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BEFHA CQ31 XEEZE (PubMed)

BHHE6  HTLV-1[5MRAEEICDMARDSD IR E (XL ED,

¥%EA : 2019498308

No. mER BREREH
#01 "arthritis, rheumatoid"[Mesh] 113,110
#02 "deltaretrovirus"[MeSH] 10,631
#03 #1 AND #2 156




BEHA CQ31 XmktEZEK (Cochrane)

B HHES

HTLV-1[5 14 RAEZE ICDMARDsD X 5 TR EH,

¥%EA : 2019498308

No. mEX EEN L
#01 "rheumatoid arthritis" [Mesh] 15,016
#02 Deltaretrovirus 6
#03 human T-cell leukemia 412
#04 human T-cell lymphoma 611
#05 #1 AND (#2 OR #3 OR #4) 28




BEHA CQ31 XEBRER(EHE

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

¥%EA : 2019498308

No. BmERA BRREH

#01 (BEERY < F/THor BHERN') D < F/AL 102,650
#02 (B FTY D/BREED A JL R 1B /TH or htlv-1/AL 8,679
#03 | #1and #2 284
#04 | (#3) and (PT=HEHIERE - BHIBR < CK=E b) 140




EMB CQ31 XEMERIO—Fr—hk

& 86 BB IR FEEAAFS542,2020
XEERR7O0—Fvy—hk
PubMed Cochrane EhiE  Others( )
156 28 140 0
v
Total records identified through Additional records identified through
database searching (n= 341 ) other sources (n= 0 )

l l

Records screened (1st Screening)
——ly
(n= 341 )
Full-text articles assessed for eligibility
—_—
(2nd Screening) (n= 2 )

|

Studies included in qualitative synthesis

Studies included in quantitative synthesis

(meta—analysis) (n= 2 )

Records excluded

(n= 339 )

Full-text articles excluded
with reasons

(n= 0 )

*CQRIR IR



BFEC CQ31 NATRADYRY

[4-6 FRAG —b BlEERFE]

DRAIFS1> B HHES

X&|HTLV-1I3ERAEE

9+ A |DMARDs
poyi
7OrhL [ |
(GRS ES INLTRYRD*
B |57 (e T2
N |81 |13 q 1Rq Z O ERER** IEE R+ YR ANB(TIbhLZE) ERET7 DL
FR (PR | PR 72
;J:;E 2? ZhiR
A 8 d: d:
e [mET BR 7 |79 |21 AR AR ANAA oo x| 2 A A R |2 mE
BEI—F |0 [PA [TIMbA BT ok G B |BS |00 [BS BD %) | mi|se |28|SE |08 [TH5 | =k
nE g . B8 |F B8 |F (&)
LAl |7y )
7
moderate and
good response
R—k based on 0.06
Suzuki 2018 Eﬁl”; TNFi EULAR =l =l =l 535| 432] 80.7 50 33 66 OR 0.24(to
v response at 3 0.94
months
. afk—k . J&/(ATL).
Suzuki 2018 W TNFi HTLV-1 B8 % 50 0 0
BEAE(HAM)
good response
Umekita | 378—F |\, Eﬁsf:;n 20 19| 95| 10| 7| 70 RR | 0.74 2'49
2014 MR : response at 3 . 1012
months .
. low disease 0.03
pnekita ;‘E’f;_'“ TNFi activity or 20 10| so| 10| 1| 10 RR | 02t
v remission 1.35
Umekita ak—bk ) RATHIEE
2014 g | MEATL) o o o




EHD CQ31 TETFURTATFAIL

EHHE6: HTLV-1[5ERAE ZICDMARDD R 5 (X R EM ?

HEICAWV-ZTETVRTOT7741

SR 1 A

TNFi EULAR responsed)good or moderate response

(Certainty assessment)

FERDEH (Summary of findings)

95% Cl

95% Cl

‘__ IETVRAD

e
(GRADE)

2 ST 1N ] [V NN RN E——— - 40/60 | 451/555 RR 0.20 -65 per 1,00 @000
(1,2] % (ny) | RET PRATEL RIS A2 sl 66.7%) | 81.3%) | (0.06t00.67) (-76 to -27) JEE IR N/A
HBEERFOE. T +HEREDTAEM unclearE f=[Zhigh risk of bias, 77 DE. FWEYET D b H LBIFEAunclear risk of bias®D =&, FEZl&E LT=
AN M. B TILENDGEN =0, BRE LT,
TNFi (BB FEE E X ER
1 ak—rEH| L4 | - s BN ESER . RR 0.20 -400 per 1,000 @000
wmy SR | BT # % %
2] 2 (N=1) Rl TlAR R ThL 2 L 1/10 (10%) |10/20 (50%) (0.03 to 1.35) (485 to 175) 3% = N/A
HBERFOE. A THEREDIAEA unclearE 1= [Lhigh risk of bias. 7 7 DE. AEYIZF 5 7 LB hiunclear risk of biasD 1= 8. RZI & L1=

#2 RRODIS5%IEFERXME D LR & TERAS.

[FEHE] LRGN DEERR.75& [HLLERE] LREINDIEERRLISOWAEZEATNS=H, FEICEZHE LT,

FERDEH (Summary of findings)

HTLV-17 F 7% (HU/HAU)

e

v YRy &t

TNFi B ATHAR B 1055 (ATL), HTLV-1E3E#HEERE (HAM).

(Certainty assessment) TESC R0

e
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2 J7h— FER| PRI R A o ATL. HAM. HU/HAUDFEZ|&IL @000
;/L;,—I N ;"“3‘71 N o #2 N
[12] £ (N=2) 0 RN T W [RZI T W B2 oL 60 0% (0/60) 3£ N/A
HLNBENGL . BERTOE. 77 DE. A t+HEXEDTAE A high risk of bias, @Y7L 7 ™ ~ N LRI Alunclear risk of biasd 1= 8. &I EZIE LT=

W BARY ML BY U TILEN DRSO, REE LT,

N/A : EX - EEIFFZE LG (not applicable), ##flilE [ ERERKRE - 7O b HLEYZALIIRAFar | 3R

EIEH

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 |
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 |-positive patients with rheumatoid arthritis. Arthritis Care Res (Hoboken). 2014 May;66(5):788-92.



BHA CQ32 XpktEZE (PubMed)

EBHE7: EMEEDESHEIZEEFEDHHRAEEZICIDMARDD R EIIREMN ?

¥%EA : 20191A25H (%)

No. EENG BREREH
#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
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 (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 salazosulfapyridine[ TIAB] OR leflunomide[ TIAB] OR tacrolimus[TIAB] OR iguratimod[TIAB] OR bDMARD*[TIAB] OR biological
#05  |disease-modifying antirheumatic drug*[TIAB] OR biological DMARD*[TIAB] OR TNF inhibitor*[TIAB] OR TNFi[TIAB] OR Tumor Necrosis Factor 262
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 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 ENGLISH[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 17
“systematic review” [TIAB])
#11 #8 AND (“Practice Guideline”[PT] OR “Practice Guidelines as Topic”[Mesh] OR “Consensus”[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
414 #8 AND (“Clinical Trial”[PT] OR “Clinical Trials as Topic”“[Mesh] OR ((clinical trial*x[TIAB] OR case control*[TIAB] OR case comparison*[TIAB]) NOT 45
medline[SB]))
#15 (#13 OR #14) NOT #12 51
#16 #8 AND (“Epidemiologic Studies”[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

20535785

Sheetl

Sheet2

Sheet3

20535785



ERA CQ32 X% (Cochrane)

BHE7 EREEDEHEIIBEEDHDRAEEZICDMARDD RS (FREMN ?

®F*EB : 20198F1829H(X)
No. EEN EER R
#01 "rheumatoid arthritis":ti 7,726
malignancy:ti OR cancer*:ti OR lymphoma:ti OR “lymphoproliferative disorder”:ti OR carcinoma*:ti OR melanoma*:ti OR sarcoma*:ti OR
#02 tumok-ti 99,609
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 antirheumatic
403 drug”:ti,ab,kw OR “biological DMARD”:ti,abkw OR “TNF inhibitor”:ti,ab,kw OR TNFi:ti,abkw OR “Tumor Necrosis Factor 24232
inhibitor”:ti,ab,kw OR “NF 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,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 #3 176
#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

Sheetl
Sheet2



BEHA CQ32 XmmEX(EHES)

BHHE7: EMEBEDOEHEIZIBREDHIRAEZEICDMARDD IR S (TR EM ?
%K H : 2019%1R278(8)
No. EE BREREREH
#01  [EAENY < F;EWEE/TH 27,056
#02  |fE&/TH 2,009,541
403 YO FRGEEMFA/THor in ) DI FEEE|/TH or £EYFHEF/TH or BEERERF7IL 7 7;3EME - HEY 279 931
& /TH or "Janus Kinase Inhibitors"/TH !
BEERY) < F /Tl and BM4EES/TA and (methotrexate/TAor * k b L ¥ H— ~/TA or £&LEI/TA or bucillamine/TA or 7 <
< X U /TA or "salazosu | fapyridine"/TA or 45 Y E 1) > /TA or leflunomide/TAor L ZJL/ = K/TA or tacrolimus/TAor X 9
A1) LsR/TA or iguratimod/TA or 4 7' 5 FE K/TA or £ RIELEI/TA or E¥ELEI/TA or bDMARD/TA or "biological
404 DMARD"/TA or TNFREZE#I/TA or TNFREEZE/TA or TNFaBEE/TA or infliximab/TA or 4 > 7 ') &3, J/TA or etanercept/TA 50
or T4 )Lt 7 /TA or adalimumab/TA or 7 % ') Ls< T /TA or golimumab/TA or I'') Ls< T /TA or "certolizumab
pegol"/TAor £JL k1) X< TJ/TA or tocilizumab/TAor k1) X< J/TA or abatacept/TA or 7 /32t 7 +/TA or "Janus
Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKBRE FIl/TA or JAKBEE ZE/TA or baricitinib/TA or 7/N1) & F = J/TA
or Tofacitinib/TAor k7 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 T F U R/THor VATIR T4 v LEa—/THor BEHA K54 2 /TH) 13
#08 [#6and RD=ABZ T+ ) X EENA KS4 ) 0
#09 [#6and (A B T F VL R/TAor VATI T4 LEa—/TAor BEHA K54 2 /TA) 2
#10 #7 or #8 or #9 13
#11  [#6 and T ABFZE/TH 33
#12  |#6 and (RD=5 4 L1LLLEERER) 0
413 [#6.and (ﬁ)\ﬁﬁ?‘i/TA:qr ERERERER/TA or U5 Mttl:is‘aéf(,sﬁ/TA or gﬁﬁﬁﬁ.@tbjﬁ%ﬁ%ﬁ/m or SBIFEERER/TA or EIHEEAER/TA or Sl 14
HHELER/TA or SEIVABERER/TA or JELHEHER/TA or RIZEMERER/TA or SUA LEIFIF/TA)
#14 (#11 or #12 or #13) not #10 33
#15  |#6 and (BRI EHE/TH or BRI T H A 2 /TH) 61
#16  |#6 and (RD=#5 > 4 L L LL B EAER, LLERRRZR) 14

Sheet1

Sheet2



#6 and (JRFHFZR/TA or IR HIRRZT/TA or SRR ATREMERAZE[/TA or MAEIRAZE/TA or ZHEER LR /TAor /N4 O kT
B2y MTAor BAREAE/TA or BRERFRZE/TA or BAZZHAZE/TA or HtWTEAZT/TA or R E AT /TA or B AR EHHZL/TA or

L7 e et BB ERZE /TA or BT = BH2E/TA or 21 7k— FBIZE/TA or SEBRBFZE/TA or BFEBIZE/TA or HLESERZE/TA or & O A A — /
IN—FRZE/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 29

Sheet3



EFB CQ32 XEEERZIO—Fv—t

AT BET) IR FERIAF5422020
XEERR7O0—Fvy—hk
PubMed Cochrane EhE  Others( )
180 114 75 0
Total records identified through Additional records identified through
database searching (n= 353 ) other sources (n= 0 )
Records screened (1st Screening) Records excluded
—
(n= 353 ) (n= 289 )
_ ; CAX B
Full-text articles assessed for eligibility Full text. articles excluded QRBIHERX
— with reasons
(2nd Screening) (n= 64 ) (n= 56 )

l

Studies included in qualitative synthesis

(n= 8 )

|

Studies included in quantitative synthesis

(meta—analysis) (n= 2 )




BEHC CQ32 NATADYRY

[4-6 FHMES —F HBELHFE]
.- VA o 2 EHHET
HR|EUEBZOESHELIIREDOHIRAESE
9+ A |DMARDs
b |
T AL |
ERIBE ISMFRYRY*
AR s (g | 20
INA (131 1314 e 0 LR EE JEE R+ YRYANB(TINDLE) ERET I hL
TFR|TR|T7R
TR
95 o5 -
e, & £Y
— ] b LiAbsic] A |NA ez | R | =
giEa— PR aA  |poraa (@E(ZLI70 21 B9 (B9 |00 |B5 | B5 00 (SR MRINLITA R g B1
nE |7 g |F B |F ) (&)
5 B
Raaschou [ =7R—R8f| 1\ Breast cancer 120 9| 75| 120 9| 75 HR | 1.1]o.4-2.
2015 g revurrence
Second
Scott 2016 .,:I\,ﬂ—\ ht MTX nonmelanoma 29 194 HR 1.6 108~
E . 2.37
skin cancer
Second
Scott 2016 ,,:I\,ﬂ—\_bm TNFi nonmelanoma 335 109 HR | 1.49 103
A . 2.16
skin cancer
Second
Soott 2016 | M| agT nonmelanoma 335 319 HR | 1.4[048
A . 4.03
skin cancer
Second
Soott 2016 |2 M Ry nonmelanoma 335 320 HR | 1.44(0-267
® . 8.08
skin cancer
Zv;fgtmm ;'.;"‘_H* TNFi Ic"azacs;‘:e cervieal 2036| 4| 02| 685| 3| 0.44
Mamtani aR—ER Breast cancer 0.67-
2016 = MTX revurrence 892| 28| 3.14| 892 52| 5.83 HR 1.07 1.69
Mamtani JR—hER ) Breast cancer 0.65-
2016 » TNFi Troas: oan 1164| 48| 4.12| 201| 17| 5.84 HR | 113[ ]
Silva- . -
Fernandez |2~ " | TN Secon malignant 159| 46| 28.9| 243| 53| 218 HR | 0.56 g'gg
2016 n neoplasm .
Silva- a7R— R second malignant 0.11-
Fernandez o RTX | 159| 46| 28.9| 23 2| 87 HR | 0.44 1.82
2016 n neoplasm B
Dreyer 2018 | 2T M| pmaRDs [second malignant 1176| 70| 5.95| 502| 38| 7.57 HR | 1.11[0747
x neoplasm 1.67
Dreyer 2018 ;;k_iqﬁ bDMARDs Mortality 1176| 207| 17.6| 502 135| 26.9 HR 1.25 ?gg_
Raaschou aR—ER ) Cancer 0.73-
2018 = TNFi recurrence 2164| 155| 7.16| 467| 42| 8.99 HR 1.06 1.54
Raaschou J7R—MER ) ) 0.65-
2018 7 TNFi Mortality 1070| 78| 7.29| 223 23| 10.3 HR 1.08 1.80




EBHD CQ32 IEFRTAT7AIL

BHET: EMEEOSHE-IXBREDHIRAEEICDMARDD IR EITREM ?

HREICAWV-IET>RTOI774M4L
FERMEEME  (Certainty assessment)

FERDEH (Summary of findings)
R e

TNFRREE FLEOHHR

2 ams— M s | . FEH TS 57/1284 HR 1.12 5 per 1,000 [ Jolele)
VEH VEAN T2 | LT A ( 7L |26/411 (6.3% .
[1.2] It A w2 (6.3%) (4.4%) ]| 055t01.82 -20to 36 FEH AR

BT 7 DE. PTHERIEDIEN unclear risk of biasD 1= 8. =Zl& L1-
#2 HRDIS5%EFERM D LR & TERA., [HALGHE] ELREINBEHEHR0.75¢ [HEALGE] ELRLEIABEEHR1.2SOMAEZZATNST=H, EBITERIE L
1=

TNFRREZE EAS/—TREEDEHR

1 aR— ML, S#1 e s 7o lms o 2o 7 HR 1.49 3BIFAEF L Jejele;

3l o VEZI PR [ERAICA W RLI TRV AL | TAMTFAE|T23TFAE L0310 2.16 210 84 S~ N/A
HLTTDE., FHRLERKEDORAE., BEERFDEHDunclear risk of biasD 1=, FEZ & L 1=

INFEHER FERMLRNERCNIEAIZ2) OBREEZAISIEEERREL-, RATEREOREHRE

(95% ClI) (95% ClI) (GRADE)

N/A

1 = 5 = N . 0Py A . ()

i - ge M Sl G NCTIN b7S7 i ebANTAY IS ke 2L 3/685 (0.4%) |4/2036 (0.2%) ﬁgﬁg%’, S BRIAX #%od?& N/A
HTT7DE., FHRLEXRKOFAE., BEERFDZEH unclear risk of biasD 1=, FZ & LT1=
WA M, B TILELDENO, F & LT,
INFRHER EOFH

1 2= M| e, S SRS [ f 651600 (0.40p)| 23313234 HR 1.07 5 per 1,000 @000

[5] e A PR | RAICY A i (9.4%) (7.2%) ] 0.79t0 1.44 -15t0 32 IR VA

HTTDE., FHLLEXEDORARE., BEERAFDEMDunclear risk of biasD 1=, FEZ & LT=
#2 HRDIS%EFEXBE(CHD LR ETREA. [HRLGL] & MHELGE] LRGEINLHIEEHR-125ZF5ATVNSOH, FRlE LT



INFRRE R BREZSTETOE
1 aR— M
(6] 7t
HNTTDE., T HRERBOFE, BERAFDENM unclear risk of biasD =&, FZl& L1=
AR M, BYUTLELRDLENED, B E L

53/243 46/159 HR 0.56 -127 per 1,000 |_Jole]e)

N/A
(21.8%) (28.9%) | 0.36t00.88 -185 t0-34 FEFITAR /

‘1'71"3%#1 %Wﬂﬁﬂiﬁf AT %zu#z 2L

. - FERDEH] (Summary of findings)
FERMEEME  (Certainty assessment) pE Ty s

JYXLTT EAS/—IEEBEOESR

[;] T e | A | e = L

HEME

T AT 0.26 t0 8.08 -55 to 527 FEFITIK N/A

(95% ClI) (95% ClI) (GRADE)

FEHZTRA 103.2/1F A HR 1.44 R2FANE [ Jelele)

M TDE. FHHLEREOFE, E=xEFDEDunclear risk of biasD =8 . FEZl & L1=

2 YYXOTTIFAARTHEE) 99 FIZFEERIBIhL T ELES., FRE L

#3HRDISWIEEXMB D LR & TRA. [HULGFR] ERALINSEEHR0.75¢ THHELE] ERLEINBEEHR-125OWAEEATWNSE=H, EFBIZEZIEL
1=

JYxiw) BRESLETOE
1 AR — MM FEHZTRA) 46/159 HR 0.44 -156 per 1,000 [ Jelele)

s FEAAN R | ERZIT A 2L 2/23 (8.7% \
[6] 7t A " A w2 BT 89w [o1r0182| 2571027 FE I

N/A

M TDE. FHHEREOFE, E=xEFDEDunclear risk of biasD =8 . FEZl & L1=
#2 HRDIS%EERX BN LR & TREA. [HHELGFE] ERLAINDELEHR0.75¢ [HUALGE] LRLEINEEEHR125OMAZEATWNSED., EBIZEZIEL
1=

o ; FEERDOESL] (Summary of findings)

e T e EERILRER TE7220| gmp
WEFTFLNIIAL T 2D = ) \ ZF Dok FE%F %t FEEMY

Uag || AL || RS || AR AL (GRADE)

TNt Th EAS/—IREEDEHR

1 =2 — M Rl BN N S A NG AR g2 7 HR 1.40 30/:Fkﬂ£ 0000

3] i A SLIORN [CE g sL |BUTAE(TAOFAE 0.48 t0 4.03 -38 t0 224 FEH AR A
HLETTDE. T +RERBOFE, E2EFDEHunclear risk of biasD =& . Fzl& L1=
#2 HRDISWIEEXE D LR E TRA. [MHELFE] ERAESNDELEHR.75¢ HHALE] ERLEINBEEHRL25OMAZEATWND=OH, EBIZEZIEL
1=

95% ClI 95% Cl




FERDEH (Summary of findings)

FERMEEME  (Certainty assessment)

BENEEHELEE IETVARAD
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BOHES BIBREATOAL, DMARDIREHDRABEIZT/F U HEBIEMIN DOREN?
BRFEH : 201918258 (%)

No. EE BRERA

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

#02 "Vaccines"[Mesh] OR "Vaccination"[Mesh] 241,328

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 (vaccine[TIAB] OR vaccination[TIAB] OR flu[TIAB] OR influenza[TIAB] OR streptococcus pneumonia*[TIAB] OR
pneumococcal[TIAB] OR pneumovax[TIAB] OR PPSV[TIAB] OR prevenar[TIAB] OR PCV[TIAB] OR varicella[TIAB] OR chickenpox[TIAB] OR zoster[TIAB]
OR shingles[TIAB] OR varivax[TIAB] OR “HZ/su”[TIAB] OR Zostavax[TIAB] OR Shingrix[TIAB]) AND (csDMARD*[TIAB] OR methotrexate[TIAB] OR

#05 gold[TIAB] OR bucillamine[TIAB] OR salazosulfapyridine[TIAB] OR leflunomide[TIAB] OR tacrolimus[TIAB] OR iguratimod[TIAB] OR bDMARD*[TIAB] OR 185
biological disease—modifying antirheumatic drug*[TIAB] OR biological DMARD*[TIAB] OR TNF inhibitorx[TIAB] OR TNFi[TIAB] OR Tumor Necrosis Factor
inhibitor*[TIAB] OR TNF biologic*[TIAB] OR Infliximab[TIAB] OR Adalimumab[TIAB] OR Etanercept[TIAB] OR golimumab[TIAB] OR Certolizumab[TIAB] OR
tocilizumab[TIAB] OR abatacept[TIAB] OR JAK inhibitor¥[TIAB] OR Janus Kinase Inhibitor*[TIAB] OR tofacitinib[TIAB] OR baricitinib[ TIAB])

#06 (#1 AND #2 AND (#3 OR #4)) OR #5 263

#07 #6 AND 2012:2018[DP] 149

#08 #7 AND (JAPANESE[LA] OR ENGLISH[LA]) 142

#09 #8 AND (“Meta—Analysis”[PT] OR “Meta—Analysis as Topic”[Mesh] OR “meta—analysis”[TIAB]) 6

#10 #8 ANIB ("Cochrane Database Syst Rev”’[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as Topic”[Mesh] OR “systematic 8
review [TIAB])

#11 #8 AND (“Practice Gu’ildeline"[PT] 9R “Practice Guidelines as Topic"[Mef,h] OR ”“Consensus”[Mesh] OR “Consensus Development 6
Conferences as Topic [Mesh] OR “Consensus Development Conference”[PT] OR guideline*[TI] OR consensus[TI])

#12 #9 OR #10 OR #11 13

#13 #8 AND (“"Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (random*[TIAB] NOT medline[SB])) 35

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 16
medline[SB)))

#15 (#13 OR #14) NOT #12 44

#15 #8 AND (“Epidemiologic Studi.es"[Mesh] OR ”“Epidemiologic Research Design"[Mesh] OR “Comparative Study”[PT] OR “Multicenter Study”[PT] OR 60
((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SBI))

#16 #16 NOT (#12 OR #15) 30

17304653

Sheetl

Sheet2

Sheet3

17304653



EHA

CQ33 XmktRFE = (Cochrane)

BHES BIBEREXTOAF, DMARDIRGEHDRABEICDIVFUERITEMNDZEN?
¥EH : 20198F1A29H(X)

No. EENN EER R

#01 "rheumatoid arthritis":ti 7,726
vaccine:ti,abkw OR vaccination:ti,ab,kw OR flu:ti,ab,kw OR influenza:ti,ab,kw OR “streptococcus pneumoniae”:ti,abkw OR

#02 pneumococcal:ti,abkw OR pneumovax:ti,abkw OR PPSV:ti,ab,kw OR prevenar:ti,ab,kw OR PCV:ti,abkw OR varicella:ti,abkw OR 24088
chickenpox:ti,ab,kw OR zoster:ti,ab,kw OR shingles:ti,ab,kw OR varivax:ti,abkw OR “HZ su”:ti,abkw OR Zostavax:ti,ab,kw OR ’
Shingrix: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,abkw OR iguratimod:ti,ab,kw OR bDMARD*:ti,ab,kw OR “biological disease-modifying antirheumatic

403 drug”:ti,ab,kw OR “biological DMARD”:ti,abkw OR “TNF inhibitor”ti,ab,kw OR TNFi:ti,abkw 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,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,abkw OR baricitinib:ti,ab,kw

#04 #1 AND #2 AND #3 169

#05  |#4 with Cochrane Library publication date from Jan 2012 to Dec 2018 148

#06 #5 CDSR 0

#07 #5 CCRCT 148
Protocols 0
Editorials 0
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BEMA CQ33 XiteFRK (EHES)
BHHES: BIEREATAAK, DMARDIR SHDRABEICDVFUBRBEIFEUN OREN?
B®%EH : 2019F1[827H(H)
No. BmERX EEN L
#01 |BAETY V< FEMEE/TH 27,056
#02 |79 F 2 /THor TRH$ERE/TH 45,768
vo3 YUY FRGAEMFIRA/THor 1) < FEEFI/TH or £EMEMEE/TH or BEERRF7IL T 7 35WE - IBEME/TH or "Janus 979 931
Kinase Inhibitors"/TH !
BEETY) O F/Tland (T 9 F > /TA or TEHEFE/TA or D 4 F L HEFE/TA) and (methotrexate/TAor A b b L4 — k/TA or £ &H/TA or
bucillamine/TA or 75 = >/TA or "salazosu | fapyridine"/TAor 45 Y E 1) > /TA or leflunomide/TAor L Z7JL ./ = K/TA or tacrolimus/TA or
A4 01) LsX/TA origuratimod/TA or € &' 5 FE K/TA or E¥ERIELEI/TA or B H|/TA or bDMARD/TA or "biological DMARD"/TA or TNF[H
#04  |EHI/TA or TNFREEZE/TA or TNFaPEZE/TA or infliximab/TA or 4 > 7 1) << J/TA or etanercept/TA or & 1)L+ 7 I /TA or adalimumab/TA 24
or 74 1) Lx< J/TA or golimumab/TA or 3'') Ls< TJ/TA or "certolizumab pegol"/TA or )L k') X< T /TA or tocilizumab/TAor k1) X< T
/TA or abatacept/TA or 7 /3% +2 7 I /TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKBEZE#I/TA or JAKREZE Z/TA or
baricitinib/TA or /31) 2 F = J /TA or Tofacitinib/TAor k7 7 > F =T /TA)
#05 (#1 and #2 and #3) or #4 89
#06 #5 and (DT=2012:2018) 46
#07 |#6and (A AT F VI A/THor VATITA VI LEa—/THor BEHA K54 2 /TH) 3
#08 |#6and (RD=£X B 7+ ) LR, BEAAEZ4 ) 0
#09 [#6and (A BT FT UL R/TAor VATITA VI LEA—/TAor BEHA K54 2 /TA) 1
#10 #7 or #8 or #9 3
#11  |#6 and I AFRZE/TH 2
#12  |#6 and (RD=54 L{bLLLESEAER) 0
413 #6 and (ﬁ)\ﬁﬁ%’%/‘rﬁ or EE‘EEIEEKE%/TAB!' 5>@A1|_:.J:I:$§Eiti§§/TA or MAE AL LLBIEAER/TA or SEIMEEAER/TA or EIFHEAER/TA or SENAREKER/TA or SEIVAR 1
SHER/TA or JELMHEAER/TA or EIZEMHER/TA or T LEIFF/TA)
#14 (#11 or #12 or #13) not #10 3
#15  |#6 and (BRI E/TH or B E T H A > /TH) 4
#16  [#6 and (RD=#3 > & L1k LB ER, LL B R ZR) 1
#6 and (JE2RAZR/TA or IR HIBRZE/TA or R AT REMERAZE[/TA or MAERARE/TA or BHEERERIAE/TAor /S4By b TAT Y F/TAor 12
#17 | ARFAE/TA or BEREREAZT/TA or BRI /TA or HERTEAZT/TA or £ M ZHHZE/TA or £ A A EBFF/TA or FEHFIxT EEHZE/TA or Bl E HFZE/TA or 1 0
R— NEEZR/TA or B BRRZE/TA or BREFZE/TA or LEERRZR/TA or ¥ O R A —/\—HZR/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 2
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PubMed Cochrane EhE  Others( )
87 148 8 0
Total records identified through Additional records identified through
database searching (n= 200 ) other sources (n= 0 )
Records screened (1st Screening) Records excluded
—
(n= 200 ) (n= 159 )
_ ; *CQX B
Full-text articles assessed for eligibility Full text. articles excluded HRIRX
— with reasons
(2nd Screening) (n= 41 ) (n= 15 )

l

Studies included in qualitative synthesis

(n= 26 )

|

Studies included in quantitative synthesis

(meta—analysis) (n= 3 )
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Flu A/HINT
. SFR—FBF|TCZMTX . 0.78-
Mori 2012 3; r&t SASP. BU VS |Seroprotection 13| 72.2| 49| 38| 776 RR [ 107|] 40
Mori 2012 R—RB| TCZ vs SASP, |5 1 stection 13| 722| 62| 49| 79 RR | 1.00[099"
% BU 150
Mori 2012 ;:k_'"r’ﬁ QJX vs SASP, g roprotection 13| 722| 65| 46| 708 RR | 0.08 ?;;“
. SFR—FBF|TCZMTX 0.55-
Mori 2012 3; r&t SASP. BU VS |Seroresponse 8| 44.4| 49| 22| 449 RR [ 101[] g0
Mori 2012 ;:k—hﬁﬁ gﬁz vs SASP. g oresponse 8| 444| 62| 30| 484 RR | 1.11 ?g?‘
Mori 2012 R—RBHMTX vs SASP. |50 e cponse 8| 444| 65| 31| 477 RR | 1.07[9-60"
% BU 191
Kivitz 2014 RCT %';*MTX VS |Seroresponse 58| 505| 110| 50| 45.8 RR | 0.89 ?'??"
Kapetanovic 2007 ;:k—hﬁﬁ m’;‘*MTX Vs [Seroprotection 33| 802 50| 26| s2 RR | 058 g:‘;g"
Kapetanovic 2007 ;:k—hﬁﬁ TNFi vs MTX  |Seroprotection 33| s02| 62| 36| 58.1 RR | 0.65 g'gg"
SR —F B[ TNFi 0.95-
Kubota 2007 3; Bt csmlA\;\SRDs Seroresponse 8| 222 27| 12| 444 RR 2|40
Flu A/H3N2
) SR —FBF|TCZ+MTX ) 0.72-
Mori 2012 9’{" rof SASP. BU VS |Seroprotection 14| 77.8| 49| 37| 755 RR [ 097|] 30
Mori 2012 f';a"k—'“ﬁ ggz vs SASP. |5y oprotestion 14| 778 62| 61| 984 RR | 1.26 ?'gg"
Mori 2012 ;3'*_'“5* gle vs SASP. s oprotection 14| 778 65| 46| 708 RR | 091 ?'gg"
) SR —FBF|TCZ+MTX 0.54-
Mori 2012 9’{" rof SASP. BU VS |Seroresponse 7| 38.9] 49| 20| 408 RR [ 105], 0z
) 27 —FBF|TCZ vs SASP, 0.66-
Mori 2012 = BU Seroresponse 7| 389 62| 30( 484 RR 1.24 234
i O7R—MBF|MTX vs SASP, 0.56—
Mori 2012 = BU Seroresponse 7| 389 65| 27| 415 RR 1.07 204
— CZP*MTX vs 0.67-
Kivitz 2014 RCT MTX Seroresponse 80| 70.6| 110| 63| 57 RR | 0.82 1.00
) a7R—RBF[ TNFi+MTX vs . 0.54-
Kapetanovic 2007 = MTX Seroprotection 28| 75.7| 50| 28| 56 RR | 0.74 1.01
Kapetanovic 2007 ;3'*_'“5* TNFivs MTX  |Seroprotection 28| 75.7| 62| 46| 742 RR | 098 ?';i"
2R —F G| TNFi 0.71-
Kubota 2007 g;a' i cth'A‘fRDS Seroresponse 12| 333 27| 12| 444 RR | 1.33]5 49
B/B1
. SFR—FBF|TCZMTX . 0.80-
Mori 2012 3; r&t SASP. BU VS |Seroprotection 13| 72.2| 49| 39| 79.6 RRO[ 1[4y
Mori 2012 ;:k—hﬁﬁ gﬁz vs SASP. o roprotection 13| 722| 62| 59| 952 RR | 1.32 ?'57’2"
Mori 2012 ;:k—hﬁﬁ QJX vs SASP. g roprotection 13 722| 65| 51| 785 RR | 1.09 ?'Zg"
. SF—FBF|TCZMTX 0.35-
Mori 2012 3; r&t SASP. BU VS |Seroresponse 14| 778 49| 19| 3838 RR | 05|57
Mori 2012 ;:k—hﬁﬁ gﬁz vs SASP. g oresponse 14| 778 62| 25| 403 RR | 052 8233"
Mori 2012 ;:k—hﬁﬁ QJX vs SASP. 5 roresponse 14| 778 65| 25| 385 RR | 05 g:?g"
Kivitz 2014 RCT %';*MTX VS |Seroresponse 50| 44| 110| 49| 449 RR | 1.02 ?';g"
Kapetanovic 2007 ;:k—hﬁﬁ m’;‘*MTX Vs [Seroprotection 35| 046 50| 42| 84 RR | 0.89 %Z"
Kapetanovic 2007 ;:k—hﬁﬁ TNFi vs MTX  |Seroprotection 35| 046 62| 54 87.1 RR | 0.02 ?'gl"
SR —F BT TNFi 0.57-
Kubota 2007 3; Bt csmlA\;\SRDs Seroresponse 8| 222| 27| 8| 296 RR [ 133370
Pandemic A/HIN1
SR —F BT TNFi ) 0.75-
Leonardo 2012 ’;‘371' i csDI:/I\//\SRDs Seroprotection 26| 63.4| 41| 27| 659 RR 1.04 143
2R —F BT TNFi 0.78-
Leonardo 2012 ’;‘371' i csDI:/I\//\SRDs Seroresponse 25| 61.9 41| 27| 65.9 RR | 1.08 1.50
Riebeiro 2013 ;3'*_'“5* ABT vs MTX  |Seroprotestion 19 s76] 11| 1] 9.09 RR | 0.16 ?'gg"
Flu
Kobashigawa 2013 | /T F#F|Vaceine vsno 1, e ttack 4055 RR | 082[071"
B vaccine 0.95
Chen 2-18 R—RBf| Vaccine vs no i 49| 1.31|3748| 32| 085 HR | 0.62(%3%"
B vaccine 0.97
Chen 2-18 k8| Vaccine vs no  [Hospitalization 84| 2.24|3748| 70| 187 HR | 0.77(9-36
B vaccine for pneumonia 1.07
Burmester 2017 |2/ Bk[Vaccine vs no - Influenza-related 55| 14.4| 171| 8| 468 RR | 0.32/%16"
B vaccine AEs 0.67
Kivitz 2014 RCT CZPHMTX vs g oresponse 62| 54.1| 110| 55| 505 RR | 092|972
MTX 118
Winthrop 2016 |RCT Tofa vs placebo |Seroresponse 61| 622 102| 58| 56.9 RR | 0.01 ?'Zg"
Winthrop 2016 |RCT Tofa vs placebo |Seroprotestion 90| o1.8| 102| 78| 765 RR | 0.83 g;j‘
Winthrop 2016 |RCT Tofa withdrawn | 0o cponse 61| 66.3| 91| 58| 637 RR | 0.06/%78"
Vs contunuos 1.19
Park 2017 RCT MTX withdrawn oo o o ponse 37| 537| 69| 45| 654 RR | 122|992
vs contunuos 1.61
Park 2018 ReT  MTX withdrawn o conse 88| 55| 156| 119| 76 RR | 1.39|117"
vs contunuos 1,64
229| 125] 546| 225 164 72.9
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Pneumococcal conjugate

Kapetanovic 2013 ;:k—bﬁﬁ m’;‘*MTX VS [Seroprotection | -1 85| sa| 682| 89| 50| 562 RR | 0.82 ?:gi"
Kapetanovic 2013 ;:k_'"r’ﬁ TNFivs MTX  |Seroprotestion | 1 85| sa| 682| 79| 47| 505 RR | 0.87 ?'?g"
Kapetanovic 2013 ;:k—bﬁﬁ ETT>)((+MTX Vs [Seroresponse -1 gs| 18| 212| 20| 3| 103 RR | 0.49 ?:;2"
Kapetanovic 2013 ;{k_’\m RTX vs MTX Seroresponse -1 85| 18] 21.2| 26 0 0 RR [NA
Kapetanovic 2013 ;:k—bﬁﬁ ABT vs MTX  |Seroresponse -1 gs| 18| 212| 17| 3| 176 RR | 0.83 gé?‘
Kapetanovic 2013 ;:k—bﬁﬁ TCZ vs MTX  |Seroresponse -1 gs| 18| 212| 16| 9| 563 RR | 2.66 1';';"
Kapetanovic 2011 ;:k—bﬁﬁ m’;‘*MTX Vs [Seroresponse -1 gs| 18| 212| eo| 29| 326 RR | 154 g:gg"
Kapetanovic 2011 ;:k—bﬁﬁ TNFi vs MTX  |Seroresponse -1 gs| 18| 212| 79| 14| 177 RR | 0.84 ?'g‘?"
Nagel 2014 R—RBf| Vaccine vs no {4 o tion -1 1988 248 RR | 1.06[05%"
B vaccine 2.10
Nagel 2014 R—hBf|Vaccine vs no g oo infection | -1 1988 248 RR | 065[024"
B vaccine 1.72
Peumocccal
polysaccharaide
Kivitz 2014 RCT CZPHMTX vs g oresponse 66| 582| 110| 59| 53.3 RR | 0.03/%7%"
MTX 117
Winthrop 2016 |RCT Tofa vs placebo |Seroresponse 67| 68.4| 102| 46| 45.1 RR | 0.66 8'2%‘
Winthrop 2016 |RCT Tofa continuous | g oo onse 77| 846| 92| 69| 75 RR | 0.89|%77"
vs withdrawn 1.03
— SR —FBF|GLM*MTX vs 018-
Migita 2015a = MTX Seroresponse 28| 50.9| 24 5| 20.8 RR | 0.41 093
— 2R—F B MTX 0.58-
Migita 2015a ’;‘371' i csDM\;\SRDs Seroresponse 25| 71.4[ 55| 31| 56.4 RR | 0.79 1.08
Migita 2015b ;3'*_'“5* ABT vs MTX  |Seroresponse 28| 509| 21| 10| 476 RR | 094 ?'gg"
. O7R—FEF| TAC+HMTX vs 0.33-
Migita 2015¢ = MTX Seroresponse 28| 50.9| 14 5| 35.7 RR 0.7 148
— 2FR—FBI|TAC 0.84-
Migita 2015¢ .,’\5 i csDM\:\SRDs Seroresponse 25| 71.4( 29| 23| 79.3 RR | 1.11 147
Bingham 2015 |RCT Iﬁi"wx VS ISeroresponse 17| 708| 50| 30| 60 RR | 085 ?'?g"
) SR—F B TNFFMTX vs 0.89-
Kapetanovic 2006 = MTX Seroresponse 7] 189 50( 18] 36 RR 1.9 408
Kapetanovic 2006 ;3'*_"“ TNFivs MTX  |Seroresponse 7| 189| 62| 32| 516 RR | 273 ;'gf‘"
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ERHA CQ34 XERFE I (PubMed)

No. BRER R a

#01 |”Arthritis, Rheumatoid/drug therapy” [Majr] 19,526
(“Methotrexate“[Mesh] OR “Sulfasalazine”[Mesh] OR “bucillamine”[Supplementary Concept] OR

#02 |”iguratimod”[Supplementary Concept] OR “Tacrolimus”[Mesh] OR “tofacitinib” [Supplementary 43,334
Concept] OR “baricitinib” [Supplementary Concept]) AND “therapeutic use”[SH]

#03 |“Aged”[Mesh] 2,897,688
“rheumatoid arthritis”[TI] AND (aged[TI] OR elderly[TI]) AND (csDMARD*[TIAB] OR

#04 [tsDMARD*[TIAB] OR bucillamine*[TIAB] OR methotrexate*[TIAB] OR iguratimod*[TIAB] OR 36
salazosulfapyridine*[TIAB] OR tacrolimus*[TIAB] OR tofacitinib[ TIAB] OR baricitinib[ TIAB])

#05 (#1 AND #2 AND #3) OR #4 1,668

#06 |#5 AND 2012:2018[DP] 669

#07 |#6 AND (JAPANESE[LA] OR ENGLISH[LA]) 658

#08 |#7 AND ("Meta—Analysis”[PT] OR “Meta—Analysis as Topic ' [Mesh] OR “meta—analysis”[TIAB]) 9

409 #7 AND (" Cochrane Database Syst Rev”[TA] OR “Systematic Review”[PT] OR “Systematic 5
Reviews as Topic”[Mesh] OR " systematic review” [TIABI)
#7 AND ("Practice Guideline”[PT] OR “Practice Guidelines as Topic” [Mesh] OR

#10 |”“Consensus”[Mesh] OR “Consensus Development Conferences as Topic”[Mesh] OR 3
“Consensus Development Conference”[PT] OR guideline*[TI] OR consensus[TI])

#11 |#8 OR #9 OR #10 13

412 #7 AND (“"Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR 216
(random*[TIAB] NOT medline[SB]))

413 #7 AND (“Clinical Trial”[PT] OR “Clinical Trials as Topic”[Mesh] OR ((clinical trial*[TIAB] OR case 258
control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]))

#14 |#12 OR #13) NOT #11 252
#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 435
stud*[TIAB]) NOT medline[SBI))

#16 #15 NOT (#11 OR #14) 220




EHA CQ34 XEktEZE I (Cochrane)

No. BER BEREH

#01  |“rheumatoid arthritis” :ti 7,726
“drug therapy“:ti,ab,kw OR chemotherap*:ti,ab,kw OR pharmacotherap*:ti,ab,kw OR antirheumatic:ti,ab,kw

402 OR bucillamine*:ti,ab,kw OR methotrexate*:ti,abkw OR iguratimod*:ti,abkw OR 339017
Salicylazosulfapyridine*:ti,ab,kw OR Sulfasalazine*:ti,abkw OR tacrolimus*:ti,ab,kw OR tofacitinib:ti,abkw OR '
baricitinib:ti,ab kw

403 aged:ti OR slderly:ti OR ':,elderly patient"::c,i,ab,kw OR "(ilderly—ons%‘,t":ti,ab,kw OR “elderly 20,436
rheumatoid :ti,abkw OR “elderly patients :ti,abkw OR “elderly RA ":ti,ab kw ’

#04 |#1 AND #2 AND #3 22

#05 [#4 with Cochrane Library publication date from Jan 2012 to Dec 2018 11

#06 |#5 CDSR 0

#07 |#5 CCRCT 11




BEHA CcQ34 XumEX(EHE)

No. BREAR REBRHE
#01 BRETU o< F EYEE/TH 27,056
#02 U FHI/TH 149,964
#03 =ErE/TH 86,261
BB DO F/TI and (5H#5/TA or EBLHE/TA or EA/TA or EH#5/TA) and (CGEWELIE/TA or {EFEE
/TA or U= FHI/TA or Ht U9 <TFZE/TA or bucillamine/TA or TS5=2/TA or
#04 methotrexate/TA or AL X+t —k/TA or iguratimod/TA or 412 SFEK/TA or 106
Salicylazosulfapyridine/TA or Sulfasalazine/TA or S5V EJ> /TA or tacrolimus/TA or 2o 01) /L X
/TA or baricitinib/TA or /NS F =T /TA or Tofacitinib/TA or k7L F=T/TA)
#05  [(#1 and #2 and #3) or #4 177
#06  [#5 and (DT=2012:2018) 82
#07 #6 and (AZFTFVI R/TH or R TIXTAVILEaA—/TH or B2FEAHAESA>2/TH) 6
#08 [#6 and (RD=AEZFF U R EZEIAESA) 0
#09 #6 and (AZTF VI R/TA or P RTITAVILEA—/TA or B2EBHAESA/TA 1
#10 #7 or #8 or #9 7
#11 #6 and ST ARFZE/TH 5
#12 #6 and (RD=5>% L {b ELBEKER) 1
#6 and (AT ABHZE/TA or BEEREXER/TA or S L{ELLEESERER/TA or FEAE AL LLEEKER/ TA or SEIMBEAER
#13 /TA or SEIFHEKER/TA or SENFHEKER/TA or SEIVAAEAER/TA or IELMEKER/TA or BIFEMEER/TA or 524 1
LNESHF/TA)
#14 (#11 or #12 or #13) not #10 5
#15 |#6 and (EERAESFIE/TH or X T H A2 /TH) 12
#16  |#6 and (RD=#5> & L {b LL 8 EAER L8R ZT) 7
#6 and (JBEZEHHZT/TA or IEFHITHAZE/TA or EIRATEETERHAZEL/TA or WAIREHZL/TA or ZHEERIHEME]
417 B/ TA or /18 AOYRTASITOR/TA or Z2AREAE/TA or EGERIFZZ/TA or ERETHZT/TA or #tHTHF 1

Z2/TA or ZMEIE=THAZL/TA or BAME=THZE/TA or FEHIIEERFZC/TA or BIRIZEHZE/TA or O7k—k
S/ TA or 3BIREZS/TA or BREIRHFZT/TA or LEEREFZE/TA or ZJOXA—/—8ZE/TA)

#18

(#15 or #16 or #17) not (#10 or #14)

11
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Total records identified through
database searching (n = 583 )

l

Additional records identified through

other sources (n =

Records screened (1st Screening)

(n= 265 )

Records excluded
(n= 198 )

Full-text articles assessed for eligibility

(2nd Screening) (n = 67 )

* Article ¥obook Dreview, R
& Caxtg s}

Full-text articles excluded
with reasons

(n= 54 )

Studies included in qualitative synthesis
(n= 13 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )
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” Antirheumatic Agents/therapeutic use”[Mesh] OR “Gold/therapeutic use”[Mesh] OR
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#13 #8 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR 11
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414 #8 AND (“Clinical Trial”[PT] OR “Clinical Trials as Topic“[Mesh] OR ((clinical trial*[TIAB] OR case 9
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#05 [(#1 and #2 and #3) or #4 241
#06 #5 and (DT=2012:2018) 161
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EHA CQ36 XEkiEZE I (PubMed)

No. BRER BREHH

#01 |” Arthritis, Rheumatoid” [Majr] 87,405

#02 |”Adrenal Cortex Hormones” [Mesh] OR " Glucocorticoids” [PA] 382,103

#03 |“Aged”[MH] OR “Age Factors” [Mesh] 3,206,344
“rheumatoid arthritis”[TI] AND (glucocorticoid*[TIAB] OR corticosteroid*[TIAB] OR Adrenal

#04 |[Cortex Hormone*[TIAB] OR prednisone[TIAB] OR steroids[TIAB]) AND (aged[TIAB] OR 82
elderly[TIAB] OR age[TIAB] OR “18 years old”[TIAB]) NOT medline[SB]

#05 |(#1 AND #2 AND #3) OR #4 1,833

#06 |#5 AND 2012:2018[DP] 476

#07 |#6 AND (JAPANESE[LA] OR ENGLISH[LA]) 461

#08 |#7 AND (“"Meta—Analysis”[PT] OR “Meta—Analysis as Topic  [Mesh] OR “meta—analysis”[TIAB]) 1

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

#10 |“Consensus”[Mesh] OR “Consensus Development Conferences as Topic”[Mesh] OR 5
“Consensus Development Conference” [PT] OR guideline*[TI] OR consensus[TI])

#11 |[#7 AND ("Review” [PT] OR (review[TI] NOT medline[SB])) 21

#12 [#8 OR#9 OR #10 OR #11 26

413 #7 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic” [Mesh] OR 66
(random*[TIAB] NOT medline[SB]))

414 #7 AND (“Clinical Trial”[PT] OR “Clinical Trials as Topic”“[Mesh] OR ((clinical trial*[TIAB] OR case 85
control*[TIAB] OR case comparison*[TIAB]) NOT medline[SB]))

#15 |(#13 OR #14) NOT #12 87
#7 AND (“Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design“[Mesh] OR “Comparative

#16 [Study”[PT] OR “Multicenter Study“[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up 269
stud*[TIAB] OR Cox regression*[TIAB] OR databases[TIAB]) NOT medline[SB1]))

#17 |#16 NOT (#12 OR #15) 190




BHA CQ36 Xmk#EFE (Cochrane)

No. BEER EE D aw
#01  |“rheumatoid arthritis” :ti 7,726
402 glucocorticoid*:ti,abkw OR corticosteroid*:ti,ab,kw OR “Adrenal Cortex Hormone“:ti,abkw OR OR 33,022
prednisone:ti,abkw OR steroids:ti,ab,kw ’
#03 aged:ti,abkw OR elderly:ti,ab,kw 424806
#04 |#1 AND #2 AND #3 465
#05 infection*:ti,ab,kw 85,648
#06  |#4 AND #5 90
#07 #6 with Cochrane Library publication date from Jan 2012 to Dec 2018 53
#08 |#7 CDSR 1
#09 |#7 CCRCT 52




BEHA CcQ36 XumEX(EHEE

No. BmRER S awd
#01 [BAERYJ I F/TH 88,761
#02 |[BIBREERILEL/TH 118,721
#03  |E#hE/TH or EEEF/TH 132,080
BEET) DT F/Tl and (RIBRERILEV/TA or BIBRERXTHAK/TA or glucocorticoid/TA or ' JL
404 O3)LFAAK/TA or corticosteroid/TA or AJLFARXTAAK/TA or prednisone/TA or TLRKZ=Y> 106
/TA or ZLR=YO>2/TA or steroids/TA or ATEAAK/TA) and (GH#53/TA or ZFE/TA or ZEAN/TA
or ZE5/TA)
#05 |(#1 and #2 and #3) or #4 189
#06 |#5 and (DT=2012:2018) 109
#07  [#6 and (A9T7F U R/TH or VRATIRTAVILEA—/TH or ZEAARSA>2/TH) 3
#08 |#6 and (RD=A2TF7F UL R ZEINAES4L4) 0
#09  |#6 and (A7 F UL R/TA or VRATITAYILEaA—/TA or EEHARSA/TA) 1
#10 #7 or #8 or #9 4
#11  [#6 and T ABFZE/TH 2
#12  |#6 and (RD=5% L b LEEREAER) 0
#6 and (T ATFZE/TA or BREREER/TA or 54 LAELLLEREAER/TA or AR AL LLEEAER/TA or FEIHEEER
#13  |/TA or BIARERAER/TA or FEMHEEAER/TA or BIVAEELER/TA or IELMHERER/TA or BFEHAER/TA or U4 1
LEFHTF/TA)
#14 |(#11 or #12 or #13) not #10 2
#15  |#6 and (EFEHEME/TH or MR T A2 /TH) 34
#16  |#6 and (RD=#8#5 4 L 1L LEEEAER LEE5HEZR) 36
#6 and (RZFEHAZT/TA or THEHIHAZ/TA or EHATEEMEAZ[/TA or WERBAIT/TA or ZHEERHERE
417 MR/ TA or /8Oy TOSTOR/TA or ERFGAE/TA or BEERTIZE/TA or EREWIT/TA or HtWTHT 8
92/TA or ZRAIZTZE/TA or BAMETHZE/TA or FEFIXIEBEEZE/TA or BIRIZTFZ/TA or a7k—k
2/ TA or .BERAZE/TA or BREIFEZE/TA or LEEREEIZE/TA or JORA—/N—HZE/TA)
#18 |(#15 or #16 or #17) not (#10 or #14) 45




AHB

CQ36 XERRIO—Fv—h

BihE 3

BB IR FZEAAES422020
XEgEIO—Fv—k

PubMed Cochrane Ethi Others(
546 7 30 0
v
Total records identified through
database searching (n = 583 )

l

Additional records identified through

other sources (n =

Records screened (1st Screening)

(n= 265 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 67 )

l

Studies included in qualitative synthesis

(n= 5 )

l

Studies included in quantitative synthesis

(meta—analysis) (n = 0 )

Records excluded
(n= 198 )

* ArticleXobook Dreview., iRt - 455k
caxtg st

Full-text articles excluded
with reasons

(n= 62 )




ZEHC CQ36 IETURTOTFAIL

HlES : RERABE ICEIBRER T v FIdFMH»?

#HIBIcHWEZETFVYyRATu 7740

TeEERMiT  (Certainty assessment) L2 (e S )

MTAO R @EEER 704 FO)R2) YTV AOHRE
2 N T
by | FEE [mme ! (GRADE)

csDMARDs bDMARDs#% 55 o 2 5 R YUiE

. - . GCs fffih. PSL. ThmgLA T adj d OR [ JeleJe)
1 Sl P I ) E ) T EE i 3956 fé‘fijﬂﬂgé;ﬁfn ngggxf ad ’Justed o o
(1] g [EEEREEE s L [ O #n=86309 ' 0% SOTREL, Orme: aduste JE IS '
4.28 (95% CI 3.70-4.96),
e 7> R T — & X — %, 650 @000
O T D i1 | e PRI 2 SR G OR 184 (95%C1 1.64-2.06), GCsf
(2] % P i | BERlc R s . Bl | Lok SRR HH511947 R OR 1.72 (95%Cl 1.53-1.94) N EEPN
- % FEADEII97354, s T i}
. USAAT AT T DT —RR—AD [ Jelele)
1 LYz LY et | maen e | L AL i ;L \ y;ﬁ[&% sk GCs#lt#t: unadjusted OR 2.49 (95%CI 1.78- sk
[3] s HACHL | ATk —_ PR A3 5 i BN ZEWRT 6.5 3.49), - [
n=15597
csDMARDs bDMARDs# 5 7 0 L1 4 < ¥ b
1 LY MY e | maenn FRCE A L 71 F FARBT — 2 <=2, 65K | GCsD RIIEM 4RI THR 1.08 (95%Cl 1.05- 0000 sk
[4] W WEREL R s e | LoRlE n=23994 111), IR I ‘
. s & = GCs#ikfir o HR 1.65 (1.21-2.26) £ <@ AL @000
1] ]A]
| EE | wene | om | wat| sL n=741 To L, FEFEABEN R, BHECHE . HIPN
[5] A+ — % g FEH 1K

#1 NEBAREINTEL T, FIFRERT o4 MEAF LIEFAZOEENRINTH AL LIKMA T, HEFRICHET 255G R T COMBRAR+HeHFx b, VAZEEEER 2,
#2 MTX%2T7 v A—F7 v 7L LIZRBER AR v X — FCh RO, GCsHAIZ AT 2 BERET TV 3,

#3 GCsDE I FH D 2 ThNTWwWiawy, LY X+ Y NICbDMARDs# S H#E L & T3,

#4 ARV ML BT Y TAVBDIY TR0,

=
=

o

{=F:5
Widdifield ], Bernatsky S, Paterson JM, Gunraj N, Thorne JC, Pope ], et al. Serious infections in a population-based cohort of 86,039 seniors with rheumatoid arthritis. Arthritis Care Res (Hoboken).
2013;65(3):353-61.
Dixon WG, Abrahamowicz M, Beauchamp ME, Ray DW, Bernatsky S, Suissa S, et al. Immediate and delayed impact of oral glucocorticoid therapy on risk of serious infection in older patients with
rheumatoid arthritis: a nested case-control analysis. Ann Rheum Dis. 2012;71(7):1128-33.
Schneeweiss S, Setoguchi S, Weinblatt ME, Katz JN, Avorn ], Sax PE, et al. Anti-tumor necrosis factor alpha therapy and the risk of serious bacterial infections in elderly patients with rheumatoid arthritis.

3 Arthritis Rheum. 2007;56(6):1754-64.

Widdifield J, Abrahamowicz M, Paterson JM, Huang A, Thorne JC, Pope JE, et al. Associations Between Methotrexate Use and the Risk of Cardiovascular Events in Patients with Elderly-onset
Rheumatoid Arthritis. ] Rheumatol. 2019;46(5):467-74.
Ajeganova S, Andersson ML, Frostegard J, Hafstrom 1. Disease factors in early rheumatoid arthritis are associated with differential risks for cardiovascular events and mortality depending on age at onset:
a 10-year observational cohort study. ] Rheumatol. 2013;40(12):1958-66.



EFHA CQ37 XEEFE I (PubMed)

#1

” Arthritis, Rheumatoid/surgery” [MH]

#2

complication* OR adverse effect* OR risk factors or “Wound Infection”[MH] OR “Treatment Outcome” [MH]

#3

methotrexate[MH] OR methotrexate[ TIAB] OR MTX[TIAB]

#4

#1 AND #2 AND #3

#5

#4 Filters: Publication date from 1995/01/01 to 2019/06/29;Japanese; English




BEHA CQ37 XEBRER (EHE

#1 BHER) < F/TH and (SH=AELEIERE or F1lT/TA or 44 E/TA)

#2 Methotrexate/TH or Methotrexate/AL or AbML 34—k /AL or MTX/AL

#3 JEfITHA/TH or EIfiTHA/AL or 4KZE/TH or {AZE/AL or FMAIRLE/TH or FMBIREE/AL or BEE:/TH or B /AL or JEIE/AL or FE i
Jis/AL

#4 #1 and #2 and #3

#5 #4 and (DT=2012:2019 LA=A K& H:E PT-2:3E K<)




4B CQ37T X@RETO—F v — b

F-JNEY
T—3au

BEEN) O FEZEHAAMRS422020
XakmEIA—Fvr—k

PubMed  Cochrane Erik Others( )
52 0 63 0
A 4
Total records identified through Additional records identified through
database searching (n= 115 ) other sources (n= 5 )

l l

Records screened (1st Screening)

(n= 120 )

Records excluded

(n= 97 )

l

Full-text articles assessed for eligibility

(2nd Screening) (n= 23 )

Full-text articles excluded
with reasons

(n= 17 )

l

Studies included in qualitative synthesis

(n= 6 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )

*ArticleXPbookDreview, fiZi-45%E -EE
OR—MAR. EFIX EBAEGE DERTEHE
R

“title, abstractdk Y CQMD AR M 5iRER
*Cochrane reviewMreferencek Y LY

EIAQ?(TI%%
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EBHEC €Q37 IETRTAOT7AIL

Fir-UNEYT— 301 BREARFHOBMEICMIXOKREXBHEH ?

HEICAWNV-IETRATOT77q40

FERMEEEE (Certainty assessment)
MTX %%

R DOZEH (Summary of findings)

MTXHRZE

IETFUR| mE@

Zo= N HFURY (95% CI) | DFEEME
— 730 — Tomon| it |t ORRL
S HHE(2TD)@MA~14)
524 \ o @000
2{1,2} 7 /i%\ﬂ: Y'Qé%#l AT 7’;,3%#2 FHH &#3 A L 6/127 171122 RR 2.66 [95%CI 0.47, 15.17] PN
PR FEHITIK
#1 ERALH AL THL
#2 RN RLG S, FEHMESA TG
#3 RRMDISWIEFEXHE D ERETRAY, RR.75ERR>1.26MMAEE A 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% ClI
Grennan (2001) 11 72 2 B8 46.9% 6.72 [1.54, 29.36] ——
Sany (1992) 6 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); P = 70% ; | I |
Test for overall effect: Z = 1.10 (P = 0.27) 9.01 9.1 10 149

Favours discontinuation Favours continuation




MRS HHERR) (14)

4[3.4.5.6] ?{EZ{;?@% s 7™ g |[TRERAL L 11/157 4128 |RR 0.48 [95%CI 0.10, 2.19] ;;2; o
#2 BEHENERLGD, FEHRESA TGN
#3 RRDISWIEFEXE D ERETRRAY, RR.75ERR>1.26MMAEE A TS
#4 EFIRIRNAT RN HD
#5 AHTEDESDENHY. PEEDREUHIHSD (P=40%)
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 0 34 2 19 18.5% 0.11 [D.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] i

Total (95% CI) 128 157 100.0% 0.48 [0.10, 2.19] e

Total events - 11

Heterogeneity: Tau® = 0.96; Chi* = 4.98, df = 3 (P = 0.17); I* = 40%

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

0.01

f
0.1

;
10

100

Favours discontinuation Favours continuation




itk & GHEGRRAIERNST)L) (14)

o - @000
356l |F7 2D ey VERP ER I (e WAL 4/157 4/128 RR 1.37 [95%C 0.14, 13.47] DN
b akiER I
#2 BERABNERLGD, FEWESA TGN
#3 RRMDISWIEFERE D ERETRA, RRO.75ERR>1.25MMAEE A TLNS
#4 FEGLERNAT AN H S
#5 AHFEDESDENHY . PEEOEBE MM HD (°=59%)
MTX discontinuation MTX continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Tatal Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bridges 1991 0 34 Z 19 28.9% 0.11 [0.01, 2.26] * &
Carpenter 1996 0 26 (#] 16 Not estimable
Murata 2006 2 21 1 77 35.6% 7.33 [0.70, 77.01] i
Perhara 1991 2 47 B 45 35.4% 1.91[0.18, 20.39] i
Total (95% CI) 128 157 100.0% 1.37 [0.14, 13.47] e R —
Total events 4 4
Heterogeneity: Tau® = 2.39; Chi* = 4.83, df = 2 (P = 0.09); I’ = 59% I f I |
: 0.01 0.1 1 10 100
Test for overall effect: 2 = 0.27 (P = 0.79) Favours discontinuation Favours continuation
iz & PHETRRAD B #R) (4:8)
SN . A 0 @000
i |7 2R e W |macno| e | oaL 0/88 o2 |RR1585[35%CI 091, Bk
Frage iR 276.68] S AR
TS I \ 0000
2[4,6] b o7 Nl b7 S57 b TAY /S ke o737 2L 3/93 3/47 RR 3.67 [95%Cl 0.08, 16.86] GIUN
{bbbiaER FEFITAK

#1 BRIAEMNBESH THL

#2 BIRAFNRLGS, FLEHESN TGN

#4 JEHIBIRNATZADHD
H6 YT ILEM DA

#7 RRMDIS%IEFERRI D LRH. RRX1.25% 5 A TS




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
Grennan 2001 53 72 0 88 100.0% 15.85(0.91, 276.68) . +
Total (95% CI) 72 88 100.0% 15.85 [0.91, 276.68] RS e
Total events 4] 0

Heterogeneity: Mot applicable
Test for overall effect: Z = 1.89 (P = 0.06)

0.01

[l 1
0.1 1 10
Favours discontinuation Favours continuation

MTX discontinuation MTX continuatian 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 1b Mot 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] =R
Total events 3 3
Heterogeneity: Not applicable b0l 01 0 00

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

1. Grennan DM, et al. Ann Rheum Dis 2001;60:214-7
2.Sany J, et al. ) 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. ] Rheumatol 1991;18:984-8

6. Carpenter MT, et al. Orthopedics 1996;19:207-10

e Eu

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

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 (MTX{f & &EMTXIEE B Z LLEL TLVS)
Jain A, et al. ) Hand Surg Am 2002;27:449-455 (FH&| (3 R THEL THY . KEHEH L)

%
1.
2.
3.
4. Visser K, et al. Ann Rheum Dis 2009;68(7):1086-93
5.
6.
7.
8.
9.
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BEHD CQ37 JALARTOYR

FM - UNEUT =23 21 BRANFH OB ICMIXDAREFLEA ?

HEBICAWEIETYR7A7 740

MEAEHE (2TD)(BHMA~14)
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) B 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 } } |
Test for overall effect: Z = 1.10 (P = 0.27) 0.01 0.1 I 10 100

Favours discontinuation Favours continuation

WREMHERER) (1F)

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 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] =
Perhara 1991 3 47 2 45 34.7% 1.44 [0.25, 8.20] —_—tm—
Total (95% CI) 128 157 100.0% 0.48 [0.10, 2.19] I
Total events 4 11
Heterogeneity: Tau® = 0.96; Chi* = 4.98, df = 3 (P = 0.17); I = 40% I } : |
Test for overall effect: Z = 0.96 (P = 0.34) 001 0.1 19 100

Favours discontinuation Favours continuation

kA BHEWRANS TV (14)

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 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] L
Perhara 1991 2 47 1 45 35.4% 1.91[0.18, 20.39] L]
Total (95% CI) 128 157 100.0% 1.37 [0.14, 13.47] E—
Total events 4 4
Heterogeneity: Tau® = 2.39; Chi® = 4.83, df = 2 (P = 0.09); I = 59% [ } } |
Test for overall effect: Z= 0.27 (P = 0.79) 0.01 0.1 10 10

Favours discontinuation Favours continuation

i & BHEIRRAO BEHR) (4:8)
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] ]
Total events 6 0
Heterogeneity: Not applicable L } } |

X 0.01 0.1 10 100
Test for overall effect: Z = 1.89 (P = 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% CI M-H, Random, 95% CI
Carpenter 1996 o 26 4] 16 Mot 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] R = o
Total events 3 3
Heterogeneity: Not applicable I t } |
Test for overall effect: Z = 1.67 (P = 0.10) 001 0l ; L9 100

Favours discontinuation Favours continuation



EHA CQ38 XEkiEZE = (PubMed)

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

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

#3 surgery[TIAB] OR surgical[ TIAB] OR operation[TIAB] OR preoperative[ TIAB] OR perioperative[ TIAB] OR
postoperative[ TIAB] OR operative[ TIAB] OR orthopedic*[TIAB] OR "wound infection"

#4 #1 AND #2 AND #3

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




BHA cQ38 XumEEX(EHE)

#1 BAE < F/TH and (SH=VFLBIERE or F1lT/TA or 44 EL/TA)

#2 EYFHIRF/TH or £YFRIRFI/AL

#3 FEfTEA/TH or EMTHA/AL or {KZE/TH or {KZE/AL or FHIBIRKZE/TH or FHTRIREZE/AL or BE/TH or BRE/AL or EIE
/AL or Fi#I/AL

#4 #1 and #2 and #3

#5 #4 and (DT=2012:2019 LA=AAKE H:iE PT-2:E3<)




EHB CQ38 X@kgEIO—Fv—k

Fili-NEY

T—32

BEET) O FEETARS422020
XakteEIJO—Fv—b

PubMed Cochrane Efis Others( )
144 0 165 0
v
Total records identified through Additional records identified through
database searching (n= 309 ) other sources (n= 3 )

l

l

Records screened (1st Screening)

309 )

(n=

l

Full-text articles assessed for eligibility

(2nd Screening) (n= 20 )

l

Studies included in qualitative synthesis

Studies included in quantitative synthesis

(meta—analysis) (n= 2 )

Records excluded

289 )

(n=

*ArticletbookMDreview, fEin-45E - F4E

- OR—MRF . FEGIXT BRI R AL DBEMR
PR

“title, abstract&kYCQDABRMHIERT
*Cochrane review@referencedk Y Er LY

Full-text articles excluded
with reasons

(n= 11 )

CQxtgR st
X
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#01 "Arthritis, Rheumatoid/surgery"[Mesh]

#02 ("Arthroplasty"[Mesh] OR "Arthrodesis"[Mesh]) NOT "Joint Prosthesis"[Mesh]

#03 "Wrist Joint"[Mesh]

#04 “rheumatoid arthritis”[TIAB] AND (Arthroplast*[TIAB] OR Arthrodes*[TIAB] OR “wrist arthroplasty”[TIAB] OR “Darrach
procedure”[TIAB] OR “partial wrist arthrodesis”[TIAB] OR “Sauve—Kapandji procedure”[TIAB]) NOT prosthes*[TIAB]

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

#06 #5 AND 1992:2018[DP]

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

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

409 #7 AND (“Cochrane Database Syst Rev '[TA] OR “Systematic Review”[PT] OR “Systematic Reviews as Topic”[Mesh] 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
consensus[TI])

#11 #8 OR #9 OR #10

412 #7 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[Mesh] OR (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] OR case
comparison*[TIAB]) NOT medline[SB]))

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

#15 #7 AND (“Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[Mesh] OR “Comparative Study”[PT] OR
“Multicenter Study”[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB]) NOT medline[SB]))

#16 #15 NOT (#11 OR #14)
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#01 "rheumatoid arthritis":ti

#02 Arthroplast*:ti,abkw OR Arthrodes*:ti,abkw OR “wrist arthroplasty”:ti,abkw OR “Darrach
procedure”:ti,abkw OR “partial wrist arthrodesis”:ti,abkw OR “Sauve—Kapandji procedure”:ti,abkw

#03 prosthes*:ti,ab,kw

#04 #1 AND #2 NOT #3

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

#06 #5 CDSR

#07 #5 CCRCT
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#04 BIEnY 7~ F /Tl and (((B3EAAZAL/TA or BBERREIE/TA or BIEIER/TA) and FEE3/TA) or FEIEAFZAMT/TA or &7 —iK/TA or
EB5> FEIENE E AT/ TA or Sauve-Kapandjiik/TA) not (A TEIEH/TA or ATFBEIEH/TA)

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

#06 #5 and (DT=1992:2018)

#07 #6and (X X7 F VI R/THor VAT T4 v LEa—/THor BEHA K4 /TH)

#08 #6 and (RD=X R 7 F U X, ZEAA K T4 V)

#09 #6and (X X7 F UL ZX/TAor Y RTFIT 4y 7L E2—/TAor ZFEHA K Z 4> /TA)

#10 #7 or #8 or #9

#11 #6 and /N AHFFE/TH

#12 #6 and (RD=5 > & LML LLEERER)

#13 #6 and (/N AFFZR/TA or BRPRERER/TA or T > X LAL ELERERER/TA or EVEAL ELBIEER/TA or FIHERER/TA or SEIIABRER/TA or
FEABFER/TA or BIVAEFER/TA or 3ELEHER/TA or RIFEWRER/TA or 7 > XLEIFIF/TA)
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#18 (#15 or #16 or #17) not (#10 or #14)

#19 #6 and (PT=/RE&m #50)

#20
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