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EHA RA CQ41 X akiEFER (PubMed)

EHHES BEIFFRDA L AEERAEEICDMARDD R S ITR £,

% RB : 2009F1825H(%)
No. XN 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-
#04 alpha/antagonists and inhibitors"[Mesh] OR "golimumab" [Supplementary Concept] OR "tocilizumab" [Supplementary Concept] OR "Janus Kinase Inhibitors"[PA] | 246,645
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 hepatitis¥[TIAB] OR hepatitis B¥[TIAB] OR hepatitis C*[TIAB] OR liver cirrhosis*[TIAB]) AND (csDMARD*[TIAB] OR
405 methotrexate[ TIAB] OR gol.d[TlA.B] OR bucil.lar‘nine[Tl.AB] OR ‘salazosuIfapyridine['I"IAB]. OR leflunomide[TIAB] OR talcrc?lir.nus[TIAB] OR igura’Fimod[TIAB] OR ‘ 188
bDMARD*[TIAB] OR biological disease—modifying antirheumatic drug*[TIAB] OR biological DMARD*[TIAB] OR TNF inhibitor[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 inhibitork[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 “systematic review”[TIABI) 4
#11 #8 AND (“Practice ”Guideline"[PT] OR “Practice Guidelin’e,s as Topic”[Mesh] 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[SB])) 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 (f'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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EHA RACQ41 XEktEFEI (Cochrane)

EES BEIFRDA IILARKLRABREIZDMARDD IR E XL EH,

®FEHB : 2019418298 (X)

No. EESEN X

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

#02 |"hepatic insufficiency”:ti,abkw OR “chronic hepatitis”:ti,ab,kw OR “hepatitis B”:ti,ab,kw OR “hepatitis C”:ti,ab,kw OR “liver | 22,695
cirrhosis”:ti,ab kw
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,.abkw OR “biological DMARD”:ti,ab,kw OR “TNF inhibitor”:ti,abkw OR TNFi:ti,abkw OR “Tumor 24232
Necrosis Factor inhibitor”:ti,ab,kw 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,abkw OR tocilizumab:ti,ab,kw OR abatacept:ti,ab,kw 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 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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BEHA RACQ41 XEEFER(EGE)

BHES BEIPF XK YA I AKERABREIZDMARDDZE B TR EH,

BZ%EHE : 2019418278 (8)

No. EE EERaw
#01 |BEETY) U< F;EYEIE/TH 27,056
#02  |FFR-VA LR ME-E F/TH or FFR-181%/TH or FFREZ/TH or FFHREREREE/TH 115,147
403 YUY FRABEMBFAIR/THor i) < FERFI/TH or £EWEMRFI/TH or BBIEFERF7IL D 7 W& - BBEYWE/TH or Janus 979 931
Kinase Inhibitors"/TH ’
BEET 1) < F/Tland (FFHEEEFRES/TA or FFBEBETR £ /TA or FF#EEERE E/TA or BT £ /TA) and (methotrexate/TAor * b b L FH— k/TAor
£ HEI/TA or bucillamine/TA or 725 X >/TA or "salazosu | fapyridine"/TA or 45 Y E'1) > /TA or leflunomide/TAor L Z7JL/ 3 K/TAor
tacrolimus/TAor 2 4 O ') L. X /TA or iguratimod/TA or 4 &' 5 FE K/TA or £ EIREN/TA or ¥ ELFI/TA or bDMARD/TA or "biological
#04 |DMARD"/TA or TNFREZEHI/TA or TNFREE ZE/TA or TNFaBEZE/TA or infliximab/TA or 4 > 7 1) << J/TA or etanercept/TAor T2 )Lt T + 57
JTA or adalimumab/TA or 7 & ') Ls< J/TA or golimumab/TA or 3') s~ J/TA or "certolizumab pegol"/TAor JL k1) X< T /TAor
tocilizumab/TA or k1) X< J/TA or abatacept/TA or 7 /N2 2 7 I /TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKRE
EHI/TA or JAKBEE ZE/TA or baricitinib/TA or 731) < F = J/TA or Tofacitinib/TAor k7 7 & F = J/TA)
#05 (#1 and #2 and #3) or #4 344
#06 #5 and (DT=2012:2018) 206
#07 |#6and (AR T FT U R/THor VATITA VY LEa—/THor BEHA K54 2 /TH) 23
#08 [#6and RD=A A T7F VX BEHNA K34 ) 0
#09 |#6and (AR T T U R/TAor VATITA VI LEa—/TAor BEHA K54 2 /TA) 3
#10 [#7 or#8 or #9 25
#11  [#6 and I+ ABRZE/TH 12
#12  [#6 and (RD=5 4 LALLLERERER) 0
413 [#6and (ﬁ)\ﬁﬁ%’%/‘rﬁ or Eﬁlﬁiﬁﬁﬁ/TA:or S A1I_:J:I:$§EK§§/TA or FAE AL LLBIEAER/TA or SEIMREAER/TA or FBEIFHEAER/TA or SEIAREAER/TA or ZIVAR 0
FHER/TA or JELHERER/TA or RIZEMEER/TA or TUH LEIFTIF/TA)
#14 (#11 or #12 or #13) not #10 11
#15  [#6 and (JEETAREE/TH or IEFHRAE T H A > /TH) 28
#16  |#6 and (RD=#3 > ¥ LIL LB ER L BRI ZR) 14
#6 and (JE2BAZR/TA or IEFEHIBRZE/TA or R ATREMERAZE[/TA or MAERAR/TA or BHERERIAE/TAor /S4By b TAT Y F/TAor iZ
#17 | ARFRAE/TA or ERERFAZT/TA or BIRBRTT/TA or #E TR ZE/TA or 2R EFHZE/TA or & A [ T HAZT/TA or FEI X FR R Z5/TA or BiTA EBFZE/TA or O 5
R— NERZR/TA or B ERRRZE/TA or BREIRAZE/TA or LLERBRZE/TA or 7 O R A —/\—HZE/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 20
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PubMed Cochrane EdiE  Others(
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EF¥A RA CQ42 XakiEZFE R (PubMed)

BHHES

CERIFF %A )L R EERABEICDMARDD IR EIEZEDN,

#®%H : 201918250 (%)

No. EESN X
#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 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
404 Factor-alpha/antagonists and inhibitors"[Mesh] OR "golimumab" [Supplementary Concept] OR "tocilizumab" [Supplementary Concept] OR 946,645
"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 B¥[TIAB] OR hepatitis Cx[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 DMARD*[TIAB] 188
OR TNF inhibitork[TIAB] 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
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 ENGLISHI[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 trial*[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] OR 49
((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SB]))
#17  [#16 NOT (#12 OR #15) 20
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BHA RA CQ42 Xak#&FE I (Cochrane)

BHAES CRFFRIAILARBRERAERZIZDMARDD RS ITREH,

BMFEH : 201918298 (X)

No. BRER EEXaE
#01 "rheumatoid arthritis":ti 7,726
“liver function”:ti,ab,kw OR “epatic function”:ti,abkw 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,abkw | 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,abkw OR leflunomide:ti,ab,kw OR tacrolimus:ti,ab,kw OR iguratimod:ti,ab,kw OR
bDMARD*:ti,abkw OR “biological disease-modifying antirheumatic drug”:ti,ab,kw OR “biological DMARD“:ti,ab,kw
#03 OR “TNF inhibitor”:ti,ab,kw OR TNFi:ti,abkw OR “Tumor Necrosis Factor inhibitor”:ti,abkw OR “NF 24,232
biologic”:ti,ab,kw OR Infliximab:ti,ab,kw OR Adalimumab:ti,ab,kw OR Etanercept:ti,ab,kw OR golimumab:ti,ab,kw OR
Certolizumab:ti,ab,kw OR tocilizumab:ti,ab,kw OR abatacept:ti,abkw OR “JAK inhibitor”:ti,abkw OR “Janus Kinase
Inhibitor”:ti,ab,kw OR tofacitinib:ti,ab,kw OR baricitinib:ti,ab,kw
#04 #1 AND #2 AND #3 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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BEHA RACQ42 XuimZFER(EFE)

SHAED CHRIFRYAILRAEERAEEZEICTDMARDD RS (XL ED,

®Z%ZB : 2019%F18278(8)

No. BRER CENE
#01  |BER Y V< F,EYEE/TH 27,056
#02  [FFE-JAILRME-E b/THor FFX-1E1/TH or FFREZ/TH or FFEREREE/TH 115,147
403 *J-'LL I) @73=§IJ,}’S§§E4J$I]FH/TH or *JJ'_L IJ rj?ﬂ'—ﬁ@ﬁl]/TH or E#%?E’*]@ﬁ“/TH or Hi%iﬁﬁ%_}?)bj 7,*g*ﬁ¢%g - Bﬂ%%E/TH or "Janus 279931
Kinase Inhibitors"/TH !
BEET 1) < F/Tland (FFHEEEFES /TA or FFHEBER £ /TA or FF#EEEE B /TA or AT 8 /TA) and (methotrexate/TAor * b kL& H— k/TAor
£ HHI/TA or bucillamine/TA or 7 <5 X >/TA or "salazosu | fapyridine"/TA or 45 Y E'1) > /TA or leflunomide/TAor L Z7JL/ = K/TAor
tacrolimus/TAor 2 2 O 1) Ls X /TA or iguratimod/TA or 4 &' 5 FE F/TA or £ RIRLFI/TA or EYELEI/TA or bDMARD/TA or "biological
#04 |DMARD"/TA or TNFREEHI/TA or TNFREZE ZE/TA or TNFafEZE/TA or infliximab/TAor 4 > 2 1) << J/TA or etanercept/TAor T2 %)Lt T + 57
/TA or adalimumab/TA or 7 & ') s~ J/TA or golimumab/TA or I'') Ls< J/TA or "certolizumab pegol"/TAor )L k1) X< T /TAor
tocilizumab/TA or k1) X< 7 /TA or abatacept/TA or 7 /34t 7 k/TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKFE
EH/TA or JAKBEE ZE/TA or baricitinib/TA or /1) < F = J/TA or Tofacitinib/TAor k7 7 L F =T /TA)
#05 (#1 and #2 and #3) or #4 344
#06 #5 and (DT=2012:2018) 206
#07 |#6and (AR T F YV RA/THor VATIT A Vv LEaA—/THor 8B HA K54 2 /TH) 23
#08 |#6and (RD=X A TF7FT VI R BEAA K1) 0
#09 |#6and (AR T TV R/TAor VRATFITA VY LEaLA—/TAorBEHA K54 2 /TA) 3
#10  |#7 or #8 or #9 25
#11  [#6 and M ABFZF/TH 12
#12  [#6 and (RD=51 4% L{LLLEHER) 0
413 [f6and (ﬁ)\ﬁﬁg‘{./'l;A or Eﬁﬁigit%ﬁ/TAfr 5>§A1|_f.tt§¥§iﬁ§§/TA or FEEAILLLEGEAER/TA or SEIHEEAER/TA or FEIARERER/TA or FENHEEAER/TA or IV
SAER/TA or JELTHERER/TA or R MHIAER/TA or U4 LEIFIF/TA)
#14 (#11 or #12 or #13) not #10 11
#15 |#6 and (JEERAEIEME/TH or BFEMMRE T Y A 2 /TH) 28
#16  |#6 and (RD=#5 > & Lk LLEERER, LL B A R) 14
#6 and (JEZ2HFZ/TA or IEFHIBRZE/TA or R ATREMERAZE/TA or MAERIAR/TA or BHERERIBAE/TAor /S4By b TAD Y M/TAor 12
#17 | ARFE/TA or BRIRBFZTR/TA or BRERHRZR/TA or HEMTEAZT/TA or £ M EHAZT/TA or 1 A A EHFZE/TA or FEHIxT EBHAZT/TA or BIIM E#EZE/TA or O 5
R— MEFZR/TA or JBERERZE/TA or BTEBRFZE/TA or LEEERZE/TA or & O A A —/\—FFZE/TA)
#18  [(#15 or #16 or #17) not (#10 or #14) 20
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v
Total records identified through Additional records identified through
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l l

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

l

Studies included in qualitative synthesis

Studies included in quantitative synthesis

(meta-analysis) (n= 0 )

Records excluded

(n= 121 )

Full-text articles excluded
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1. Tannone F, La Montagna G, Bagnato G, Gremese E, Giardina A, Lapadula G. Safety of etanercept and methotrexate in patients with rheumatoid arthritis and hepatitis C virus infection: a multicenter randomized
clinical trial. Journal of rheumatology 2014; 41(2): 286-292

2. Chen YM, Chen HH, Chen YH, Hsieh TY, Hsiech CW, Hung WT, Lan JL, Chen A comparison of safety profiles of tumour necrosis factor alpha inhibitors and rituximab therapy in patients with rheumatoid arthritis
and chronic hepatitis C. Ann Rheum Dis 2015; 74(3): 626-7

3. Burton MJ, Curtis JR, Yang S, Chen L, Singh JA, Mikuls TR, Winthrop KL, Baddley Safety of Biologic and Nonbiologic Disease-modifying Antirheumatic Drug Therapy in Veterans with Rheumatoid Arthritis and
Hepatitis C Virus Infection. J Rheumatol 2017; 44(5): 565-570

4. Tang KT, Chen YH, Lin CH, Chen Methotrexate is not associated with increased liver cirrhosis in a population-based cohort of rheumatoid arthritis patients with chronic hepatitis C. Sci Rep 2016; 6: 33104



EHA RA CQ43 XuktEFEZ (PubMed)

& BHE6

HTLV-1[5 4 RAEZE [CDMARDsD X 5 (XL EH,

¥Z%EA : 201949830H

No. BN LS
#o1 "arthritis, rheumatoid"[Mesh] 113,110
#02 "deltaretrovirus"[MeSH] 10,631
#03 #1 AND #2 156




EHA RACQ43 XktRFE (Cochrane)

& BHE6

HTLV-1[5 4 RAEZE [CDMARDsD IR 5 (XL EH,

¥%EA : 201949830H

No. BN RERGH
#01 "rheumatoid arthritis" [Mesh] 15,016
#02 Deltaretrovirus 6
#03 human T-cell leukemia 412
#04 human T-cell lymphoma 611

28

#05

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




EH¥A RACQ43 XHBRFER (EdE

BHHE6 HTLV-1[54RAEZE [CDMARDsD R 5 IR EH,

¥%EA : 201949A30H

No. BmERA EEA LR

#01 |BETY) < F/THor BEAETY D < F/AL 102,650
#02 |E FTY 2 /NERETE A )L R1EY/TH or htlv-1/AL 8,679
#03 | #1land #2 284
#04 | (#3) and (PT=HEHIERE - BHIBR < CK=E b) 140
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B HEE6 : HTLV-1[51ERAEFHICDMARDDIZ E IR EH ?

HECANVCIET Y ATOI71)
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_ IEFYAD
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1. Suzuki T, Fukui S, Umekita K, Miyamoto J, Umeda M, Nishino A, Okada A, Koga T, Kawashiri SY, Iwamoto N, Ichinose K, Tamai M, Fujikawa K, Aramaki T, Mizokami A, Matsuoka N, Ueki Y, Eguchi K,

Sato S, Hidaka T, Origuchi T, Okayama A, Kawakami A, Nakamura H. Attenuated Effectiveness of Tumor Necrosis Factor Inhibitors for Anti-Human T Lymphotropic Virus Type I Antibody-Positive Rheumatoid
Arthritis. Arthritis Rheumatol. 2018 Jul;70(7):1014-1021.

2. Umekita K, Hidaka T, Miyauchi S, Ueno S, Kubo K, Takajo I, Hashiba Y, Kai Y, Nagatomo Y, Okayama A. Treatment with anti—tumor necrosis factor biologic agents in human T lymphotropic virus type I-
positive patients with rheumatoid arthritis. Arthritis Care Res (Hoboken). 2014 May;66(5):788-92.



EF¥A RA CQ44 XakiEZFE R (PubMed)

BHE7: BEEEDESHELIBREDHHRAEEICDMARDD R S [EREMN ?

%A : 2019518250 (%)
No. EESN EERe
#01 "Arthritis, Rheumatoid/drug therapy"[Mesh] 29,654
#02 "Neoplasms"[Mesh] OR "Lymphoproliferative Disorders"[Mesh] 3,185,111
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
#04 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 (malignancy[TIAB] OR cancer[TIAB] OR lymphoma[TIAB] OR lymphoproliferative disorderx[TIAB] OR carcinoma[TIAB]
OR melanoma[TIAB] OR sarcoma[TIAB] OR tumor[TIAB]) AND (csDMARD*[TIAB] OR methotrexate[TIAB] OR gold[TIAB] OR bucillamine[TIAB] OR
405 saIgzosulfap}/ridine[TIAB] OR Ief!unomide[TlAB] OR tacrolimus[TIAB]‘ QR iguratimod[TlAB].OR bDMARD*[TIAB] OR ‘biological .dis.eajlse—modifying 262
antirheumatic drug*[TIAB] OR biological DMARD*[TIAB] OR TNF inhibitor*[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]) NOT medline[SB]
#06 (#1 AND #2 AND (#3 OR #4)) OR #5 1,176
#07 #6 AND 2012:2018[DP] 540
#08 #7 AND (JAPANESE[LA] OR ENGLISHI[LA]) 517
#09  |#8 AND ("Meta—Analysis”[PT] OR “Meta—Analysis as Topic [Mesh] OR “meta—analysis”[TIAB]) 19
#10 #8 AND ("Cochrane Database Syst Rev”’[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as Topic“[Mesh] OR “systematic 17
review” [TIAB])
811 #8 AND (“Practice (.3u,i,deline"[PT:| 9R “Practice Guidelines as Topic"[Me,;::h] OR "Coqser)sus"[Mesh] OR “Consensus Development 5
Conferences as Topic“'[Mesh] OR “Consensus Development Conference”[PT] OR guidelinex[TI] OR consensus[TI])
#12 #9 OR #10 OR #11 29
#13 #8 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”’[Mesh] OR (random*[TIAB] NOT medline[SB])) 43
#14 #8 A!\ID (“Clinical Trial”[PT] OR “Clinical Trials as Topic”[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB]) NOT 45
medline[SB1))
#15 (#13 OR #14) NOT #12 51
#16 #8 AND (“Epidemiologic Studi.es"[Mesh] OR “Epidemiologic Research Design"[Mesh.] OR “Comparative Study”[PT] OR “Multicenter Study”[PT] OR 115
((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SB]))
#17 #16 NOT (#12 OR #15) 100
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&RA RA CQ44 XiEtt&EZxT (Cochrane)

BHE7 ERESEDEHEIIBEEDHDIRAEEZICDMARDDIRE(FREMN ?

®FEB : 20198F1829H(X)
No. BRERER EER R
#01 "rheumatoid arthritis":ti 7,726
malignancy:ti OR cancerk:ti OR lymphoma:ti OR “lymphoproliferative disorder”:ti OR carcinoma*:ti OR melanoma*:ti OR sarcoma*:ti OR
#02 tumoti 99,609
csDMARD*:ti,ab,kw 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,abkw OR bDMARD*:ti,ab,kw 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 OR “Tumor Necrosis Factor 24232
inhibitor”:ti,ab,kw OR “NF biologic”ti,ab,kw OR Infliximab:ti,ab,kw OR Adalimumab:ti,ab,kw OR Etanercept:ti,abkw OR golimumab:ti,ab,kw ’
OR Certolizumab:ti,abkw OR tocilizumab:ti,ab,kw OR abatacept:ti,abkw 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 #3 176
#05 #4 with Cochrane Library publication date from Jan 2012 to Dec 2018 114
#06 #5 CDSR 1
#07 #5 CCRCT 113
Protocols 0
Editorials 0
Clinical Answers 0
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BEHA RACQ44 XuimZFER(EGE)

BHHE7 - EHEEDESHEIIBRFEDHSRAEEICDMARDDIRE (XL EN ?

®Z%FHB : 2019%F18278(8)

No. BRER CEN
#01  |BAERY) < FEWEE/TH 27,056
#02  |fEHB/TH 2,009,541
R FEGERAFIA/THor 1) U FERE/TH or £EMZERIEH/TH or BEIRERF7IL D 7 #EHE - BBE
#03 . . 279,931
¥)'& /TH or "Janus Kinase Inhibitors"/TH
BEER Y < F/Tland EMEFES/TA and (methotrexate/TAor * b kL 34— ~/TA or £HHEI/TA or bucillamine/TAor 7 &
< = 2/TA or "salazosu | fapyridine"/TA or 45 Y E 1) > /TA or leflunomide/TAor L 7))L/ = F/TA or tacrolimus/TA or %
42 01) L\R/TA origuratimod/TA or € 5 5 FE K/TA or E¥EHIELEI/TA or A ¥IELEI/TA or bDMARD/TA or "biological
404 DMARD"/TA or TNFREE #II/TA or TNFREZE ZE/TA or TNFafEZE/TA or infliximab/TA or 4 > 7 1) & << J/TA or etanercept/TA 50
or T4 )Lt 7 k/TA or adalimumab/TAor 7 & ') Ls< J/TA or golimumab/TA or 3'') Ls< J/TA or "certolizumab
pegol"/TAor £JL k1) X< T /TA or tocilizumab/TA or k1) X< TJ/TA or abatacept/TAor 7 /N2t 7 /TA or "Janus
Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKBEZE &I/TA or JAKBEE ZE/TA or baricitinib/TAor /N1 L F = J/TA
or Tofacitinib/TAor b 7 7 & F = J/TA)
#05 (#1 and #2 and #3) or #4 1,070
#06 #5 and (DT=2012:2018) 660
#07 (#6and (A B F7F ) R/THor VRATFIT A4 VY LEA—/THor 8EHA A K54 2 /TH) 13
#08 |#6and (RD=X AT F R BEHA K54 ) 0
#09 [#6and (AR T F V)V R/TAor VATITA VY LEa—/TAor B4 K54 2 /TA) 2
#10 #7 or #8 or #9 13
#11  [#6 and 9T ABFZE/TH 33
#12  |#6 and (RD=5 4 LML LLERER) 0
#13 #6 agcj (M ABFE/TA or Eﬁﬁigit%ﬁ/TA or ??@AmttﬁgﬁﬁﬁzTA or %1’5&%1|§§t§g§iﬁ5ﬁ/TA or EIAERER/TA or SHIFEHER/TA or 5 14
II4HEKER/TA or SEIVAHEAER/TA or JELHEKER/TA or RIZEMERER/TA or SUH LE{FIF/TA)
#14 (#11 or #12 or #13) not #10 33
#15  |#6 and (JEPWEIZR4F1E/TH or JERRORRZE TH A4 2 /TH) 61
#16  |#6 and (RD=# 75 U & L1k LLEGEAER, LLES IR ZR) 14
#6 and (EZHHZ/TA or ZFEHIBATE/TA or R AT REMERATT/TA or MAERBAER/TA or ZHEERHRAZT /TAor /X4 By kT
a7 | DY M/TAor $ZARFE/TA or BRERIAZE/TA or EREXHAZT/TA or HEBRBAZR/TA or 2RI EHZT/TAor R AR EWZE/TA or ;
IiE 51| BB BF 22 /TA or Ril[R E8FZE/TA or 2 7K— MERZE/TA or JBERAFZE/TA or BREI B ZE/TA or LLESHRZES/TAor ¥ O R F—
N—BFR/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 29
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Records excluded
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Full-text articles assessed for eligibility

(2nd Screening) (n= 64 )

Full-text articles excluded
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(n= 56 )

Studies included in qualitative synthesis
(n= 8 )
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Kapetanovic 2007 f',{'"_'“ﬁ* ,\TA"}'Q"MTX VS |Seroprotection 35| 946 50 42| 84 RR | 0.89 %;_ %ifj;é:
Kapetanovic 2007 ;{k_HEH TNFi vs MTX Seroprotection 35| 946 62| 54| 87.1 RR | 0.92 ?gl_ %Eg?j;g;é:

057- |EFIIHS5 I

a7R—bHF| TNFi vs
Kubota 2007 % 310 |DUF U

csDMARDs Seroresponse

Pandemic A/H1IN1

J7R—MHF| TNFi vs 0.75- |EFIFEHIC
oo

Leonardo 2012 csDMARDs Seroprotection 26| 63.4| 41 27| 65.9 RR 1.04 143 |ooF
27R—MBE|TNFi vs 0.78- |EHIIx 5
Leonardo 2012 % csDMARDs Seroresponse 25| 61.9| 41| 27| 659 RR 1.08 150 |DoF s

L JR— ot . 0.02- |FEXIIZRSHIC
Riebeiro 2013 7 ABT vs MTX Seroprotection 19| 57.6f 11 1] 9.09 RR 0.16 105 |DoF i
Flu
Kobashigawa 2013 |21~ F#H|Vaceine vsno 1o 0 o tack 4055 RR | 0g2|071" |RARSMIC

095 |DUFiERE

vaccine

0.39- |EFIFEFIC

®
J7R—K8f|Vaccine vs no
=®

Chen 2-18 vaccine Mortality 49| 1.31|3748| 32| 0.85 HR 0.62 097 |wHrFoiziE
B a7k—kHfF|Vaccine vs no  [Hospitalization 0.56- |ZEH|Ix5 I
Chen 2-18 % vaccine for pneumonia 84| 224)3748] 70| 187 MR hor DT R
Burmester 2017 |2/~ 8| Vaccine vs no |Influenza-related 55| 144 171| 8| 468 RR | 0.32(%16~
vaccine AEs 0.67
- CZP+MTX vs 0.72- |EHIIREHI(
Kivitz 2014 RCT MTX Seroresponse 62| 54.1 110[ 55| 50.5 RR 0.92 118 |DoF s
i 0.73- |EHIIZEPIC
Winthrop 2016 RCT Tofa vs placebo |Seroresponse 61| 62.2| 102 58| 56.9 RR 0.91 115 |DoF i
) ) 0.74- |EFIIH S5z
Winthrop 2016 RCT Tofa vs placebo |Seroprotection 90| 91.8( 102 78| 76.5 RR | 0.83 004 |DHFizmE
Winthrop 2016 |RCT [T ofa withdrawn g cponse 61| 66.3| 91| 58| 637 RR | 096%78"
Vs contunuos 1.19
) _ Group 4
Park 2017 RoT  [MTXwithdrawn g cponse 37| 537| 69| 45| 65.4 RR | 122092 v group
vs contunuos 1.61 1
Park 2018 RoT  [MTX withdrawn g cponse 88| 55| 156| 119 76 RR | 139|117
vs contunuos 1,64
229| 125| 54.6] 225| 164| 72.9




Pneumococcal conjugate

Kapetanovic 2013 ;E""_'“E” m’;"'MTX VS |Seroprotection | -1 85| 58| 682 89| 50| 56.2 RR | 0.82 ?:gi_
Kapetanovic 2013 .,:{k_Hﬁ TNFi vs MTX Seroprotection =i 85| 58[ 68.2| 79| 47| 595 RR | 0.87 ??g_
Kapetanovic 2013 |2~ 8% ETT))(("MTX VS ISeroresponse -1 85| 18| 212| 20| 3| 103 RR | 049 ?';2_
Kapetanovic 2013 .,:{k_Hﬁ RTX vs MTX Seroresponse =i 85| 18 21.2| 26 0 0 RR |NA
Kapetanovic 2013 .,:;{k_hﬂ ABT vs MTX Seroresponse =1 85| 18| 21.2[ 17 3| 17.6 RR 0.83 g§$_
Kapetanovic 2013 f',,a’—'"_'"ﬁﬁ TCZ vs MTX  |Seroresponse -1 85| 18 212| 16| o 56.3 RR | 266[,57
Kapetanovic 2011 f'j{"‘_'“ﬁﬂ m’;"'MTX Vs |seroresponse =i 85| 18| 21.2| 89| 29| 326 RR | 154 g:gg_
Kapetanovic 2011 f',{'"_'“ﬁ* TNFivs MTX  |Seroresponse = gs| 18| 212 79| 14| 177 RR | 084 ?';‘3_
Nagel 2014 f'.;'"‘_'“ﬁﬂ Vaccine vs no |y i tection — 1988 248 RR | 1.06/%93"
vaccine 2.10
Nagel 2014 IR—HHf|Vaccine vs no g o nrection | —1 1988 248 RR | 0.65/%24"
i vaccine 1.72
Peumocccal
polysaccharaide
Kivitz 2014 ReT  |CZPIMTXvs o oresponse 66| 58.2| 110 59| 533 RR | 093|973
MTX 117
Winthrop 2016 RCT Tofa vs placebo |Seroresponse 67| 68.4| 102| 46| 45.1 RR 0.66 gg;_
. Tofa continuous 0.77-
Winthrop 2016 RCT vs withdrawn Seroresponse 77| 846 92 69 75 RR 0.89 103
Migita 2015a R—RBHGLMAMTX vs 1o o esponse 28| 509| 24| 5| 208 RR | 0.41(%18
MTX 093
— 2R—FBTMTX 0.58-
Migita 2015a % csDM\X;RDs Seroresponse 25| 71.4| 55| 31| 56.4 RR | 0.79 1.08
Migita 2015b ;;I'\—I*Eﬂ ABT vs MTX Seroresponse 28| 50.9| 21 10| 47.6 RR 0.94 ?gs_
— 2 FR—F R [TAGMTX vs 0.33-
Migita 2015¢ 7 MTX Seroresponse 28| 509 14 5| 35.7 RR 0.7 148
— 2R—FRF|TAC 0.84-
Migita 2015¢ ;EI Bt csDM\:RDs Seroresponse 25| 71.4| 29 23| 79.3 RR 1.11 147
Bingham 2015 |RCT ,\TA%"MTX VS ISeroresponse 17| 708 50| 30| 60 RR | 085 ?'?g"
Kapetanovic 2006 |2 MO TNFIMTX vs | o ponse 7| 189| 50| 18| 36 RR | 19]08%"
MTX 408
Kapetanovic 2006 f',{'"_'"ﬁ* TNFivs MTX  |Seroresponse 7| 189| 62| 32| 516 RR | 273 ;'g;‘"
Tzumi 2017 ReT  |Vacsinevsno |All-cause 15| 3.44| 464| 17| 366 RR | 106|254
vaccine pneumoniia 2.11
Tzumi 2017 ReT | Vaceine vsno |Pneumococcal 1| 023 464| 2| 043 RR | 1.88/%17"
vaccine pneumonia 20.7
Live zoster
Winthrop 2017 |RGT  |Tofa vs placebo |Seroresponse 19| 432| 48| 21| 438 RR | 1.01 ?’2?"
[T
Serious advese ED
Winthrop 2017 RCT Tofa vs placebo 0 o[ 55 3| 5.45 =%
events EH:‘.

EFEREHIC
TUF kR
RFIREPIC
TIF R
EFREHIC
TOF kR
EHlg S5
TIF R
EFREHI
TOF kR
RFIREPIC
TOF R
EFREHI
TOF kR
RFIREPIC
TIF R
EFREHIC
TIOF kR
FHlg5hic
TOFRTE

RFIREPIC
TIF R
EFBREHIC
TOF R

EFREHI
TUOF kR
EHlig5hic
TOF R
EFREHI
TOF kR
RFIREPIC
TOF R
EFTEHI
TUF kR
RFIREPIC
TIF R
EFREHI
TUF kR
FHlig5hic
TIF R
EFREHI
TIF kR
RFIREPIC
TIFETE

DOFEE
#%2-3:EM#%
[Ztofa

TOFARE

#2-3:EM#%
[Ztofa



EHD RACQ45 IETURTOT7AIL

AHHES: FIREEATOM K, DMARDIE E R ORAB B ICDDF U EREIIFEHO>REN ?
#BRICALVEIETYAIO771)

FESRY:FE (Cortainty assessment)

BR IM720 OO
| e | 57, | M50 | aoxs | mane

AYWIVY TCZ+MTX A/HIN1IC3F SSeropotection

ARDs
85

ﬁﬂﬂ)iﬁ [ off

csDMARDs mx 13 ﬁggqg
(95% CI) (95% CI) (GRADE)

1 _ —— S — — i 38/49 | 13/18 | RR 1.07 51 per 1,000 ®000 .,
O s | A | i | A | A | L | ) @29 | omtoras | -1setessr | swicis A
1 EREAFOE. 77 DEhlunclear risk of bias, T 15733 DT E hthigh risk of biasD = FZIELT=
#2 REF7 I LD, REELT
#3 RROS%IEFRM(CHD LRETRRA., [RRLLILIELLFIRILRGENHEERR 1252 FATNS 0., BAIELz
AYZWVIVY TCZ A/HIN1IC T B Seropotection
1 R - e — - — 19/62 13/18 RR 1.09 | 65 per 1,000 ®000 v |
[ | I hERR | A | T | A | A e | (79.0% | (72.2%) | 0.99 to 1.50 7 t0 361 i VA
# EREFOE. 77 DEHunclear risk of bias, T+ 34E D F%E AShigh risk of biasD 1=, FEZIELT=
#2 REF AL, FHELT
#3 RRO95%IZHERM(CHOD LRETRAS. FHRULIELMBL LRI E RESHHEERR 255 FA TS 28, RAIELT
AYZWIVY TCZ+MTX A/HIN1(CH T BSeroresponse
1 — S A 22/49 8/18 RR1.01 4 per 1,000 ®000 v
W |t | | AR | el |J L | ) | ) | 0550 1.85 | 200t 378 i i |
# EREFOE. 77 DEHunclear risk of bias, T+ 34E D FI%E AShigh risk of biasD 1=, FEZIELT=
#2 REF AL, FLELT
#3 RROI5% ISR M D LIRETIRAS, 1AL FIH] & RS HEAERRO.TSE[MAL LT FIERBLTN SRR 1. 25O W AEEA TS =8, FRIZRLIELE
AYZWIVY TCZ A/HIN1IC3 T SSeroresponse
1 T p— - 30/62 8/18 RR1.11 49 per 1,000 ®000 )
W |t | s | AR | el |J L | (8.4 | ) | 08260197 | —t69t0431 '- i |
# EREFOE. 77 DEHunclear risk of bias, T+ 34D F%E AShigh risk of biasD 1=, FZIELT=
#2 REF AL, FEELT
#3 RROI5%IZHER M D LIRETIRAS, [1A L7 FIH]) & RFSH HEAERRO.TSE[MBL LT FIE RSN SRR 1. 25OWAEEA TS =8, FRIZFRLIELE
AV IVF TNFi+MTX A/HIN1IZX T $Seropotection
1 wm - - T 26/50 33/37 RR 0.58 ~375 per 1,000 ®000 v
5] | e | e | ) | el | A L | (52.0% | (89.2%) | 04410078 | -499 to ~196 i . |
# EREFOE. 77 DEHunclear risk of bias, A+ D FAEE AShigh risk of biasD =& FEZIELT=
#2 REF AL, REELT
#3 YT IV BARU DD RRIELT
AYZIWIVYF TNFi A/HIN1(C3 Y SSeropotection
1 = e - 36/62 33/37 RR 0.65 ~312 per 1,000 ]
5] | Th— AR | e | FFfi A | w4 | A =L | (58.1%) | (89.2%) | 051 t0 083 | 437 to 241 s |
# EREFOE. 77 DEHunclear risk of bias. A+ D FAEE AShigh risk of biasD =8 FEZI&LT=
#2 REF AL, REELT
#3 YT I BARU DD RRIELT
AYIWIVY TNFHMTX A/HIN1IZ3 Y BSeroresponse
1 FVELME N - — 50/110 58/114 RR0.89 =56 per 1,000 @00 v
[14] g | AR | AT | A | wA | =L | (45.8%) | (50.5%) | 068 t0 1.17 | 162 to 86 | [ . |
#1 REF ML, R EELT
#2 RROI5%IZHRM(CHOD LRETRAS. FHRULIELMBL LRI E RESHHEERR 252 FA TS 28, RAIELS-
AYZIIVY TNFi A/HIN1(C3 Y SSeroresponse
1 wm - T 12/27 8/36 RR 2.00 222 per 1,000 )
21 i R | = AP T | ezl | A =L | (14.4% | 22.2%) | 095 to 4.20 | -1t 711 s |
# EREFOE. 77 DEHunclear risk of bias, A+ D FAEE AShigh risk of biasD =& . FEZI&LT=
#2 REF AL, R EELT
#3 RRO95%IZHRM(CHOD LRETRAS. FHRULIELMBLUFIRIE RESHHEERR 252 FA TS 28, RAIELT
AYZWIVY MTX A/HIN1IZR S B Seropotection
| 1 wm p— - - 16/65 13/18 RR0.98 ~14 per 1,000 ®000 v
1 | Jik— MRZE | e | FFA AR AT | 74l |er g 7L | (70.1%) | (12.2%) | 07110 136 | 008 to 260 S N/A |
# EREFOE. 77 DEHunclear risk of bias, T+ #E D FI%E AShigh risk of biasD 1=, FEZIELT=
#2 REF AL, FLELT
#3 RRO95% ISR M) LIRETIRAS, [1A L7 FIH] & RFSh HEAERRO.TSE[MAL L FIERBLTNERERR 1. 25O WAEEA TS =8, FRIZFRLIELE
AYWIVY MTX A/HIN1ICH T S Seroresponse
1 wm p— - - 31/65 8/18 RR 1.07 31 per 1,000 ®000 v
1 | Jik— MR | 237 AR 7T | H |er g 7L | (47.7%) | (44.4%) | 060 to 191 | 178 t0 404 S N/A |
# HREFOE. 77 DEHunclear risk of bias, T+ 34E D FI%E Ahigh risk of biasD 1=, FZIELT=

#2 REF DLz, RENELE

#3 RRO95%IZHER M D LIRETIRAS, 1AL FIH] & RSN HEAERRO.TSE[MAL LT FIERLTN SRR 1. 25OWAEEA TS 128, FRIZRLIELE



y assessment)

R IM7PAD

AV2WVIVY TCZ+MTX A/H3N2(C3H 3 3Seropotection

EROEH (Summary of fi

#h

Z0ito ARDs
RE 85

)
IEFYAD
S
®5 (95% CI) (95% CI) (GRADE)

1 - e — R 37/49 14/18 RR 0.97 =23 per 1,000 v
| 0 | Tt R | P e | vl |er(gmu 1 s | (75,50 | 77,90 | 07210 130 | ~156 to 233 | . |
# EREFOE. 77 DEHunclear risk of bias, T+ 34D F%E AShigh risk of biasD 1=, FZIELT=
#2 REF I AL, FEELT
#3 RRODISWIEER MM LIRE TR, [BLHFREIERAShHEEERRO.ISE[HLABEILRGESNHEERR 1 260WAEEATNS =8, FFEICRLELE
AV2WVIVY TCZ A/H3N2IC3H T 3 Seropotection
1 — e —— - 2 61/62 14/18 RR 1.26 202 per 1,000 v
o | k- R | = AP T | ezl | A sL | (98.4%) | (a7.9% | 0990 1.62 | -8 10 482 i |
# EREFOE. 77 DEHunclear risk of bias, T+ 34D FI%E AShigh risk of biasD 1=, FEZIELT=
#2 REF AL, R L ELT
#3 RRO95%IZHERM(CHOD LRETRAS. IMRULIEMBL LRI E RESHDEERR 252 FA TS 28, RAIELT:
AV2WVIVY TCZ+MTX A/H3N2IC ¥ 3Seroresponse
1 - e N o1 pEg 20/49 7/18 RR 1.05 19 per 1,000 ]
| m | Jih— MRS | A | APt T | jz34) |;r S Ul 7L | (10.8%) | (38.9%) | 0540 205 17810 408 | N/A |
# EREFOE. 77 DEHunclear risk of bias, T+ 34D FI%E Ahigh risk of biasD 1=, FEZIELT=
#2 REF AL, FLELT
#3 RRODISWIEER D LIRE TR, [BLLFREIERAShHEERRO.ISE[HLABILRGESNHEERR1 260 WAEEATND =8, FFEICRLELE
AY2WVIVY TCZ A/H3N2IC3 Y 3Seroresponse
1 - e — " 30/62 7/18 RR 1.24 93 per 1,000
m | Jih— R | e RS AT | w4 |er =L | (48.4%) | (38.9% | 066 t0 234 | 132 to 521 i |
# EREFOE. 77 DEHunclear risk of bias, T+ 4E D FI%E Ahigh risk of biasD 1=, FZIELT=
#2 REF AL, FLELT
#3 RRODISWIEFR D LIRE TR, [BLLFREIERAShHEERRO.ISE[HLABEILRGESNHEERR 1 260WAEEATNS =8, FFEICRLELE
AV IVF TNFi+MTX A/H3N2IZ3% T % Seropotection
1 - e — - 28/50 28/37 RRO.74 -197 per 1,000 ]
5] Jik— MRZE e FFA AR AT | w4l | e 7L | (56.0% | a5.7% | 054 o 1.01 | 348t08 | N/A |
# HREFOE. 77 DEHunclear risk of bias, T+ 34E D FI%E AShigh risk of biasD 1=, FZIELT=
#2 REF AL, REELT
#3 RROI5%IZHRM(CHOD LRETRAS. IHRLLIEMBL LRI E RESHHEERR1 255 FA TS 28, RAIELT-
AY2)VIVY TNFi A/H3N2(C3FSSeropotection
1 T p— 2 T 16/62 28/37 RR0.98 -15 per 1,000 ]
5] | Jih— R e RS AT | w4 A =L | (74.2%) | (75.7% | 078t0 124 | 166 to 182 s |
# HREFOE. 57 DEHunclear risk of bias, T+ 34D FI%E AShigh risk of biasD 1=, FZIELT=
#2 REF AL, FEELT
#3 RRO95%IZHERM(CHOD LRETRAS. FHRLLIELMBL LRI E RESHHEERR 255 FA TS 28, RAIELT-
AV IVF TNFi+MTX A/H3N2I=%i T SSeroresponse
1 VAL RN o . R, 63/110 80/114 RR 0.82 =126 per 1,000 @00 v
[14] HRRS | AR | AT | A | wA | =L | (57.0%9) | (50.5%) | 067 t0 1.00 231100 | [ . |
#1 REF ML, REELT
#2 RROI5%IZHERM(CHOD LR ETRAS. FHRULIEMBLUFIRIE RESHHEERR 255 FA TS 28, REIELT:
AY2)VIVY TNFi A/H3N2(C3FSSeroresponse
1 - S — e 12/21 12/36 RR 1.33 110 per 1,000 )
27 | RUSS | T | TR | Al |er =L | (44.4%) | (33.3%) | 0.71 0 249 | 97 to 487 i |
# EREFOE. 57 DEHunclear risk of bias, T+ 34E D F%E Ahigh risk of biasD 1=, FEZIELT=
#2 REF AL, FEELT
#3 RRODISWIEFRMD LRE TR, [BLLFREIERAShHEEERRO.ISE[HLABEILRGESNHEERR 1 260WAEEATND =8, FFEICRLELE
AYZWIVY MTX A/H3N2IC3 S B Seropotection
1 wm p— 2 T 16/65 14/18 RR 091 ~70 per 1,000 ]
m | iR MR | ! R AT | ez | e =L | (70.8%) | (77.9% | 068 to 1.22 | -249 to 171 | VA |
# EREFOE. 57 DEHunclear risk of bias, T+ 34E D FIXE Ahigh risk of biasD 1=, FZIELT=
#2 REF AL, FEELT
#3 RROI5%IZHERM(CHD LRETFRAY IMRELIEMALLFIERBENDEERRO.ISEF AT 8, RAIEL
AYWIVY MTX A/H3N2(3 T S Seroresponse
1 — e —— R 27/65 7/18 RR 1.07 27 per 1,000 v
01 | S | it | = |er AT | L5 | (38.9%) | 05610204 | 17110 404 s |
# EREFOE. 77 DEHunclear risk of bias, T+ 34D FI%E AShigh risk of biasD 1=, FEZIELT=

#2 REF LD Lz, REELE

#3 RRO95%IZHER M) LIRETIRAS, 1AL FIH] & RFSHHEAERRO.TSE[MBL L FIL BTN SRR 1. 25OWAEEA TS =8, FRIZFRLIELE



y assessment)

R IM7AD

AV2WVIVY TCZ+MTX B/B1I T 3Seropotection

Z0ito ARDs
RE 85

HROEH (Summar

of fi

gs,

#h

)
IEFYAD
Sonoe
®5 (95% CI) (95% CI) (GRADE)

1 _ - e [ 39/49 13/18 RR 1.10 72 per 1,000 @000 v
o | - bz | T FAA T | Al | A =L | (75.6%) | (72.2%) | 080 to 1.52 | 144 0 376 | £, | i |
# EREFOE. 77 DEHunclear risk of bias, T+ 34D F%E AShigh risk of biasD 1=, FZIELT=
#2 REF I AL, FEELT
#3 RROI5%IZHERM(CHOD LRETRAS. FMRULIEMBL LRI E RESHHEERR 255 FA TS 28, RAIELT:
AY2WIVY TCZ B/B1Icx ¥ Seropotection
! - o SR e _— 50/62 13/18 RR 1.32 231 per 1,000 ® ]
i | I~ hERR | A | AR T | ) | e =L | 95.20) | @2.2% | 0880 1.76 | 140 549 | R s |
# EREFOE. 77 DEHunclear risk of bias, T+ 34D FI%E AShigh risk of biasD 1=, FEZIELT=
#2 REF AL, FHELT
#3 RROI5%IZHERM(CHOD LR ETRAS FHRULIEMBL LRI E RESHHEERR 252 FA TS 28, RAIELT:
AV2WVIVY TCZ+MTX B/B1IC3t Y 3Seroresponse
1 T - S - [~ 19/49 14/18 RR 0.50 ~389 per 1,000 ®000 )
| 0 | Tt hERE | mu | AR T | vl | vl 2L | 3880 | 7780 | 0350077 | ~506 0 179 | SR | . |
# EREFOE. 77 DEHunclear risk of bias, T+ 34D FI%E Ahigh risk of biasD 1=, FEZIELT=
#2 REF AL, FEELT
#3 YT I AR RED DI RRIELT
1Y20VIVY T1CZ B/B1IC# T SSeroresponse
1 _ - e —_— - 25/62 14/18 RR 0.52 ~373 per 1,000 ]
m | Jih— R | e —I RS AT | w4 | A =L | (10.3%) | (77.8% | 035t0 077 | 506 to 179 s |
# EREFOE. 77 DEHunclear risk of bias, T+ #E D FI%E Ahigh risk of biasD 1=, FZIELT=
#2 REF AL, R LT
#3 YT I AR DD RRIELT
A2 IVF TNFi+MTX B/B1IC3d $Seropotection
1 _ - o —_— - 28/50 28/37 RRO.74 -197 per 1,000 ]
i | k- R | = | AT | ezl | A =L | (56.0%) | (75.7%) | 0540 101 | -333t0 8 i |
# HREFOE. 77 DEHunclear risk of bias, F+H734E D FI%E Ahigh risk of biasD 1=, FEZIELT=
#2 REF AL, FHELT
#3 RRO95%IZHERMI(CHD LRETFRAS IMRELI AL LTI ERBENDEERRO.ISEFA TN 8, RAlELE
42 IVY TNFi B/B1Ict ¥ 3Seropotection
1 - — A - s 16/62 28/37 RR0.98 ~15 per 1,000 }
5] Jih— R | e RS AT | w4 | A =L | (74.2%) | (75.7% | 078t0 124 | 166 to 182 s |
# EREFOE. 77 DEHunclear risk of bias, T+ 34D FI%E Athigh risk of biasD 1=, FZIELT=
#2 REF AL, FEELT
#3 YT I AR DD RRIELT
AY2VIVY TNFi+MTX B/B1(C3 ¥ SSeroresponse
1 | B - — 63/110 80/114 RR 0.82 =126 per 1,000 @00 v
[14] HRRS | AR | AT | A | wA | =L | (57.0%9) | (50.5%) | 067 t0 1.00 | 232100 | [ . |
#1 REF I AL REELT
#2 RRO95%IZHERMI(CHD LRETFRAY IMRELI AL LTI ERBENDEERRO.ISEF AT 8, RAlELE
AY2)VIVY TNFi B/B1Ick T SSeroresponse
1 - - S — ” 12/21 12/36 RR 1.33 110 per 1,000 )
(271 | - R | vEar —[ APAHR T | 2] |er =L | (4.1 | (33.3%) | 071 t0 249 | 97 to 497 i |
# EREFOE. 57 DEHunclear risk of bias, T+ 34D FI%E AShigh risk of biasD 1=, FZIELT=
#2 REF AL, R L ELT
#3 RRODISWIEFRMD LRE TR, [BLLFREIERAShHEEERRO.ISE[HLABEILRGESNHEERR 1 260WAEEATND =8, FFEICRLELE
AYIWVIVY MTX B/B1IC% Y SSeropotection
1 - - e —_— e 51/65 . . RR 1.09 65 per 1,000 ]
o | Jik— MR | 3] | FFAAR T | 737} | R4 #5 7L | (78.5% |1s/1s (71.2%)' 079 to 149 | 152 to 354 N/A |
# HREFOE. 77 DEHunclear risk of bias, T+ 4E D FI%E AShigh risk of biasD 1=, FZIELT=
#2 REFIMA LIS, FEELT
#3 RRO95%IZHERM(CHOD LRETRAS. IHRULIEMBLUFIRIE RESHHEERR 255 FA TS 28, RAIELT-
1Y IV MTX B/B1(C%Y 3Seroresponse
1 _ - o —_— - 25/65 14/18 RR 0.50 —389 per 1,000 )
o | - MRz | ! FEAA T | Al | A =L | (38.5% | (77.8%) | 03310073 | 521 to 210 i |
# EREFOE. 77 DEHunclear risk of bias, T+ 34D FI%E Ahigh risk of biasD 1=, FEZIELT=

#2 REF DLz, RENELE
#3 YU T ILE BARU MM D RANELT:



FESRY:FE (Cortainty assessment)

AV IV TNFi Pandemic A/HIN1IC3 T $Seropotection

IR

HEROEH (Summa

of findings)
E3

BEN T S T
I {720 Z0H0 bDMARD | csDMARDs A #t gl
ENEARSEEEDT (&aoe

|:m—r&m| 2SI iWﬂﬁKﬂl e | f2S 1

25 per 1,000

1 27/41 26/41 RR 1.04 ,
(2] L | (65.9%) | (63.4%) | 0.75 to 1.43 -150 to 273 A
#1 ERAFDE, 77 DEHunclear risk of bias, T +5 354 D FHE hthigh risk of biasD=h ., FZIELT=
#2 REF I AL, FEELT
#3 RROI5%IZHERM(CHOD LRETRAS. FMRULIEMBL LRI E RESHHEERR 255 FA TS 28, RAIELT:
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. MTX#E#E MTX{RZE HXURD Rt
?ﬁ?y / ‘6;}?0) E—Eit e %%%%@ (Event/Total) (Event/Total) (95% CI) (GRADE)
itk & HHE (£TO) B A ~14F)
2 5\J§'L\ﬂ: NV #1 VEYI NV #2 Ay - g H3 RR 2.66 ®OOO
[1 '2] ttﬁﬁgﬁgﬁ (%X'J {%Auftﬁb A (%X'J 3"5 (5] ﬂ\—(?KZIJ fcﬁb 6/127 17/122 [95%Cl 047, 151 7] }'3’%"@:1& Ej{
#1 ERIEA AL TN
#2 BIRHEN RS, FERESN TV
#3 RRODISWIEMXAE D LRETRA, RRW.75ERRX1.25MMAEEATINS
MTX discontinuation MTX continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Grennan (2001) 11 72 2 88 46.9% 6.72 [1.54, 29.36] ——
Sany (1992) 50 4 39 53.1% 1.17 [0.35, 3.86]
Total (95% CIy 122 127 100.0% 2.66 [0.47, 15.17]
Total events 17 6
Heterogeneity: Tau® = 1.12; Chi* = 3.38,df = 1 (P = 0.07); F = 70% I t f {
Test for overall effect: Z = 1.10 (P = 0.27) 0.01 0.1 I 10 100

Favours discontinuation Favours continuation




MRAHHERER) (15)

4 FEIVHLIE S 5 N R RR 0.48 @000
2 N N £ 7 -7 7
[3.4,5.,6] B ER 1437 A 437 FEFIEA 7L 11/157 4/128 [95%CI 0.10, 2.19] JER DA EPN
#2 BRAMNELGS, FFFRESN T
#3 RRDIS5%IEERMED LRETRAY. RRC0.75ERRI1.25MDMAEEA TS
#4 EFLERNAT AN H D
#5 HEEEDESOENHY. FEEDREUNHD (°=40%)
MTX discontinuation MTX continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% Cl| M-H, Random, 95% CI
Bridges 1991 0 34 2 19 18.5% 0.11(0.01, 2.26] +
Carpenter 1996 0 26 4 16 19.7% 0.07 [0.00, 1.22] +
Murata 2006 1 21 3 77 27.2% 1.22 [0.13, 11.15] L
Perhara 1991 3 47 2 45  34.7% 1.44 [0.25, 8.20] —_—
Total (95% CI) 128 157 100.0% 0.48 [0.10, 2.19] —eaEESE
Total events 4 11
Heterogeneity: Tau® = 0.96; Chi* = 4.98, df = 3 (P = 0.17); I’ = 40% ID o1 0=1 110 100:

Test for overall effect: Z = 0.96 (P = 0.34)

Favours discontinuation Favours continuation




iR & GHEGR R AR 57V (14F)

4 ESSVEIN|4 S o (85 2 R RR 1.37 @000
2 N 37 3 N -7 ? 7
[3.4,5.,6] B ER ¢34 A ¢34 FEFIEA 7L 4/157 4/128 [95%Cl 0.14, 13.47] JER DA EPN
#2 BRHAMNELGD, FFFRESN T
#3 RRDIS5%IEWRMED LRETRAY. RRC0.75ERRY1.25MDMAEEA TS
#4 JEBIRIRNAT AN H D
#5 HEEEDESDOENHY. FEEDRERHINHS (°=59%)
MTX discontinuation MTX continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bridges 1991 1] 34 2 19 28.9% 0.11[0.01, 2.26] + &
Carpenter 1996 1] 26 0 16 Mot estimable
Murata 2006 2 21 1 77 35.6% 7.33 [0.70, 77.01] i
Perhara 1991 2 47 1 45 35.4% 1.91[0.18, 20.39] i
Total (95% CI) 128 157 100.0% 1.37 [0.14, 13.47] e
Total events 4 4
Heterogeneity: Taw® = 2.39; Chi* = 4.83, df = 2 (P = 0.09); P = 59% ) f f {
: 0.01 0.1 1 10 100
Test for overall effect: Z = 0.27 (P = 0.79) Favours discontinuation Favours continuation
TR & PHEE(ITERRADERR) (438)
1 PVLIN|e V" . N— o RR 15.85 @000
0 feseni S RS NA TRAI T2 S| L 0/88 6/72 [95%C1 0.91. 276.68] — LN
2 3":5\/&]4’“3 Jm 4 Ve f r | H2 e [H6HT f\ RR 367 ®OOO
[4,6] fgse | A wATE A A L 3/98 3/47 [95%CI 0.08, 16.86] S X
#1 BRIEABALSN T
#2 BRAMNELGD, FFFRESN T
#4 JEBIRIRNAT AN H D
#6 YT ILEMN DA
#7 RRDISWIEFEXME D LRA . RR>1.252EA TS
MTX discontinuation MTX continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Grennan 2001 6 72 0 88 100.0% 15.85[0.91, 276.68] +
Total (95% CI) 72 88 100.0% 15.85 [0.91, 276.68) e e
Total events B 0
Heterogeneity: Mot applicable ICi 01 l}:l [ 1=0 1[}D=

Test for overall effect: Z = 1.89 (P = 0.00)

Favours discontinuation Favours continuation




MTX discontinuation MTX continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Carpenter 1996 0 26 0 16 Not estimable
Murata 2006 3 21 3 77 100.0% 3.67 [0.80, 16.86] ——.—
Total (95% CI) 47 93 100.0% 3.67 [0.80, 16.86] =T
Total events 3 3
Heterogeneity: Not applicable bt 01 o 100

Test for overall effect: Z = 1.67 (P = 0.10)

EHER:
1. Grennan DM, et al. Ann Rheum Dis 2001;60:214-7
2. Sany J, et al. J] Rheumatol 1993;20:1129-32
3. Perhala RS, et al. Arthritis Rheum 1991; 34:146-152
4. Murata K, et al. Mod Rheumatol 2006;16:14-9
5. Bridges SL, et al. J Rheumatol 1991;18:984-8
6. Carpenter MT, et al. Orthopedics 1996;19:207-10

SEMX

O 0 1 N D bW~

. Loza E, et al. Clin Exp Rheumatol 2009;27:856-862.

. Pieringer H, et al. Clin Rheumatol 2008;27:1217-1220.

. World Health Organization. 2018. ISBN-13: 978-92-4-155047-5
. Visser K, et al. Ann Rheum Dis 2009;68(7):1086-93

. Sreekumar R, et al. Acta Orthop Belg 2011;77:823-826.

. Goodman SM, et al. Arthritis Rheumatol 2017;69:1538-1551.

. Fleury G, et al. Swiss Med Wkly 2017;147:w14563

. Kasdan ML, et al. Orthopedics 1993;16:1233-1235 (MTXfE FHEEEMTXIEAE FRER LLEE L TUD)
. Jain A, et al. J Hand Surg Am 2002;27:449-455 (FEAI 33~ CTHEREL TERY ., IRFERED Z21)

Favours discontinuation Favours continuation
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MTX discontinuation MTX continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Grennan (2001) 11 72 2 B8 46.9% 6.72 [1.54, 29.36] ——
Sany (1992) & 50 4 39 53.1% 1.17 [0.35, 3.86]
Total (95% CI) 122 127 100.0% 2.66 [0.47, 15.17]
Total events 17 6
Heterogeneity: Tau® = 1.12; Chi* = 3.38, df = 1 (P = 0.07); I = 70% I } } {
) : 0.01 0.1 1 10 100
Test for overall effect: Z = 1.10 (P = 0.27) Favours discontinuation Favours continuation
WRSPEER) (145)
MTX discontinuation  MTX continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Bridges 1991 0 34 2 19 18.5% 0.11[0.01, 2.26] +
Carpenter 1996 0 26 4 16 19.7% 0.07 [0.00, 1.22] +
Murata 2006 1 21 3 77 27.2% 1.22 [0.13, 11.15] i
Perhara 1991 3 47 2 45 34.7% 1.44 [0.25, 8.20] i
Total (95% Cl) 128 157 100.0% 0.48 [0.10, 2.19] —-*—-
Total events 4 11
iy g PR = = F ! + + |
Heterogeneity: Tau® = 0.96; Chi® = 4.98, df = 3 (P = 0.17); I = 40% ol o ) 100

Test for overall effect: Z = 0.96 (P = 0.34)

i & BHER RIS TIL)(15)

MTX discontinuation

MTX continuation

Risk Ratio

Favours discontinuation Favours continuation

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% C| M-H, Random, 95% CI
Bridges 1991 0 34 2 19 28.9% 0.11[0.01, 2.26] ¢ &
Carpenter 1996 0 26 0 16 Not estimable
Murata 2006 2 21 1 77  35.6% 7.33[0.70, 77.01) ]
Perhara 1991 2 47 1 45 35.4% 1.91 [0.18, 20.39] ]
Total (95% CI) 128 157 100.0% 1.37[0.14, 13.47] s R
Total events 4 4
Heterogeneity: Taw’ = 2.39; Chi* = 4.83, df = 2 (P = 0.09); F = 59% ; } } |
! 0.01 0.1 10 100
Test for overall effect. Z = 0.27 (P = 0.79) Favours discontinuation Favours continuation
R A BHEMRZRADER) (438)
MTX discontinuation MTX continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Grennan 2001 5 72 0 88 100.0% 15.85([0.91, 276.68] . +
Total (95% CI) 72 88 100.0% 15.85 [0.91, 276.68) e
Total events 6 0
Heterogeneity: Not applicable I t } |
: 0.01 0.1 L 10 100
Test for overall effect: Z = 1.89 (7 = 0.06) Favours discontinuation Favours continuation
MTX discontinuation  MTX continuation Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% C| M-H, Random, 95% CI
Carpenter 1996 1] 26 0 16 Not estimable
Murata 2006 3 21 3 77 100.0%  3.67 [0.80, 16.86] —B—
Total (95% CI) 47 93 100.0% 3.67 [0.80, 16.86) |-=osRFEERe—
Total events 3 3

B " | | I |
Heterogeneity: Not applicable bo o1 1 v T

Test for overall effect: Z = 1.67 (P = 0.10)

Favours discontinuation Favours continuation



BEFA RACQ47 XEkt#EZE R (PubMed)

No. BmEREA BREREGH

#1 "Arthritis, Rheumatoid" [MH] OR ("Antirheumatic Agents" [MH] AND "rheumatoid arthritis"[TIAB]) 113,882

#2 "Tumor Necrosis Factor-alpha" [MH] OR "Receptors, Tumor Necrosis Factor"[Mesh] OR "Biological Agents" [MH] 160,660

43 surgery[TIAB] OR surgical[TIAB] OR operation[TIAB] OR preoperative[ TIAB] OR perioperative[ TIAB] OR 2238253
postoperative[ TIAB] OR operative[TIAB] OR orthopedic*[TIAB] OR "wound infection" ! !

#4 #1 AND #2 AND #3 146

#5 #4 Filters: Publication date from 1998/01/01 to 2019/06/29; Humans; Japanese; English 130




B A RA CQ47 Xak#EFE (Cochrane)

No.

Search Formula

Number of searches

#1

MeSH descriptor: [Arthritis, Rheumatoid] explode all trees and
with qualifiers: [Surgery - SU] from 2005-2019




E#A RACQ4T XHRBRFER(EHE

No. mERKX BREREH

#1 BAERY) < F/TH and (SH=S}BLBYERE or FHlT/TA or 41 EL/TA) 19,180

#2 EWEREIF/TH or £ RBIFI/AL 199,733

43 Jf]fiﬁgﬂ/TH or J?JT'T“-T_%H/AL or {KZ/TH or {KZE/AL or FHIBIRLEL/TH or FHIBIRLEL/AL or BREE/TH or BREE/AL 1034 815
or IEIE/AL or FHTEN/AL ,034,

#4 #1 and #2 and #3 356

#5 #4 and (DT=1998:2019 LA=H AK:E %K & PT=2E&%RC 165




HH#B RA CQ47 X#EFRIO—Fv—hk

Fiifi-1)NEY

T—3 2

PubMed EfiE Others(
130 5 165 0

Cochrane

)

N

y

Total records identified through
database searching (n= 300 )

Additional records identified through

other sources (n =

3 )

Records screened (1st Screening)

(n= 303 )

l

Records excluded

(h= 283 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 20 )

*ArticletobookDreview, fEER 445K -F4E
*JFR—MRZE . SEHI BRI A E DERERERE
-ERWER

“title, abstract&YCQDABRMHEM
*Cochrane reviewMreferencek Y LY

Full-text articles excluded
with reasons

(n= 11 )

CQx R X

Studies included in qualitative synthesis

(n= 9 )

Studies included in quantitative synthesis

(meta—analysis) (n= 2 )




BEHEC RACQ4T IEFURFTOT7AIL

Fr-UNE)T=2av2: BENAEFHOFBMTHAICODMARDDIREIIHEN ?
HR(CAVIETYATO7710

R DEHY (S f findi
FESE2EFEM  (Certainty assessment) EROBH (Summary of findings)

7 “ m TNFifl#5 TNFitk 3 ARYRY Ilg%yéa)

i1tk & OHE (SSIX14E. fhD & PHEEIZ2-300A)

g | Tkl e | owmw | mmono [smomas| L 20/157 15/140 RR 0.6 OO0

[95%CI 0.26, 1.63] FEH T
#1 FEGIEIRNAT AN H D
#2 BOVEEMLHS
#3 RRMDISWIEFERMED ERETRAY, RRO.75ERR>1.25MDMAEEZ A TS

TNFi discontinuation  TNFi continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
den Broeder 2007 8 104 17 92 51.1% 0.42 [0.19, 0.92] —i—
Ruyssen-Witrand 2007 7 36 12 B  48.9% 1.05 [0.46, 2.44] —u—
Total (95% CI) 140 157 100.0% 0.66 [0.26, 1.63] ~i—
Total events 15 29
Heterogeneity: Nou® = 0.26; Chi* = 2.50,df = 1 (P = 0.11); F = 60% I I I I
Test for overall effect: Z = 0.91 (P = 0.36) 0.01 0.1 L 10 100

Favours discontinuation Favours continuation



R EBHE (SSD (1EFELLE2FEFT)

\ i @000
T ES ST R I T NA Al Al 7L 37/586 20/501 (95% O 020, 1.21) i N
s ) @000
(3, 2—9] Z= i %ZUM E= U il B 27/531 18/465 [95%(F;IR0.?1§,01 A7] FEEIK X
#1 FEFLERNATRANHD
#2 BEWEEMELHD
#3 RRMDI5%IEFXE D LRETRA. RRWO.75ERR>1.25MDMAEEA TS
#4 FRIEHBES M THEL
#5 BIWAMARG S, FEMESh TLVEL
#6 RRDI5%IEFHXE D TR, RRO.75ZEA TS
TNFi discontinuation  TNFi continuation Risk Ratio Risk Ratio
Study or Subgroup Events Tatal Events Total Weight M-H, Randam, 95% CI M-H, Random, 95% CI
Berthold 2013 11 270 9 243 50.5% 1.10 [0.46, 2.61] —,—
Bondegriz 2008 0 12 3 ik 4.5% 0.43 [0.02, 7.76]
den Broeder 2007 6 104 8 97 in.2% 0.66 [0.24, 1.84] ——
Scherrer 2013 1 49 7 122 B.B% 0.36 [0.04, 2.82]
Talwalker 2005 0 12 0 4 Mot estimable
Wendling 2005 0 18 0 32 Mot estimable
Total (95% CI) 465 531 100.0% 0.80 [0.43, 1.47]
Total events 18 27
Heterogeneity: Tau® = 0.00; Chi* = 1.43,df = 3 (P = 0.70); I = 0% ID o1 Dll 1 IID T
Test for overall effect: Z = 0.73 (P = 0.48) Favours discontinuation Favours continuation
i & BHE (RAOER) (1—42HhA)
\ @000
N S e NA s el 7L 1/36 6/30 [95% GL 1 09 23.75] i R

#4 BRIEASBASHTHEL
#5 BRI RL D, FIEMESIN TV

#7 RRDISWIEEXRE D EEA. RRX1.25Z A TS




SEH:

1. Mabille C, et al. Joint Bone Spine 2017;84:441-5

2. Clay M, et al. Joint Bone Spine 2016;83:701-5

3. den Broeder AA, et al. ] Rheumatol 32007;4:689-95

4. Ruyssen-Witrand A, et al. Clin Exp Rheumatol 2007;25:430-6
5.
6
7
8
9

Berthold E, et al. Acta Orthop 2013;84:495-501

. Bongartz T, et al. Arthritis Rheum 2008;59:1713-20

. Scherrer CB, et al. Arthritis Care Res (Hoboken) 2013;65:2032-40
. Talwalkar SC, et al. Ann Rheum Dis 2005;64:650-1.

. Wendling D, et al. Ann Rheum Dis 2005;64:1378-9

S5 Xk

AW N —

World Health Organization., 2018. ISBN-13: 978-92-4-155047-5
Goodman SM, et al. Rheumatology (Oxford) 2016;55:573-82
Goh L, Jet al. Rheumatol Int 2012;32:5-13

Gregory F, et al. Swiss Med Wkly 2017;147:w14563



EHD RA CQ47T THLRRTOVE
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HRICAWLIETFYR7A7 740
k& BHE (SSIKT14E, D& FHEIZ2-30 A)

TNFi discontinuation  TNFi continuation Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
den Broeder 2007 8 104 17 92 51.1% 0.42 [0.19, 0.92] ——
Ruyssen-Witrand 2007 7 36 12 65 48.9% 1.05 [0.46, 2.44]
Total (95% Cl) 140 157 100.0% 0.66 [0.26, 1.63]
Total events 15 29

. 2 . 2 — — BT - I I I I
Heterogeneity: Nou® = 0.26; Chi* = 2.50, df = 1 (P = 0.11); ¥ = 60% bo1 o'l 1 0 100

Test for overall effect: Z = 0.91 (P = 0.36)

W EHHE (SSD (1ELLE25FT)

Favours discontinuation Favours continuation

TNFi discontinuation  TNFi continuation Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Berthold 2013 11 270 9 243 50.5% 1.10[0.46, 2.61] ——
Bondegrtz 2008 0 12 3 3B 4.5% 0.43 [0.02, 7.76]
den Broeder 2007 6 104 8 92 36.2% 0.66 [0.24, 1.84] —T
Scherrer 2013 1 49 7 122 B.8% 0.36 [0.04, 2.82]
Talwalker 2005 0 12 0 4 Not estimable
Wendling 2005 0 18 0 32 Mot estimable
Total (95% CI) 465 531 100.0% 0.80 [0.43, 1.47] e
Total events 18 27

¥ - 2 . 2 T I 1 1 I
Heterogeneity: Tau® = 0.00; Chi* = 1.43,df =3 (P = 0.70); " = 0% b1 01 0 00

Test for overall effect: Z = 0.73 (P = 0.46)

Favours discontinuation Favours continuation



&EHA RACQ48 Xki&ZFE = (PubMed)

No. BmEREA EEA LS

#1 Arthritis, Rheumatoid/surgery [MH] 6,030
#2 Elbow Joint/surgery[MH] OR "total elbow arthroplasty"[TIAB] OR TEA[TIAB] 32,481
#3 #1 AND #2 361
#4 #3 Filters: Publication date from 1995/01/01 to 2019/06/29;]apanese; English 182




B A RA CQ48 X ak#EFE = (Cochrane)

No.

Search Formula

Number of searches

#1

MeSH descriptor: [Arthritis, Rheumatoid] explode all trees and with
qualifiers: [Surgery - SU] from 2012-2019

3




EHA RACQ48 XuiEERX(EHEE

No. BRERK EEA LS
#1 (BAEY) < F/TH and (SH=#}FlA9EE%) 15, 496
# &IH#F;EI’E’ﬁE?@'&/}TFH or (FtBA&EI/AL and E#2/AL) or ((AFB8%ET/TH or AFEA%ET/AL) and (B 20. 952

ENEHE/TH or BHEAEML/AL)) or TEA/TA ’
#3 |#1 and #2 1,265
#4 |#3 (DT=1995:2019 LA=HA:E EiE (PT=ERFIHREFR<) AND (PT=2&8%R <)) 387
#5 |(#4) and (DT=1995:2019 (PT=fEfI¥ReE - HHIFR<) AND (PT=[RZE:H3D)) 272
#6 | (#5) and (LA=BA:E 260




EHB RA CQ48 X@iRERZ7O—F¥—b

Fif-1)nEY

T—33

PubMed  Cochrane Edis Others(
182 3 260 0

)

N

y

Total records identified through
database searching (n= 445 )

Additional records identified through

other sources (n= 0 )

Records screened (1st Screening)

(n= 445 )

R *ArticletbookDreview, fEin-45E - F4E
— eoords excluded |, kL. EHIHEHFRLE IR
PR
(n= 343 ) “title, abstract&kYCQDABRMHIET
*Cochrane review@referencedk Y BT LY

l

Full-text articles assessed for eligibility

(2nd Screening) (n= 102 )

Caxt R

Full-text articles excluded
with reasons

(n= 69 )

Studies included in qualitative synthesis

(h= 33 )

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )




BHEC RACQ48 IEFLRTOTFAIL

FW-UNEYT—YaVv3: RABRICBVTAIHES£BRTIFRAN?

HREICAWVZIET 27077100
FEEMIE(H  (Certainty assessment) FERDEH (Summary of findings)

IETYAD BEH
ik 1720 EDHD)

EEERAJ7 (MEPI (Mayo Elbow Performance Index)) (4.5-12.6£F)

1 EISVZIR(4 e S A g S— AR AM4 T86.84 (Souter—Strathclyde), @000
[20] [ieresr el AT e ™ 7L 159 54F80.95 (Coonrad-Morrey) - R
[2,4, E:?O 12, EFIV)—-X ®000
By | ®le | mwr | mwene | e YR iL 173 [1004% k. Mav7as. BoASSA, FiseslcarE Tk
25, 26] FERITIK
#1 ABEMNRESN TG
#2 BRI RED
#3 BT LA DI
#4 BT LENDENGEENEEND
ATBIfAEFFE (4.3-13.14F)
W 55 £ #E(ISouter-Strathclyde: 85%,
Kudo Type—5: 93%, Coonrad-Morrey: 90% ®000
1 IS4 LML . TR . ——" . M Souter—StrathclydeD105E £ 77 2 (S 80%,
[27-20] R AT | AT ST K 699 |Kudo Type-5M54F & # HiF05% R
M Souter—Strathclyde® 105 477 HE(L 76%, JEHAR
Coonrad-MorreyD54F & 77213 100%
1 e I [ R O [ R AL 2023 | W10 (5-204) TOERE:71-00% #0000 ik
[1-26] Lo A FUNGA Ela 3] 23] 2 g : R
V=N
R BERAMS.7(0-27)ETD ®000
i 1 -
wln | VA | mee [ maen | maone | maems | aL s |ERBEE RIS G5l 76 560 ik
104F (8§ 4= 77 51383% (95%CI, 81-86%) R I
#1 RBEARESN TV
#2 BRYFNELD
#3 Y UT LA DI
#BYUTVERDGMEENEEND
#5 BEHARAELY
#6 BEDFRLT+2THD
#1 AV TSUROHRBRNERLD
#8 SBEARESN T
#9 7O LFFHENT+2THS
Wtk & OFE (4.3-13.14F)
B Souter—Strathclydeld5.15-T21.2%,
Kudo Type-5I35.65FT18.2%, ®000
1 K58 LE Coonrad—Morreyld5.74E T9%
Rroe] | iam | #AT v | semicmae| AL 609 | M Souter-Stratholydeld8.265T52.49, fieN
& Kudo Type-5I33.45FT19%
B Souter—Strathclydeld94F T36.4%, FEHEIK
Coonrad—Morrey(d54F T14.5%
26 P ®000
Oasrio [EELZ wue | macono [rmome|  war 7L 1064 [11-61%, THgLE27s &K
20-26] El A




#2 MBHMNRLD

#3 Y UT LA DI

# BT VBN DGMEENEEND
#5 BRI ALY

# BEOEESFT+2THD

#1 AV TSNP RLD

#8 MBEMNBRESNTLVEND

#0 BEEOREMNHD

AL S

. Risung F. J Bone Joint Surg Br 1997;79:394-402

Gill DRet al. J Bone Joint Surg Am 1998;80:1327-35

. Trail IA, et al. J Bone Joint Surg Br 1999;81:80-4

Tanaka N, et al. ] Bone Joint Surg Am 2001;83-A:1506-13
Ikavalko M, et al. J Bone Joint Surg Br 2002;84:77-82

Samijo SK, et al. Acta Orthop Belg 2003;69:501-6

. Potter D, et al. ] Bone Joint Surg Br 2003;85:354-7

Kelly EW, et al. J Shoulder Elbow Surg 2004;13:434-40

. van der Lugt JC, et al. J Bone Joint Surg Am 200486-A:465-73
0. Malone AA, et al. J Shoulder Elbow Surg 2004;13:548-54
11. Khatri M, et al. J Bone Joint Surg Br 2005;87:950-4

12. Landor I, et al. J Bone Joint Surg Br 2006;88:1460-3

3. Brinkman JM, et al. Acta Orthop 2007;78:263-70

14. Qureshi F, et al. J Bone Joint Surg Br 2020;92:1416-21

15. Nishida K, et al. J Orthop Sci 2014;19:55-63

16. Mukka S, et al. Arch Orthop Trauma Surg 2015;135:595-600
17. Bigsby E, et al. J Shoulder Elbow Surg 2016;25:362-8

18. Sanchez-Sotelo J, et al. J Bone Joint Surg Am 2016;98:1741-8
19. Kodama A, et al. Bone Joint J 2017;99-B:818-23

20. Pham TT, et al. J Shoulder Elbow Surg 2018;27:398-403

21. Nishida K, et al. Bone Joint J 2018;100-B:1066-73

22. Kondo N, et al. J Shoulder Elbow Surg 2019;28:915-24

23, 11 -, AL FAR B MRS 2015:22: 343-6

24, A B . H A B HERE2011;18:207-10

2547 i L, Al HARBIRIN - 2E52011;30: 51-4

26. WOJE 7, fh. LYY~ F2005;25: 21-4

27.Little CP, et al. ] Bone Joint Surg Am 2005;87:2439-48

28. Skyttd ET, et al. Arch Orthop Trauma Surg 2008;128:1201-8
29. Prasad N, et al. J Shoulder Elbow Surg 2010;19:376-83

30. Plaschke HC, et al. J Shoulder Elbow Surg 2014;23:829-36
31. Skytta ET, et al. Acta Orthop 2009;80:472-7

SEXHR

1. van der Lugt JC, et al. Clin Rheumatol 2004;23:291-8
2. Little CP, et al. J Bone Joint Surg Br 2005;87:437-44
3. Welsink CL, et al. JBJS Rev 2017;5(7):e4

B

© 0 N v s e



EHA RACQ49 XHkiEZFE = (PubMed)

No. ®RER BREHH

#01 “ Arthritis, Rheumatoid/surgery”[Mesh] 5,955
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