheGFRIZ83.6+1754V583.0£168 |
mi/minute/1.73 m&ZE4LAL . I
#H HTDE. FELEHETAA—TvThunclear risk of bias, W EEFDE., F+HEREKDIFAE A high risk of biasD =, FERIELT=
#2 BYUT VB DN, BRI &L
FIHCE S EEREE (&Y LY eGFRR)
eGFR<60% Tld3& A EI1EF TADARRLE, 0000
! ) I I Nl RN T 2L 3139 326 |eGFR>60BTILeGFRIZIE T, MBICHEE N/A
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R DOEH (Summary of findings)

BESRAERPME (Certainty assess IEFVR

EEM
HET Y 77w> B £ 0t > #|oDMARDs B st DFERME
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eGFRZE{EL (TNFRAEZE)
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<Ly FERITAR

#1 TTDE. . FREHITAO—TvT  EEEFOE. T+ EDFE A unclear risk of biasD =8 . FZIELT=
BYUTILER, BARNUMED DN =8 RBRIELT-

BET= (bDMARDs ZEitBEREK)
1 . I T P, 16/18 HR 1.03 26 per 1,000 @000
3] % A R G (88.9%) (04310 2.48) (-506 to 1315) IR IR
#1 BEREAFOE. FT7DE. FRLETHO—T v T hlunclear risk of bias, 1+ 7423 #E D FEE AShigh risk of biasD =&, FEZIELT=
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EER

1. Sumida K, Ubara Y, Suwabe T, Hayami N, Hiramatsu R, Hasegawa E, Yamanouchi M, Hoshino J, Sawa N, Takaichi. Adalimumab treatment in patients with rheumatoid arthritis with renal
insufficiency. Arthritis Care Res (Hoboken) 2013; 65(3): 471-5

2. Kim HW, Lee CK, Cha HS, Choe JY, Park EJ, Kim. Effect of anti-tumor necrosis factor alpha treatment of rheumatoid arthritis and chronic kidney disease. Rheumatol Int 2015; 35(4): 727-34

3. Kuroda T, Tanabe N, Nozawa Y, Sato H, Nakatsue T, Kobayashi D, Wada Y, Saeki T, Nakano M, Narita. Effects of Biologic Agents in Patients with Rheumatoid Arthritis and Amyloidosis Treated
with Hemodialysis. Intern Med 2016; 55(19): 2777-2783



BHA CQ29 XaktRFE I (PubMed)

B HHES

BEIFF X0 A L ARRFERAEE CDMARDD R E TR ED,

BEA : 2019F1A25H (%)

No. BERX BEREH
#01 "Arthritis, Rheumatoid/drug therapy"[Mesh] 29,654
#02 "Hepatitis, Viral, Human"[Mesh] OR "Hepatitis, Chronic"[Mesh] OR "Liver Cirrhosis"[Mesh] OR "Hepatic Insufficiency"[Mesh] 224,299
403 "Antirheumatic Agents/therapeutic use"[Mesh] OR "Gold/therapeutic use"[Mesh] OR "Leflunomide/therapeutic use"[Mesh] OR "Tacrolimus/therapeutic 270,845
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-alpha/antagonists

#04 and inhibitors"[Mesh] OR "golimumab" [Supplementary Concept] OR "tocilizumab" [Supplementary Concept] OR "Janus Kinase Inhibitors"[PA] OR "baricitinib" 246,645
[Supplementary Concept] OR "tofacitinib"[Supplementary Concept]) AND "therapeutic use"[SH]

“rheumatoid arthritis”[TI] AND (liver function*[TIAB] OR hepatic function*[TIAB] OR “liver dysfunction”[TIAB] OR “hepatic dysfunction”[TIAB] OR “hepatic
insufficiency”[TIAB] OR chronic hepatitisk[TIAB] OR hepatitis B¥[TIAB] OR hepatitis C*[TIAB] OR liver cirrhosis*[TIAB]) AND (csDMARD*[TIAB] OR methotrexate[TIAB]

405 QR gold[TIAB] QR bu(.:illamine[.TlAB] OR salazosulf.apyri.dine[TIAB] OR Ieﬂunomide[Tl.AEf] .OR tacrolimus[TIAB;I OR iguratimod[TIAB] OR bDMARD.*['.I'I.AB] OR biological 188
disease—modifying antirheumatic drug*[TIAB] OR biological DMARD*[TIAB] OR TNF inhibitorx[TIAB] OR TNFi[TIAB] OR Tumor Necrosis Factor inhibitorx[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 Inhibitork[TIAB] OR tofacitinib[TIAB] OR baricitinib[TIAB])

#06 (#1 AND #2 AND (#3 OR #4)) OR #5 344

#07 #6 AND 2012:2018[DP] 140

#08  |#7 AND (JAPANESE[LA] OR ENGLISH[LA]) 133

#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 “systematic review”[TIAB]) 4

#11 #8 AND ("Practice”Guideline"[PT] OR “Practice Guidelinss as Topic".I:Me‘sh] OR “Consensus”[Mesh] OR “Consensus Development Conferences as 4
Topic”[Mesh] OR “Consensus Development Conference”[PT] OR guideline*[TI] OR consensus[TI])

#12 #9 OR #10 OR #11 9

#13 #8 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (random*[TIAB] NOT medline[SBI)) 9

#14 #8 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])) 12

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

#16 #8 AND (i'EpidemioIogic Studies”[Mesh] OR “Epidemiologic Res.earch Design”[Mesh] OR “Comparative Study”[PT] OR “Multicenter Study”[PT] OR ((cohort*[TIAB] OR 49
comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SB]))

#17 #16 NOT (#12 OR #15) 40
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BEHA CQ29 XmktEZEK (Cochrane)

EHES BEFF XD A ILRARLERABREIZDMARDDZE XL EH,

B®RFEB : 201918298 ()

No. EEN EER R

#01 "rheumatoid arthritis":ti 7,726
“liver function”:ti,ab,kw OR “epatic function”:ti,abkw OR “liver dysfunction”:ti,abkw OR “hepatic dysfunction”:ti,abkw OR

#02  |“hepatic insufficiency”:ti,abkw OR “chronic hepatitis”:ti,abkw OR “hepatitis B”:ti,abkw OR “hepatitis C”:ti,abkw OR “liver | 22,695
cirrhosis”ti,ab kw
csDMARDx:ti,ab,kw OR methotrexate:ti,abkw 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,abkw OR bDMARD*:ti,ab,kw OR “biological disease-modifying

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

#04 #1 AND #2 AND #3 82

#05  [#4 with Cochrane Library publication date from Jan 2012 to Dec 2018 58

#06 #5 CDSR 1

#07 #5 CCRCT 56
Protocols 0
Editorials 1

Clinical Answers
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BHA CQ29 XEFERR (EdiE)

BHES BEIPFXIAIILRAELRABEICDMARDDEZE TR ED,

®FEH : 2019F1H278(H)
No. RER EER G
#01 |BEER Y < F;EMEIE/TH 27,056
#02  |[BFR- A JLAME-E ~/TH or FFR-181%/TH or FFHEZS/TH or BFERERES/TH 115,147
vo03 YT FEGEEMFB/THor i) 9 FLEHF/TH or £MEHBF/TH or BEIEFERF7IL D 715 E - FAEWE/TH or "Janus Kinase 279 931
Inhibitors"/TH ’
BEET 1 < F/Tland (FFHEBEFEZE/TA or FFHERETR 2 /TA or FFHEEERE /TA or FFIER £ /TA) and (methotrexate/TAor * b kL FH— k/TAor &
HEN/TA or bucillamine/TAor 7 <5 X >/TA or "salazosu | fapyridine"/TA or 45 YV E 1) > /TA or leflunomide/TAor L ZJL/ X K/TAor
tacrolimus/TA or 24 O 1) L. X /TA or iguratimod/TA or 4 45 FE K/TA or £YIEHIELFI/TA or ¥ ELEI/TA or bDMARD/TA or "biological
#04  [DMARD"/TA or TNFREEHI/TA or TNFREZE ZE/TA or TNFafEE/TA or infliximab/TAor 4 > 21) %< < J/TA or etanercept/TAor TX %)Lt T /TA 57
or adalimumab/TA or 7 & ') Ls< J/TA or golimumab/TA or I'') Ls< J/TA or "certolizumab pegol"/TA or £JL k1) X< TJ/TA or tocilizumab/TA or
k< 1) X< J/TA or abatacept/TA or 7 /3%t 7 k/TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKBEZE FI/TA or JAKPHE 22
/TA or baricitinib/TA or 73 1) < F = J /TA or Tofacitinib/TAor b7 7 & F =T /TA)
#05 (#1 and #2 and #3) or #4 344
#06 #5 and (DT=2012:2018) 206
#07 [#6and (A Z T F V) X/THor VATITA VY LEa—/THor BB HA K54 2 /TH) 23
#08 |#6and RD=X 7+ )X ZEANA LS4 ) 0
#09 [#6and (A F T F V) R/TAor VATITA VI LEaA—/TAor BEHA K54 2 /TA) 3
#10 #7 or #8 or #9 25
#11  |#6and ST ABFZR/TH 12
#12  [#6 and (RD=524 Lt LLEEKER) 0
#13 #6 and (ﬁ)\ﬁﬁﬁzTA or Eﬁﬁgi‘:%ﬁ/'l':A or 5>§é1tt§$§r§iﬁ5§/TA or EEAILLLEERER/TA or FEIHEEKER/TA or SEIHEEER/TA or FEINHEEER/TA or FIVAEE 0
E&/TA or JELMEER/TA or RIFEMHER/TA or U4 LEIFIH/TA)
#14 (#11 or #12 or #13) not #10 11
#15  |#6 and (JEFIEEFIE/TH or ERERIMAE T H A 2 /TH) 28
#16  [#6 and (RD=#S > & L LB ER LLEIRRTR) 14
#6 and (FEFEHTR/TA or IEERIFIZT/TA or RIRATREMERAZE[/TA or WA RBAR/TA or BHER X B E/TAor /A4 By FTAT Y M/TAor 2R
#17  [FAE/TA or ERERERZT/TA or BREZHRZE/TA or HEBTRRZT/TA or &R EBFZ/TA or &R A A T HAZE/TA or FEIXT HEEAZE/TA or BT E#AZE/TA or O 7R— 5
b EFZE/TA or IBERBFZE/TA or BREIFRZE/TA or ELERBRZE/TA or 7 O R A —/N—FFZE/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 20
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l

Total records identified through

Additional records identified through

database searching (n= 165 ) other sources (n =
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l l

Records screened (1st Screening)

(h= 165 )

l

Records excluded

(n= 121 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 44 )

l

Full-text articles excluded
with reasons

(n= 31 )

Studies included in qualitative synthesis

(n= 13 )
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Studies included in quantitative synthesis

(meta-analysis) (n= 0 )
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EHA CQ30 XakirZFE X (PubMed)

BHHE S

CEFXDAIILRERLERAEEICDMARDD RS (FRED,

®%EA : 20191A25H(£)

No. BER BREREH
#01 "Arthritis, Rheumatoid/drug therapy"[Mesh] 29,654
#02 "Hepatitis, Viral, Human"[Mesh] OR "Hepatitis, Chronic"[Mesh] OR "Liver Cirrhosis"[Mesh] OR "Hepatic Insufficiency"[Mesh] 224,299
"Antirheumatic Agents/therapeutic use"[Mesh] OR "Gold/therapeutic use"[Mesh] OR "Leflunomide/therapeutic use"[Mesh] OR
#03 "Tacrolimus/therapeutic use"[Mesh] OR "Biological Products/therapeutic use"[Mesh] OR "Janus Kinase Inhibitors/therapeutic 270,845
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] 246,645
OR "Janus Kinase Inhibitors"[PA] OR "baricitinib" [Supplementary Concept] OR "tofacitinib"[Supplementary Concept]) AND "therapeutic ’
use"[SH]
“rheumatoid arthritis”[TI] AND (liver function*[TIAB] OR hepatic function*[TIAB] OR “liver dysfunction”[TIAB] OR “hepatic dysfunction”[TIAB]
OR “hepatic insufficiency“[TIAB] OR chronic hepatitisx[TIAB] OR hepatitis Bx[TIAB] OR hepatitis C*[TIAB] OR liver cirrhosis*[TIAB]) AND
(csDMARD*[TIAB] OR methotrexate[TIAB] OR gold[TIAB] OR bucillamine[TIAB] OR salazosulfapyridine[TIAB] OR leflunomide[TIAB] OR
#05 tacrolimus[TIAB] OR iguratimod[TIAB] OR bDMARD*[TIAB] OR biological disease—-modifying antirheumatic drug*[TIAB] OR biological 188
DMARD*[TIAB] OR TNF inhibitor*[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
inhibitorx[TIAB] OR Janus Kinase Inhibitor*[TIAB] OR tofacitinib[ TIAB] OR baricitinib[ TIAB])
#06 (#1 AND #2 AND (#3 OR #4)) OR #5 344
#07 #6 AND 2012:2018[DP] 140
#08 #7 AND (JAPANESE[LA] OR ENGLISH[LA]) 133
#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 4
“systematic review” [TIAB])
#11 #8 AND (“Practice Guideline”[PT] OR “Practice Guidelines as Topic”[Mesh] OR “Consensus”[Mesh] OR “Consensus Development 4
Conferences as Topic ' [Mesh] OR “Consensus Development Conference”[PT] OR guidelinex[TI] OR consensus[TI])
#12 #9 OR #10 OR #11 9
#13 #8 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (random*[TIAB] NOT medline[SB])) 9
#8 AND (“Clinical Trial”[PT] OR “Clinical Trials as Topic“[Mesh] OR ((clinical trialx[TIAB] OR case control*[TIAB] OR case comparison*[TIAB])
#14 . 12
NOT medline[SBI))
#15 (#13 OR #14) NOT #12 15
#16 #8 AND (“Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[Mesh] OR “Comparative Study”[PT] OR “Multicenter Study”[PT] 49
OR ((cohort*¥[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SB]))
#17 #16 NOT (#12 OR #15) 40
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EHA CQ30 XmktEZE (Cochrane)

EBHES CEFXYAILARRERAEZIZDMARDD R S IXREH,

%A : 201951 829H ()

No. EENN EEN G
#01 "rheumatoid arthritis":ti 7,726
“liver function”:ti,abkw OR “epatic function”:ti,ab,kw OR “liver dysfunction”:ti,abkw OR “hepatic
#02 dysfunction”:ti,abkw OR “hepatic insufficiency”:ti,ab,kw OR “chronic hepatitis”:ti,abkw OR “hepatitis B”:ti,ab,kw 22,695
OR “hepatitis C”:ti,ab,kw OR “liver cirrhosis”:ti,ab,kw
csDMARD*:ti,ab,kw OR methotrexate:ti,ab,kw OR gold:ti,ab,kw OR bucillamine:ti,abkw OR
salazosulfapyridine:ti,ab,kw 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,abkw 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,abkw 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 82
#05 #4 with Cochrane Library publication date from Jan 2012 to Dec 2018 58
#06 #5 CDSR 1
#07 #5 CCRCT 56
Protocols 0
Editorials 1
Clinical Answers 0
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BHFA CQ30 XHRENX (EdEE

BHES CEIFXDAILRABERAEEZEIZIDMARDD RS (XL EH,

B®FEB : 201918278 (H)
No. BRER BREHH
#01 [B8ERY) o< F,EMEE/TH 27,056
#02  |BF#R-7 A4 JLRME-E b/TH or FFK-181%/TH or FFAEZE/TH or FFHERERES/TH 115,147
soz |V Y 7R FRLABEFIR/TH or i) 9 F RBF/TH or EWFHIBAN/TH or BEHERTF 7L T 7 5 AME - MEWE/TH or "Janus Kinase |
Inhibitors"/TH ’
BEET 1 < F/Tland (FFHEBEFEE/TA or FFHERER 2 /TA or FFHEEERE /TA or FFiE/R £ /TA) and (methotrexate/TAor * b kL FH— K /TAor &
HIEN/TA or bucillamine/TAor 7 <5 X >/TA or "salazosu | fapyridine"/TA or 45 YV E 1) > /TA or leflunomide/TAor L ZJL/ X K/TAor
tacrolimus/TAor 24 O 1) L. X /TA or iguratimod/TA or 4 45 FE K/TA or £¥FHIELFI/TA or ¥ ELFEI/TA or bDMARD/TA or "biological
#04 |DMARD"/TA or TNFREZE#I/TA or TNFREEZE/TA or TNFafEZE/TA or infliximab/TAor 4 > 21) << J/TA or etanercept/TAor TX %)L+t T ~/TA 57
or adalimumab/TA or 7 & ') Ls< J/TA or golimumab/TA or I'') Ls< J/TA or "certolizumab pegol"/TA or £JL k1) X< TJ/TA or tocilizumab/TA or
k< 1) X< J/TA or abatacept/TA or 7 /3%t 7 k/TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKRBEZE FI/TA or JAKRHE 22
/TA or baricitinib/TA or /\1) & F = J/TA or Tofacitinib/TAor k7 7 F =T /TA)
#05 (#1 and #2 and #3) or #4 344
#06 #5 and (DT=2012:2018) 206
#07 |#6and (AR T F VI R/THor VATITA VI LEa—/THorBEHA K54 2 /TH) 23
#08 [#6and (RD=X 2 T7F+ ) LR ZEHA LS4 ) 0
#09 |#6and (A Z T F VU R/TAor VATITA VI LEa—/TAor 8B AA K54 2 /TA) 3
#10 #7 or #8 or #9 25
#11  [#6 and ST ABFZR/TH 12
#12  [#6 and (RD=5 4 Lk LLEEAER) 0
#13 #6 and (ﬁ)\ﬁﬁﬁzTA or Eﬁﬁgi‘:%ﬁ/'l':A or 5>§é1tt§$§r§iﬁ5§/TA or EEAILLLEERER/TA or FEIHEEKER/TA or SEIHEEER/TA or SEINHEEER/TA or FIVAEE 0
E&/TA or JELMEER/TA or RIFEMHER/TA or U4 LEIFIH/TA)
#14 (#11 or #12 or #13) not #10 11
#15  [#6 and (FEFIAZREHE/TH or BEHAE T H A 2 /TH) 28
#16  |#6 and (RD=#S > 4 L1b LLEGEKER, LB ZE) 14
#6 and (FEFEHTR/TA or IEERIFIZT/TA or RIRATREMERRZE[/TA or WA RBAZR/TA or ZHER X B E/TAor /A4 Ay FTAD Y M/TAor 2R
#17  |FAE/TA or BRERBAZT/TA or BRERHAZT/TA or HEETEAZT/TA or &R EHFZE/TA or & A A T HRZE/TA or FEFIXT EBHAZE/TA or HIIE E#AZE/TA or O 7R— 5
b EFZE/TA or IBERBFZE/TA or BREIFRZE/TA or ELERBRZE/TA or 7 O R A —/N\—FFZE/TA)
#18  |(#15 or #16 or #17) not (#10 or #14) 20
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Py BB IR FEEAAFS542,2020
XEERR7O0—Fvy—hk
PubMed Cochrane EhiE  Others( )
64 57 56 0
v
Total records identified through Additional records identified through
database searching (n= 165 ) other sources (n= 0 )

l |

Records screened (1st Screening)
—_—
(n= 165 )
Full-text articles assessed for eligibility
—_
(2nd Screening) (n= 44 )

|

Studies included in qualitative synthesis

(n= 4 )

|

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )

Records excluded

(n= 121 )

Full-text articles excluded
with reasons

(n= 40 )
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BHEC CQ30 NAFTADYRY

[4-6 FLAG—F BlIEHFE]
PRHAFS1Y EBHES
HE|CRAFRYAILRELERARE
4 A |DMARDs
P[]
TIMhLA |
BERIBFE INATRYRT*
e T T
A AR ERERE ST UROAB(TOMALE) | BT I
TR PR (PR |52
iz na
— &8 * X8 | 8 A ST A -
e SR S N P TS VAR |~ = A A r e Fol Bo B9 (00 (B3| Ba o0 (S| MR \TA IR g B HE
A nE u] S |SE |EH |SE (B X
D = g |F g |F e |
7
Iannone 2014 |RCT ETA vs MTX [ALT (54:@ R =) -1 - 9 13 41 71 47| 10
lannone 2014 |RCT ETAMMTX A 1 saams i) | -1 -1 9 7 a1l 7| s8| 7
vs MTX o
lannone 2014 |RCT ETA vs MTX %;))LXE G484l 9 13 53| 07| 55| 06
ETA+MTX [D/ILRE G4B| | _
lannone 2014 [RCT e MTX B ) 1 -1 9 7 53| 07| 58/ 02
ALT>100E=1%
Burton 2017 |2 M 1 YAILRE - 407 20| 4.91
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