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BRIA RACQ21 xmite®r= (PubMed)

No. BRI IRRIFEL

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

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

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

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

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

46 “CD20 Antibod*”[tiab] or rituximab[tiab] or Mabthera[tiab] or “IDEC-C2B8” [tiab] or 28,080
“IDECC2BS8” [tiab] or GP2013[tiab] or Rituxan[tiab] or “anti CD20” [tiab] 7
(“randomized controlled trial”[pt] OR “controlled clinical trial”[pt] OR “clinical trial”[pt]

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

#8 #5 AND #6 AND #7 AND 1900/1/1:2022/6/30[dp] 1,707
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ERIA RACQ21 x@EkiR%E= (Cochrane)

No. BRI IRRIFEL

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

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

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

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

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

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

47 (“CD20 Antibod*” or rituximab or Mabthera or “/IDEC C2B8” or GP2013 or Rituxan or 5 507
anti CD20):ti,ab 7

#8 #6 or #7 5609

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

®%A 2022/10/13




ERA RACQ21 xmt&Z== (Embase)

No. [EEy RBRMHE
#1 'rheumatoid arthritis'/exp 243,723
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND
#2 (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) OR 274,416
(felty*:ti,ab AND syndrome:ti,ab) OR (caplan*:ti,ab AND syndrome:ti,ab)
#3 rituximab/exp 58,210
“abp 798":ti,ab OR abp798:ti,ab OR blitzima:ti,ab “ct p10”:ti,ab OR ctp10:ti,ab OR “gp 2013":ti,ab OR gp2013:ti,ab OR
halpryza:ti,ab OR “hlx 01":ti,ab OR hIx01:ti,ab OR “ibi 301":ti,ab OR ibi301:ti,ab OR “idec 102":ti,ab OR “idec c2b8":ti,ab OR
idec102:ti,ab OR idecc2b8:ti,ab OR mabthera:ti,ab OR “mk 8808":ti,ab OR mk8808:ti,ab “monoclonal antibody idec c2b8”:ti,ab OR
s “pf 05280586":ti,ab OR pf 5280586:ti,ab OR pf05280586:ti,ab OR pf5280586:ti,ab OR “r 105":ti,ab OR r105:ti,ab OR reditux:ti,ab 49.931
OR “rg 105":ti,ab OR rg105:ti,ab OR riabni:ti,ab OR ritemvia:ti,ab OR ritucad:ti,ab OR ritumax:ti,ab OR Rituxan:ti,ab OR “rituximab
abbs”:ti,ab OR “rituximab arrx”:ti,ab OR “rituximab pvvr”:ti,ab OR rituximab-abbs:ti,ab OR rituximab-arrx:ti,ab OR rituximab-
pvvr:ti,ab OR rituxin:ti,ab OR rituzena:ti,ab rixathon:ti,ab OR riximyo:ti,ab OR “ro 452294":ti,ab OR r0452294:ti,ab OR “rtxm
83":ti,ab OR rtxm83:ti,ab OR ruxience:ti,ab OR truxima:ti,ab OR tuxella:ti,ab
#5 #1 AND #2 AND (#3 OR #4) 4,230
#6 'randomized controlled trial'/de 733,552
#7 ‘controlled clinical trial'/de 438,225
#8 random*:ti,ab,tt 1,843,980
#9 'randomization'/de 95,186
#10 placebo:ti,ab,tt 348,952
#11 compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,974
417 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR 2 580,932
comparing:ab OR comparison:ab)
#13 (open NEXT/1 label):ti,ab,tt 100,766
#14 ((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,625
#15 'double blind procedure'/de 200,214
#16 (parallel NEXT/1 group*):ti,ab,tt 30,225
#17 crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,925
418 ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR 130355
patient OR patients OR subject OR subjects OR participant OR participants)):ti,ab,tt '
#19 assigned:ti,ab,tt OR allocated:ti,ab,tt 459,926
#20 (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 429,105
#21 volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,937
#22 'human experiment'/de 597,636
#23 trial:ti,tt 377,995
o4 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 5.838,800
OR #23
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR
#25 databases)):ti,ab,tt) NOT (‘comparative study'/de OR 'controlled study'/de OR 'randomised controlledti,ab,tt OR 'randomized 2,932
controlled':ti,ab,tt OR 'randomly assigned'ti,ab,tt)
426 ‘cross - sectional study' NOT (‘randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 345,783
‘randomised controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt OR 'control group':ti,ab,tt OR 'control groups':ti,ab,tt) '
#27 'case control*":ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,281
#28 'systematic review":ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,907
#29 nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,154
#30 'random field*":ti,ab,tt 2,757
#31 ('random cluster' NEAR/4 sampl*):ti,ab,tt 1,589
#32 review:ab AND review:it NOT trial:ti,tt 1,020,304
#33 'we searched':ab AND (review:ti,tt OR review:it) 44,015
#34 'update review':ab 127
#35 (databases NEAR/5 searched):ab 58,014
(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR
#36 pigs:ti,tt OR piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR 1,176,799
bovine:ti,tt OR monkey:ti,tt OR monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
#37 ‘animal experiment'/de NOT (‘human experiment'/de OR 'human'/de) 2,469,611
#38 #25 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 4,093,000
#39 #24 NOT #38 5,164,611
#40 [1900-2022]/py 41,995,816
#41 #5 AND #39 AND #40 2,667
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BERA RACQ21 x@mEREz= (EHit

No. WA BRI
#1 BEaEn Y 7~F/TH or B8ETY 7~ F/TA or “rheumatoid arthritis”/TA 109,409
i Rituximab/TH or U/ & > < 7/TA or Rituximab/TA or U Y %+ > /TA or Rituxan/TA or 13.781

CD20#{A&/TA or "CD20 antibody"/TA 7
#3 #2 and (DT=1900:2022) 13,781
#4 (A2T7F U Z/THor Y RAFRT 4 v 7L Ea—/THor ZEAA K74 > /TH) 88,997
#5 (RD=£XZTF VIR EZEHARTA) 5,659
#6 (AZTFUR/TAor Y RTFIT 4w 7L Ea—/TAorZEHA KT 14>/ TA) 19,693
#7 #3 and #4 322
#8 #3 and #5 24
#9 #3 and #6 82
#10 #3 and #4 and #5 and #6 344
#11 NARFZR/TH 139,627
#12 (RD=7 » & Lib L 8EtER) 25,635

(ANAHFFR/TA or BRERFER/TA or 7 > & L AL LEBGEER/TA or BIEALLLERER/TA or I
#13 HEEVER/TA or 25 11 #8EER/TA or % IR/ TA or B IVIEEER/TA or 3ELHEEER/TA or 45,744

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




BRB RACQ2l XHithk7o—F+v— b

PubMed#* 5 CENTRALA & Embases® » EFRED D Z DDERIEDL O
BE LB | FELAXEE | BELAXEE | FE L7 5TE L 7= kg
1707 551 2667 77 0
B SERBRANME O STEREK B Z OOIERIFED HREE L 7= 3 HkEK
(n= 4390 ) (n= 612 ) (n= 0 )
29 ) == 7 LI=EE (1st Screening) ok L 7= XX kEk
—_—
(n = 4390 ) (n = 4351 )
TS % 5 L 7= 58K (2nd Screening) Beak L =508
—_—
(n= 39 ) (h= 34 )
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FHC RACQ21 NATAMD')AY (AHAQ-DI)

Intention—
to—treat

Unique ID
2

Study ID
Porter 2016

Experimental
TNFi + MTX

Comparator
RTX + MTX

Outcome

3.AHAQ-DI

Weight

D1

D2

D3

D4

D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



H¥C RA CQ21 /SATAMD') X% (Serious adverse event )

Intention—
to—treat

Unique ID
2

Study ID
Porter 2016

Experimental
TNFi + MTX

Comparator
RTX + MTX

Outcome

SERFEER

Weight

D1
+

D2
!

8

o
[

I3

D1

D2

D3

D4

D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



E¥C RACQ21 /AL P AMD') X% (DAS28-ESR remission, ACR50)

Intention—to—
treat

Unique ID
1

2

Study ID
Studenic 2021

Porter 2016

Experimental
TNFi + MTX

TNFi + MTX

Gomparator
RTX + MTX

RTX + MTX

Outcome
1.#2 54518 (DAS28, SDAI, CDAI, RAOID37%:&)

1425542 (DAS28, SDAI, CDAI, RAOID3% &)

Weight
NA

NA

® 0o

- R

® 6
L 1 -

D5
1
®

Overall

D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EXD RACQ21 x=vF

Y A7" 77 AN Question: csDMARD+RTX compared to csSDMARD+TNFi for csDMARD-IR RA

Certainty assessment Ne of patients “
. Certainty Importance
Ne of 0 . 0 o n - . q . Relative Absolute
Study design Risk of bias Other considerations csDMARD+RTX csDMARD+TNFi (95% CI) (95% CI)
Outcomes used for the recommendation
DAS28-ESR remission (12M)
1 randomised trials serious? not serious not serious very serious none 30/132 (22.7%) 28/134 (20.9%) RR1.09 19 more per CRITICAL
(0.69t01.72) 1,000 @ OOO
(from 65 fewer Very low
to 150 more)
ACR50 (12M)
1 randomised trials seriousa not serious not serious seriouse none 64/131 (48.9%) 60/133 (45.1%) RR1.08 36 more per CRITICAL
(0.84 to 1.40) 1,000 @@OO
(from 72 fewer Low
to 180 more)
AHAQ-DI (12M)
1 randomised trials serious? not serious not serious serious? none 132 134 - MD 0.11 lower CRITICAL
(0.24 lower to @ @ O O
0.02 higher) Low
Serious adverse event (12M)
1 randomised trials serious? not serious not serious very serious® none 15/144 (10.4%) 12/151 (7.9%) RR1.31 25 more per CRITICAL
(0.64 to 2.70) 1,000 @ OOO
(from 29 fewer Very low
to 135 more)
Serious infection (12M)
1 randomised trials seriousa not serious not serious very serious none 8/144 (5.6%) 5/151 (3.3%) RR1.68 23 more per CRITICAL
(0.56 to 5.01) 1,000 @ OOO

(from 15 fewer
to 133 more)

Very low

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

Explanations

a. Lack of blinding of outcome assessors
b. The 95% confidence interval of the risk ratio includes both the decision thresholds of 0.75 and 1.25
c. The 95% confidence interval of the risk ratio includes the decision thresholds of 1.25
d. The 95% confidence interval of the mean difference include the minimally important difference of -0.22




BERE RACQ21 7xL X hZ7AY bk

Outcomes used for the recommendation

DAS28-ESR remission (12M)

csDMARD+RTX  csDMARD+THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI MH, Fixed, 95% CI
Porer 2016 an 132 28 134 100.0% 1.09[0.65, 1.7
Total (95% CI) 132 134 100.0% 1.09 [0.69, 1.72]
Total events 30 28
e or vera efest 72056 ¢ =07 0o 82 I
estfor overall effect 2=0.36 P =072 csDMARD+TMNFI  csDMARD+RTX
ACR50 (12M)
csDMARD+RTX  csDMARD+THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI MH, Fixed, 95% CI
Porer 2016 64 131 a0 133 100.0% 1.08[0.84, 1.40]
Total (95% CI) 131 133 100.0% 1.08 [0.84, 1.40]
Total events 64 60
‘?msf rngEﬂEIhf;I Nf? atpg!lt_a;lﬁe1 =044 0.0 02 1I 5 0
estfor verall effect 2 =0.61 = 0.54) csDMARD+TNFi csDMARD+RTX
HAQ-DI (12M)
csDMARD+RTX csDMARD+THFi Mean Difference Mean Difference
Study or Subgroup  Mean SO Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Porter 2016 -0.449 06 132 -0.38 0.8 134 1000% -0.11[-0.24, 0.02)
Total (95% CI) 132 13 100.0% -0.11 [0.24, 0.02] s
Heterogeneity; Mat applicakle ’ ’ t ’
Test for werall effect Z=1.62 P = 0.10) i 0.5 ! 0.5 !

csDMARD+RTA csDMARD+TMNFI

Serious adverse event (12M)

csDMARD+RTX  csDMARD+THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Forer 2016 15 144 12 181 100.0% 1.31 [0.64, 2.70]
Total {95% CI} 144 151 100.0% 1.31 [0.64, 2.70]
Total events 15 12
Heterogeneity: Mot applicable ; y ' i y
Test far mverall effect £= 073 (P =046 0.05 02 1 5 20

csDMARD+RTH csDMARD+THFI

Serious infection (12M)

csDMARD+RTX  csDMARD+THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI MH, Fixed, 95% CI
Forer 2016 8 144 ] 181 100.0% 1.68 [0.56, 5.01] 1
Total {95% CI} 144 151 100.0% 1.68 [0.56, 5.01] —=ousiiine-
Total events ] 4
Heterogeneity: Mot applicable ; y i y
Test far mverall effect: £=093 (P =0.39) 0.05 02 1 5 20

csDMARD+RTH csDMARD+THFI



&# F RA CQ21 Evidence to Decision =—JJL

CQ (No.PICO)

RA CQ21 : MTX ZET csDMARD H#IRA TN THEEU LOEREEETZE I D RARBEIC, RTX (X TNFEEBRELLAEGRAN ?
FBE  MTX ZE0 csDMARDs i"IRA+ D THFELU LOREBEE T EH I D RAERE

7T A : RTX + csDMARDs
X188 : TNFi + csDMARDs

FEI”D AL ACR50. DAS28 (ESR) Efif. HAQ Zft=
B BEY OV FOREDRESEE. FI MTX ZEL csDMARDs T/EEZRIE L.

. BEREEER. EELRGYE

RATDIMEE (CBINEEZIRET T D. csSDMARDs THRA TR RA BE(CFETFESHFRER

ZERNH D, BRUDIIYFZRDOEBR7ILVITUXACEITZ T T—X 2 ORENILEEZE TH D TNFi CHILINEIRTH D RTX OBRMZILEIRST T2 &3 AERAHORECEETH

50

B¥ 1. BE CoOREMERSEN?

O IMBIEN

Ll UY—FIEF>VX EMNER

O LR DFIENEDORT, RTX (FEIFD bDMARDs 1 JAK BEEZE | RTX (&, BN TR ECEHFOEMFHNEF (SHRA+2HI(C
O &8T5, WX EFRRD B HRRZRN & U HNIEREFEZE I 2F | RSN, FKEAVYINFEEDOHA RS 2[1]TE

O HES5L, FW EIT. BRKTI(E RA DAEFEE LT 2006 FICHERENTLY | RIXAERENTVLDEED > ) (EEFEEORE Y OIF R
® (I 3. EHICRTXBENEFMASETHESNTVD, BEUIN

O cFEFH fE. V) UEEMRERDEIIEZE 9 SEE D DN FREN(S

BOAETEEIMULTE D, SEROBEE) DY FEEDERE
ZIEVCT SR TCIOMEREE THD.

¥ 2. EFXULLVWMIR FHSNZILEFULVDIREEDEEDEDN ?

O IS0

RR1.08 (0.84~1.40) Tdholz. HAQ-DI DEILE (12

IR UY—FIEF>VX EBNNEER

e DIN FRRASNIZRCT (3R TH D 12[2], 12 ¥ARRT | XAMRRTHIE SN X IHEITIC(FEFah o 72 RCT
O /hEn D RTX BH(E TNFi B¥(CLEE LT, DAS28 ZRVVZERAREVE | T(d 6 4 AR TD SDAI BfFOMRXIZIERN. 0.82 (0.49
O BROMEIINRE. 19 (-65~150) ABH. AXRIRE ~1.38) TH»o7[3].

O KEW RR1.09 (0.69~1.72) Td&Dfz. ACRS0EMKER (12 A

O &FEFH ) DHMMEE 36 (-72~181) A@. HEMHREE




o BR) OERRE. —0.11 (-0.24~0.02) THD
zo IROSMEEMEE>VINE RTXHEMNDTZH BR
ElIRESNEN oz,

B 3. EXUKRBRUVIIR FHINDLEZ L LRVIIRSEEDIEEDEDH ?

L UY—FIEF>X EBMKNEER

O X&EWN RTX Bf(& TNFi Bf(CLEBR U T, 12 ¥ BRR COEERBE

e BR(THEFERE LT, 1000 AdfzD 25 (—-29~135)

O hEn AIEH0. RR1.31 (0.64~2.70), EERRBRAE (12 #H

O I BF) (FHEXIIERE LT, 1000 Adpfzh 23 (—15~133)

O &FIF AIEHI. RR 1.68 (0.56~5.01) & RTX MANHEZ MHEBZE

O DH5IR Etuay i

B¥ 4. TEF>OADHERE MR(CEATIDANBRIET > AOBEEGEDIZEN ?

HpR UY—FIEF>R EBINEER

® (K [EXR] 7D MALCBIFDINADNROAEEFESE(C

O 1K EDTRUTERWED. 77U MOLAERDTIES > XD

O H® EHERBEVNVEDZEED [FEREICEK] LUK,

OB

O FAMERL

BHAES B AMHEERTDNHLZEDREERITDINCOVTEERREE (IS DE(EHDN ?

HpR UY—FIEF>R EBINEER

O BEERAEEEFZ(HESDEHD BB DO FLEIA RS> 2020 EREFICERLIZUD | FBRTD MIAR. UIRFEMEOREEDE EEE
O EBRAEREEZ(HESDEDEEEMSD D IFROSEFNREURT > — MERESRBEUZ, — M | ORBRECERNRT D MHLEBRUTH D, MEERICH

® EEIAHERETZEESDEEFHESRAL
O EBRAERMETZ(HESDERRL

B EE SR AN E S EEREFROME (CMiEZH < &
EZASN. 7D MIALCHITDMEROEEME(CEHIDES
DEFPRNEDEERBSND,

ITBEELRAEEFCFESDEEHE TS RNEERD,
RAZEH RS> 20201 oR—= w2 B,

B¥ 6. HRDINSR LFEUVWIREZHFULLBUVIRDNS X ENAE UL (FILEBOIRZ XTI DN ?




IR

UY—FIEF>X

EMNER

O hEERMMENTLD

o EEIEA S ZESENTLD

O MABHEEMRENITNEZRF LR
O BZSLLMANBNTND

O TABEBN TS

OR=F-F=¥-3

O ISR

BFUVWIRDOEERFDINT—ATEFTULRVHIRDE
ERHREETHDZENS. NRD/NS RSB ER
(TNFi) n'EZzS<ENTVD LU,

BARIRT7I MALD NNT (F. DAS28 DERRIIE RN
52.6. ACR50ZEREM 27.8 T, NNH (F. ERFEFHN
40.0. EFEQRRPYIEN' 43.5 THD.

BE 7. BAMNHR TONAOEAMMIRENTATZERNBOEESEZHRHFIT DN ?

I

UY—FIEF>VX

ENNEER

O HBMIROBERMMRN LN

O BMBROBEBRMUNRNBES <L
® MABLLEMIRENTNEFF LA
O MADERMMRENBES < LN

O MADERMMREN LN

O cFEFH

O FRAAFEIRL

QALYs (EQ-5D AUC)(& RTX B¥T 0.454. TNFi ¥ T 0.481
(p=0.25)TdhD 7,

BHART RTX (FBET Y DO F (23 URIRBRSMN CH B

SEZF TICMDOBISAE (CXI I DEAME. U WYFHH > SEeEE
100mg At 21,609.00 F/HE. UWHFH> sEEsE 500mg
h* 105,563.00 A T#3(2023 4 4 ABIL),

B¥ 8. pEHRE BERFAREOEEAEVN?

IR

UY—FIEF>X

EMNEER

O RS7/2EM

O FREE DM

O ERTEDFEDBINRA
O hEFEEDRD

O KREXEL

O cFEFH

® TSR

JARER (X RTX B¥T€8391. TNFi 8 C€10356 (p<0.0001)
& RTXBENARMMTH D2,

RBREITHD. TNICHIIEREFRNMVELLRD.
BHARTIHRRBERSIDTZE. FHS5R0N,

IARBRY R, XA ICKD> CEEEIBEELRD.,

IRE. SEFTICADOBIGECXT I DEAM(2023 4 4 AR
E)Z&(C, BHTORMEEY OYF (T DRE - AE
(1000mg x 2[@/J—X. 6 h"A®)EHEALHBE. RTX 1
O—XRBIzD OFAMEREAIL 422,252.00 F. 3 BI&IBOEE
TEABIBEE(L 126,675.60 M. FERIOEMIEE(
844,504.00 A. 3 #aBnEECACEEE




(& 253,351.20 HCTHD. CNITEFBEACFREMERE
N3 elEEEN 5.

¥ 9. FRME COBRRKGEZBLQHNEBEHRECLOTHHEREDON ?

O &L, WX
e HES5L, (L)
O (&Y

O &FEFH

O IMBIEN

¥R UG—FIEF>R EBMNEER
O L& U HAT RTX (FBIETY D F (T URBRIBAIN TH DAY &

RENrEs. BEOEHCREREEEHETH D EODEBRN
([C RA BE(CEAZTNTLD RTX HAFH TEARERRI(C
MOZCEFBEBSLUVERECE O THEES<LBEETDH
B, EL(CYUZ)UBIEMREBDEIEN S DEE ) OV FERE
([CEDTE. ERMERKEIRADED. AT DEEMEND
DEMFHRF DORIERTTE (R T D EIREMEN D D,

B¥E 10. RITRIEEME T DN AFEITOIEED ?

O IS0

1 UB—FIEF>R EMHESE

® L\WXE AN 2023 FF3RT7E. BART RTX (FEEI D F(Cxt URRERS
O HESL, LR THDH. BATEBRNERPTHD. BRIFMERNESN
O BESL, [FL RERUIRE =NNE, BSEiEEN S ChaMMBDD FIEE
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ERA RACQ22 X3z (PubMed)

No. Y R

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

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

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

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

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

46 “CD20 Antibod*"[tiab] or rituximab[tiab] or Mabthera[tiab] or “IDEC-C2B8" [tiab] or 25,080
“IDECC2B8" [tiab] or GP2013[tiab] or Rituxan[tiab] or “anti CD20" [tiab] '
(“randomized controlled trial”[pt] OR “controlled clinical trial”[pt] OR “clinical trial”[pt] OR “drug

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

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

®%EH 2022/10/13




ERA RACQ22 xmitzE= (Cochrane)

No. R R

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

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

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

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

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

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

7 (“CD20 Antibod*” or rituximab or Mabthera or “IDEC C2B8” or GP2013 or Rituxan or anti 5 507
CD20):ti,ab ’

#8 #6 or #7 5609

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

®%®H 2022/10/13




BRA RACQ22 xmt&Z== (Embase)

No. iy RBRHE
#1 'rheumatoid arthritis'/exp 243,723
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND
#2 (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) OR 274,416
(felty*:ti,ab AND syndrome:ti,ab) OR (caplan*:ti,ab AND syndrome:ti,ab)
#3 rituximab/exp 58,210
“abp 798":ti,ab OR abp798:ti,ab OR blitzima:ti,ab “ct p10”:ti,ab OR ctp10:ti,ab OR “gp 2013":ti,ab OR gp2013:ti,ab OR
halpryza:ti,ab OR “hix 01":ti,ab OR hIx01:ti,ab OR “ibi 301":ti,ab OR ibi301:ti,ab OR “idec 102":ti,ab OR “idec c2b8":ti,ab OR
idec102:ti,ab OR idecc2b8:ti,ab OR mabthera:ti,ab OR “mk 8808":ti,ab OR mk8808:ti,ab “monoclonal antibody idec c2b8”:ti,ab OR
s “pf 05280586":ti,ab OR pf 5280586:ti,ab OR pf05280586:ti,ab OR pf5280586:ti,ab OR “r 105":ti,ab OR r105:ti,ab OR reditux:ti,ab 49.931
OR “rg 105":ti,ab OR rg105:ti,ab OR riabni:ti,ab OR ritemvia:ti,ab OR ritucad:ti,ab OR ritumax:ti,ab OR Rituxan:ti,ab OR “rituximab
abbs”:ti,ab OR “rituximab arrx”:ti,ab OR “rituximab pvvr”:ti,ab OR rituximab-abbs:ti,ab OR rituximab-arrx:ti,ab OR rituximab-
pvvr:ti,ab OR rituxin:ti,ab OR rituzena:ti,ab rixathon:ti,ab OR riximyo:ti,ab OR “ro 452294":ti,ab OR r0452294:ti,ab OR “rtxm
83":ti,ab OR rtxm83:ti,ab OR ruxience:ti,ab OR truxima:ti,ab OR tuxella:ti,ab
#5 #1 AND #2 AND (#3 OR #4) 4,230
#6 'randomized controlled trial'/de 733,552
#7 ‘controlled clinical trial'/de 438,225
#8 random*:ti,ab,tt 1,843,980
#9 'randomization'/de 95,186
#10 placebo:ti,ab,tt 348,952
#11 compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,974
412 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR 2 580,932
comparing:ab OR comparison:ab)
#13 (open NEXT/1 label):ti,ab,tt 100,766
#14 ((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,625
#15 'double blind procedure'/de 200,214
#16 (parallel NEXT/1 group*):ti,ab,tt 30,225
#17 crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,925
418 ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR 430355
patient OR patients OR subject OR subjects OR participant OR participants)):ti,ab,tt '
#19 assigned:ti,ab,tt OR allocated:ti,ab,tt 459,926
#20 (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 429,105
#21 volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,937
#22 'human experiment'/de 597,636
#23 trial:ti,tt 377,995
o4 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 5838.800
OR #23
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR
#25 databases)):ti,ab,tt) NOT (‘comparative study'/de OR 'controlled study'/de OR 'randomised controlledti,ab,tt OR 'randomized 2,932
controlled':ti,ab,tt OR 'randomly assigned'ti,ab,tt)
426 ‘cross - sectional study' NOT (‘randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 345,783
'randomised controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt OR 'control group':ti,ab,tt OR 'control groups':ti,ab,tt) '
#27 'case control*":ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,281
#28 'systematic review":ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,907
#29 nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,154
#30 'random field*":ti,ab,tt 2,757
#31 ('random cluster' NEAR/4 sampl*):ti,ab,tt 1,589
#32 review:ab AND review:it NOT trial:ti,tt 1,020,304
#33 'we searched':ab AND (review:ti,tt OR review:it) 44,015
#34 'update review':ab 127
#35 (databases NEAR/5 searched):ab 58,014
(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR
#36 pigs:ti,tt OR piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR 1,176,799
bovine:ti,tt OR monkey:ti,tt OR monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
#37 ‘animal experiment'/de NOT (‘human experiment'/de OR 'human'/de) 2,469,611
#38 #25 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 4,093,000
#39 #24 NOT #38 5,164,611
#40 [1900-2022]/py 41,995,816
#41 #5 AND #39 AND #40 2,667

®3%H
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EHRA RACQ22 xmiezxz, (Ed:h

No. Y R
#1 BEEFY 7~ F/TH or B8ETY 7 < F/TA or “rheumatoid arthritis”/TA 109,409
» Rituximab/TH or U/ % << 7/TA or Rituximab/TA or U &+ > /TA or Rituxan/TA or CD20#%1 13.781

&/TA or "CD20 antibody"/TA ’
#3 #2 and (DT=1900:2022) 13,781
#4 (AE2T7FUTZ/THor Y AT T4 v 2L Ea—/THor 28HA KZ 4 /TH) 88,997
#5 (RD=XZT7F UL R ZEHAFTAV) 5,559
#6 (AEZTFUZ/TAor VAT T 4y 7L Ea—/TAor ZBHA RZ 4/ TA) 19,693
#7 #3 and #4 322
#8 #3 and #5 24
#9 #3 and #6 82
#10 #3 and #4 and #5 and #6 344
#11 MAHFZR/TH 139,627
#12 (RD=7 > & LAb LLBERER) 25,635

(N ABRZE/TA or BRIRELER/TA or 7 > & LALLLEGEAER/TA or BAER(LELBEER/TA or SEIMEHEER
#13 /TA or 25 11 BB/ TA or F I14EEER/TA or FEIVAEEER/TA or FESMHEEER/TA or RIZEERER/TA or 45,744

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




EHB RACQ2 XEMBRERZA—F v—k

CQEZ RA CQ22
(Via'\;'ff;!:;\% CENTRAL# & Embase & Eehin o Z D OWEES &
e —— HRE L 7= 308K H5RE L 7= 308K H57E L 7= 308K H5RE L 7= 308K
1707 551 2667 17 0
BB XEBR 2 D STERER BEEEEK Z D DERED SHEE L 7= B
(n= 4408 ) (n= 695 ) (n= 0 )
27— T LI XEE (1st Screening) otk L 7= XXk sk
(n= 397 ) (n= 277
AR % 574 L 7= 5308 (2nd Screening) sl L /=533
(n = 120 ) (h = 104
<BRAEH >
- PHEEEBET )
- /CHEELAR-ST )
BHRE ICHEHAAN T RE/ /3K - TFTHA UPREED )
(n= 1 R/ 16 30 cOWEEEFEET )
- Ongoing study )
- Publication date#%2022/7/1L1f& )
- (TNFOHR)HA KF4:2014/202012 )
MRS ICINZ 7R (meta-analysis) T TICHAMAENTLS

(n= 1 GES)




EHC RACQ22 /SLFTAMD')AY(ACR50)

Intention—to—
treat

Unique ID
1

Study ID
REFLEX

Experimental
NA

Comparator
NA

Outcome
ACR50

Weight

-2

+2

DR

+3

D1

D2

D3

D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



#HC RACQ22 NAFTRDYRI(AHAQ)

Intention—to—
treat

Unigue ID
4

Study ID
REFLEX

Experimental
NA

Comparator
NA

Outcome

AHAQ

Weight
NA

-2

+) 3

g

D

D1
D2
D3
D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



FHC RACQ22 /NLTPARDYRH(ATSS)

Intention—to—
treat

Unique ID
4

Study ID
NA

Experimental
NA

Comparator
NA

Outcome

mTSS

Weight

-2

+)Q

+)Q

DI

D1
D2
D3
D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



HEIC RA CQ22 /SAF7AMDIJA(Serious adverse event)

Intention—to—
treat

Unique ID
5

Study ID
NA

Experimental
NA

Comparator
NA

Outcome

SAE

Weight

+)2

IR

+) 3

D1
D2
D3
D4

D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EED RACQ2 TE¥FYRX7u77 A4/ Question: RTX+-csDMARD compared to PBO+/-csDMARD for bDMARD-IR/intolerant RA

Certainty assessment Ne of patients

e of Study 23 Inconsistency | Indirectness | Imprecisi (S RTX lacebo Rolafive ahsolile cerainy imporance
studies | design bias ¥ P considerations P ©@5%Cl) | (95% Cl)

Outcomes used for the recommendation

DAS28-ESR remission (24W)
1 randomised | not serious not serious not serious serious? none 271298 (9.1%) 1.6%b RR 37.16 579 more CRITICAL
trials (2.2810 per 1,000 @@@O
605.68)c (from 20 Moderate
more to
1000
more)
ACRS50 (12W)
1 randomised | not serious not serious not serious serious? none 70/298 15/201 (7.5%) RR3.15 160 more CRITICAL
trials (23.5%) (1.86 to 5.34) | per 1,000 @ @ @ O
(from 64 Moderate
more to
324 more)
ACRS50 (24W)
1 randomised | not serious not serious not serious serious? none 80/298 10/201 (5.0%) RR 5.40 219 more CRITICAL
trials (26.8%) (2.87 t0 10.16) | per 1,000 @ @ @ O
(from 93 Moderate
more to
456 more)
AHAQ (24W)
1 randomised | not serious not serious not serious Serious? none 298 201 - MD 0.3 CRITICAL
trials lower @ @ @ O
(0.4 lower Moderate
t00.2
lower)
ATSS (24W)
1 randomised | not serious not serious not seriouse | not serious none 268 177 - MD 0.6 CRITICAL
trials lower @ @ @ @
(114 High
lower to
0.06
lower)
Serious adverse event (24W)
1 randomised | not serious not serious not serious Serious' none 55/308 49/209 RR0.76 56 fewer CRITICAL
trials (17.9%) (23.4%) (0.54t01.07) | per 1,000 @ @ @ O
(from 108 Moderate
fewer to
16 more)
Serious infection (24W)
1 randomised | not serious not serious not serious | very serious? none 71308 (2.3%) 3/209 (1.4%) RR 1.58 8 more CRITICAL
trals 04110605 | per1,000 | DD OO
(from 8 Low
fewer to
72 more)

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

Explanations

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

b. Extrapolated from P Emery, et al. Ann Rheum Dis. 2008 Nov;67(11):1516-23

c. Calculated assuming control event count as 0.5.

d. The 95% confidence interval of the mean difference includes the minimally important difference of -0.22.
e. A surrogate outcome: Total Genant-modified Sharp radiographic score.

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

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



BERE RACQ22 7xL X +Z7AY b

Outcomes used for the recommendat

DAS28-ESR remission (24W)

ion

RTX PEQ Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weiglt  M-H, Random, 95% CI M-H, Random, 95% CI
Zohen 2006 27T 298 o 20 100.0% ATAG[2 28, 605 GE
Total {95% Cl} 298 201 100.0% 3716 [2.28, 605.68] —— -
Total events 27 i
Heterogeneity: Mot applicable ; ! f |
L _ 0.0m 0.1 1 10 1000
Test for overall effect £ =254 P = 0.01) Favours PEC Favaurs RTH
ACR50 (12W)
RTX PEQ Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weiglt  M-H, Random, 95% CI M-H, Random, 95% CI
Zohen 2006 70 2498 18 201 100.0% 318 [1.86, 5.34]
Total {95% Cl} 298 201 100.0% 315186, 5.34] -l
Total events T 14
Heterogeneity: Mot applicable ; ! f |
L 0.m 01 1 10 100
Test for overall effect £ =4.26 {F = 0.0001) Favours PEC Favaurs RTH
ACR50 (24W)
RTX PEQ Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weiglt  M-H, Random, 95% CI M-H, Random, 95% CI
Zohen 2006 a0 2498 10 201 100.0% .40 [2.87, 1016
Total {95% Cl} 298 201 100.0% 5.40 [287, 10.16] .
Total events an 10
Heterogeneity: Mot applicable ’D ” D’1 ] 1II:| mu’
Test for overall effect: £2=5.22F = 0.00001) Favours PEC Favaurs RTH
AHAQ (24W)
RTX PEO Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% €I IV, Random, 95% CI
Cohen 2006 -04 06 298 -01 05 20 100.0% -0.30 [-0.40, -0.20]
Total {95% CI) 298 200 100.0%  -0.30 [-0.40, -0.20] L
Heterogeneity: Mot applicable y y ' t
o 05 -02% 0 025 04
Test for awerall effect Z = 6.06 (P = 0.00001) Favaurs BT Favours PRO
ATSS (24W)
RTX PEO Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% €I IV, Random, 95% CI
Cohen 2006 e 1.9 268 1.2 3.3 177 100.0% -0.60 [-1.14, -0.06]
Total {95% CI) 268 177 100.0% 0,60 [-1.14, -0.06] S
Heterogeneity: Mat applicable _-4 _-2 0 ﬁ i

Test for werall effect Z=219F =003

Favours RT: Favours PRO



Serious adverse event (24W)

RTX PBO Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 9% CI
Cohen 2006 55 308 48 209 100.0% 0.76 [0.54, 1.07] —
Total {95% Cl} 308 200 100.0% 0.76 [0.54, 1.07] ——auiiie--
Total events 55 44
Heterogeneity: Mot applicable f ! ! !
Test for overall effect 2=156 F =0.13 0.3 o7 1 1.5 :

Serious infection (24W)

RTX PBO Risk Ratio

Favours HTX  Favours PBO

Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cohen 2006 7 308 3209 100.0% 1.58[0.41, 6.09)
Total {95% Cl} 308 200 100.0% 1.58 [(nd1, 6.05] — e
Total events 7 3
Heterogeneity: Mot applicable ! ! J J
Test for overall effect £ =067 P = 0.50) 0.2 0.5 1 z 3

Favours HTX  Favours PBO



&# F RA CQ22 Evidence to Decision =—JJL

CQ (No.PICO)

RA CQ22 : RTX ZBR< 1 &I LD bDMARD MMEX BRWETZIFNRATD THEEU LOEREEHEZE I D RABEIC, RTX (FERAMN?

FBE  RTX ZPR < —HILL LD bDMARDs MMEX IRVWE T FHRA+ D THEEMU LOKEEEEMZHE I D RA BE

T A : RTX+/-csDMARDs

X388 1 7 51tz/R+/-csDMARDs

FEI7J AL (BEK) : ACR50. DAS28 %, HAQ Z{LE. ATSS. EELRPE. EEREESR

HSR : RTX ZR < —&IL LD bDMARDs THRATDREE U DN F(RA)EBE(CXH U T, BT RTX OEBEIMHAILERRD 1 DERD, AP TOBEACHEITT, $RWEWER - XD
BN SZOEREZASHNCIT DL FEETHD

B¥ 1. BE CoOREMERFEN?

HpR Ub—FIEF>R ENNEE
O LWX 2020 FFhR BBV DN FE2EA 1 RS> [1]] T(E bDMARDs+/- RTX (&, B CTIEE(CEHFOEMFRIRE (CHRAR+
O HBESL, LW csSDMARD THIRA+D7MBE(C. D bDMARDs+/-csDMARDs HM&iRER & | DBIICER SN, FKEUIIFELDOHA RSA
O BE5L, Fu 72D TWBD, BIMNZT bDMARDS D—D&E U TIREBEREIRD TWLD RTX A | >[2]TE. RTXHERENTWLDEED > ) EEER
® (FL) bDMARDs #EHU4 RA BE(CSVWTERNEZRN I DI E(E. BEATHREC | OBV INYFEEC RTXBENEHMITES THERZN
OR=F-F=¥-3 BETHD, TWd, BHEU>/E US) USIEEEEOBIITEZER
O ISR IHREED O FEERIENETEIEML TS D,
SEOBEY O FEROBRRZBCIT ORI TID
REFEECHD.

BEE 2. EFXULLVWMR FHSNZLEFZULLVIIREEDEEDEDN ?

L] UY—FIEF>R MK EE
O HFm RTX+/-csDMARDs (. FStz7R+/-csDMARDs (CEEE U T3],

O /hEn

O® BRRTVINALELT

o K=\ 1. DAS28 Ef#(24i8) (BT B AB¥ (RTX+/-csDMARDS) DI shER (&

OR=F3-F3 1,000 AZ7z0D 579 (20~1000) AtEHN . #ExI%NER(E RR 37.16 (2.28~

O BMSIRL 605.68) Tdo/z.




2. ACR50#Ef% (24 #)(CEA9 27T ABF (RTX+/-csDMARDs DX ZhER (&
1,000 A7=D 219 (93-456) AtEhN, HEXIZNER(E RR 5.40 (2.87~
10.16) THho 1z,

3. HAQ ZYL 2 (24 3B) (CAA 9 BHETHERE. RTX+/-csDMARDs T

-0.3 (-0.40~-0.20),

4. ATSS (1 EMIHIOIEFT >R (FEM oz, (24 BETD Genant-
modified Sharp radiographic score #&ER DAL D D)

BlEXD. ACR50 KLU DAS28 EffiERk. HAQ Z{L=E (3 RTX+/-
csDMARDs M7 1 7 S t7/R+/-csDMARDs B & LEARKE BN TLVZ.
ATSS(1 F)DFEREFRIBETH O 2H. BESNDIRDIEELIDETLLZY
RiF TXKEW] &L,

B 3. EFXUKBVMIR FHISNDZLEFZ UL RBRUVIIREEDEEDEDN ?

1 UB—FIEF>R EMNES
O K&EL RTX+/-csDMARDs (. FStz /R+MTX (L& U T,

O BRI ALELT

O My 1. EHENRAE (24:8) (CBIF BT ABE (RTX+/-csDMARDs )Xz R (&

e DIMH 1,000 A&47zD 8 (—8~72) At&EhN. %I (E RR 1.58 (0.41~6.05) T

O &FE=x HoT.

O BMS51EN

2.EERBEESR(248)ICET BT AERE (RTX+/-csDMARDs )D#axdzh R (&
1,000 AE/=D 56 (—108~16) A4, HEXIRIE(E RR 0.76 (0.54~
1.07) THxo/l=.

HEXD. EFERIYE (24 8). EFIEESERESNT AR EMREIOR(CH
BREFRSNT. EUMHRORSSZBEERIT. BEULRVIRE (DT
nl &L

B¥ 4. TEF > XADOHERME

MR(CEITDEARNBTIEST > XOERMESEDIREN ?

R

UY—FIEF>VX

BMNEER




O IEBITE
® K
O =
oF=

O ZRAMAFERZRL

ACR50. DAS28 Ef#, HAQ Z(LEICAT AN ADIIRIIHZNMEIN. EERE
EERITFEL . EERQRBEEIENT, BEICE>TERDAMERDEE
B, PIROLAEROIET > ADOERMEG ME] Uk,

B¥ 5. {iEHR A4AHEZRTI NHAZ EOREERIDINCOVWTEERRRIMERME(ESDE(EHDM ?

R

UY—FIEF>X

BMEER

O BERAHERMFRLZQESDEHD

O EBRAERMFTZ(HESDEDEEENSH D

@ EEIAHEREFZEESDEEFHESRRL
O EBRAERETZ(FHESDERFRL

BEIU DO FEZEIA RS2 2020 1R ICEIELTZ U O FRDEZ IR
ELET72O— MERZESRE U, —MNRREIBHXNELERTRES
KOME (CMEZH < EEZXSN. 77D MIACKH T DMMEROER4(CET
BESDEFPRNEDEZER NS,

FERF7 I MAAR, UINYFEFIEDRREEDSL
SAREDRBRE(CERRY D MLZERLTH

D, MEER(CHITDEELRAERTCIESDEESH
TS5V EER D, RABZEAA RS> 2020]

IR—> K2 BR,

B¥ 6. WRD/I\SVR LFULHIREZFULSRBRUVMIRDINS > XENMAB UL BB ZZITFI D ?

IR

UY—FIEF>X

EBNKER

O hEEEMIMENTLD

O EEWBEHIEZES<ENTLD

O MABHEEMRENITNEZRF LR
o BEZTSINMANEBNTULD

O MTABMEBNTNS

OR=F-F=¥-3
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BHA RACQ23 xiiezFzzl (PubMed)

No. BR RRIFLN

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

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

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

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

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

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

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

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

%%=AB 2022/10/13




BHA RACQ23 xmit&z=, (Cochrane)

No. S RERHEL

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

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

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

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

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

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

47 (“CD20 Antibod*” or rituximab or Mabthera or “IDEC C2B8” or GP2013 or Rituxan or anti 5597
CD20):ti,ab

#8 #6 or #7 5609

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

®¥®H 2022/10/13




ERA RACQ23 x@Ett&%z (Embase)

No. IRFR= TR
#1 'rheumatoid arthritis'/exp 243,723
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab
#2 OR artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) OR (felty*:ti,ab AND 274,416
syndrome:ti,ab) OR (caplan*:tiab AND syndrome:ti,ab)
#3 rituximab/exp 58,210
“abp 798":ti,ab OR abp798:ti,ab OR blitzima:ti,ab “ct p10™:ti,ab OR ctp10:ti,ab OR “gp 2013":ti,ab OR gp2013:ti,ab OR
halpryza:ti,ab OR “hlx 01™:ti,ab OR hix01:ti,ab OR “ibi 301":ti,ab OR ibi301:ti,ab OR “idec 102":ti,ab OR “idec c2b8":ti,ab OR
idec102:ti,ab OR idecc2b8:ti,ab OR mabthera:ti,ab OR “mk 8808":ti,ab OR mk8808:ti,ab “monoclonal antibody idec c2b8":ti,ab OR
1 “pf 05280586":ti,ab OR pf 5280586:ti,ab OR pf05280586:ti,ab OR pf5280586:ti,ab OR “r 105":ti,ab OR r105:ti,ab OR reditux:ti,ab 49,931
OR “rg 105":ti,ab OR rg105:ti,ab OR riabni:ti,ab OR ritemvia:ti,ab OR ritucad:ti,ab OR ritumax:ti,ab OR Rituxan:ti,ab OR “rituximab
abbs”:ti,ab OR “rituximab arrx":ti,ab OR “rituximab pvvr”:ti,ab OR rituximab-abbs:ti,ab OR rituximab-arrx:ti,ab OR rituximab-
pvvr:ti,ab OR rituxin:ti,ab OR rituzena:ti,ab rixathon:ti,ab OR riximyo:ti,ab OR “ro 452294":ti,ab OR ro452294:ti,ab OR “rtxm
83":ti,ab OR rtxm83:ti,ab OR ruxience:ti,ab OR truxima:ti,ab OR tuxella:ti,ab
#5 #1 AND #2 AND (#3 OR #4) 4,230
#6 ‘randomized controlled trial'/de 733,552
#7 ‘controlled clinical trial'/de 438,225
#8 random*:ti,ab,tt 1,843,980
#9 ‘randomization'/de 95,186
#10 placebo:ti,ab,tt 348,952
#11 compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,974
412 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR 2580932
comparing:ab OR comparison:ab)
#13 (open NEXT/1 label):ti,ab,tt 100,766
#14 ((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,625
#15 'double blind procedure'/de 200,214
#16 (parallel NEXT/1 group*):ti,ab,tt 30,225
#17 crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,925
13 ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR 130355
patient OR patients OR subject OR subjects OR participant OR participants)):ti,ab,tt '
#19 assigned:ti,ab,tt OR allocated:ti,ab,tt 459,926
#20 (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 429,105
#21 volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,937
#22 'human experiment'/de 597,636
#23 trial:ti,tt 377,995
404 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR 5,838,800
#23
((random* NEXT/1 sampl* NEAR/8 ('cross section*' OR questionnaire* OR survey OR surveys OR database OR
#25 databases)):ti,ab,tt) NOT (‘comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized 2,932
controlled':ti,ab,tt OR 'randomly assigned"ti,ab,tt)
#26 ‘cross - sectional study' NOT (‘'randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 345783
'randomised controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt OR 'control group':ti,ab,tt OR 'control groups':ti,ab,tt) '
#27 ‘case control*':ti,ab,tt AND random*:ti,ab,tt NOT ('randomised controlled"ti,ab,tt OR 'randomized controlled"ti,ab,tt) 20,281
#28 'systematic review':ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,907
#29 nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,154
#30 'random field*":ti,ab,tt 2,757
#31 ('random cluster' NEAR/4 sampl*):ti,ab,tt 1,589
#32 review:ab AND review:it NOT trial:ti,tt 1,020,304
#33 'we searched:ab AND (review:ti,tt OR review:it) 44,015
#34 'update review':ab 127
#35 (databases NEAR/5 searched):ab 58,014
(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR
#36 pigs:ti,tt OR piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR 1,176,799
bovine:ti,tt OR monkey:ti,tt OR monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
#37 ‘animal experiment'/de NOT ('human experiment'/de OR 'human'/de) 2,469,611
#38 #25 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 4,093,000
#39 #24 NOT #38 5,164,611
#40 [1900-2022]/py 41,995,816
#41 #5 AND #39 AND #40 2,667
#®%B 2022/10/13




BERA RACQ23 XERER (EES

No. IR R
#1 BEEnY v~ F/TH or B8EnY 7 <~ F/TA or “rheumatoid arthritis”/TA 109,409
i Rituximab/TH or 1Y % <~ 7 /TA or Rituximab/TA or Y &+ > /TA or Rituxan/TA or 13.781

CD20414£/TA or "CD20 antibody"/TA
#3 #2 and (DT=1900:2022) 13,781
#4 (A2T7FUPR/THot Y RAFIT 4 v LEa—/THor 28HA K74 > /TH) 88,997
#5 (RD=XZTFUVIRZBEAARTAV) 5,659
#6 (XZ&TFUVIR/TAOr Y ATIT A4 v LEa—/TAor BBHA K742/ TA) 19,693
#7 #3 and #4 322
#8 #3 and #5 24
#9 #3 and #6 82
#10 #3 and #4 and #5 and #6 344
#11 AFR/TH 139,627
#12 (RD=7 > & LfL LLES G BR) 25,635

(ANAFFFR/TA or BREREER/TA or 7 > & LA LLBGEAER/TA or SAERL LLEEER/TA or 148
#13 SRER/TA or 25 I AHERER/TA or B INAEEER/TA or B IVAEEER/TA or FELIEER/TA or R&EE 45,744

=RE/TA or 7 > X LEIF/TA)
#14 #3 and #11 847
#15 #3 and #12 7
#16 #3 and #13 366
#17 #14 or #15 or#16 984
#18 #17 not #10 926
#19 #1 and #18 I
%A 2022/10/11




HEHB RACQ23 XERBREZO—F v— b

CO%= RA CQ23
MEDLINE . . - N £ N
(via Pubmed) 75 CENTRALA & Embasen 5 EHhEEH, D Z DD ERED ©
== - [ 35 = - [ 35 == - [ 35 = - 3
- T L 7= STkER B57E L 7= 3RS B57E L 7= 3RS BT L 7= STkEK
1707 551 2667 77 0
EESTBBR MR O SCERER EESEE Z D DIEIRBEH SEE L 7= 3
(n= 4408 ) (n= 594 ) (n= 0 )
27— T LXK (1st Screening) Brat L 7= 30k ER
(n= 397 ) (n= 315 )
TS % 54 L 7= 5m508K (2nd Screening) [Z N -3
(n= 82 ) (n= 71 )
<[RHNEHR >
cPAREE® ST (n 23 )
C/CHAEEAB ST (n 36 )
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(n= 3 w3/ 11 Ep'd) cOLEEEEET (n 1 )
- Ongoing study (n 3 )
)
)

« Publication date$%2022/7/1L4F%
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(meta-analysis)
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HHC RACQ23 /XL 7RMD'RY(DAS28-ESR Remission, ACR50)

Intention—to—
treat

Unique ID
1

2

3

Study ID
Manders 2015

Brown 2018

Humby 2021

Experimental
NA

NA
NA

Comparator
NA

NA
NA

Outcome
DAS28-ESR remission & ACR50

DAS28-ESR remission & ACR50

DAS28-ESR remission & ACR50

Weight
NA

1
1

®O6c

- - OR
®®ox

L X ] J=

®O o

D1
D2
D3
D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



#HC RACQ23 NAFTRDYRIZ(AHAQ)

Intention—to—
treat

Unique ID
1

2
3

Study ID
Manders 2015

Brown 2018

Humby 2021

Experimental
NA

NA
NA

Comparator
NA

NA
NA

Outcome

HAQ
HAQ
HAQ

L L L
(9%

000
=~

Ll L
o

Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



E¥C RACQ23 /NAFTADYRI(ATSS)

Intention—to—
treat

Unique ID
3

Study ID
Humby 2021

Experimental
NA

Comparator
NA

Outcome
TSS

Weight

+)2

R

+2

- B

+ 3

D1

D2

D3

D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



HHC RA CQ23 /SLFRAMD' R4 (Serious adverse event, Serious infection)

Intention—to—
treat

Unigue ID
1

2
3

Study ID
Manders 2015

Brown 2018

Humby 2021

Experimental
NA

NA
NA

Comparator
NA

NA
NA

Outcome

SAE & serious infection
SAE & serious infection

SAE & serious infection

Weight
NA

2
1

D1
®
®
®

2

000:
(%]

o006
|

L J X I
o

D4

D5

Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



B D RACQ23 TEF¥ZX7m7 74/ Question: RTX+-csDMARD compared to other bDMARD+/-csDMARD for bDMARD-IR/intolerant RA

Certainty assessment Ne of patients “
Certainty

. Importance
Ne of Study Risk of . . Relative Absolute
stud design bias Inconsistency | Indirectness | Imprecisio e other bDMARD: (95% CI) (95% CI)

Outcomes used for the recommendation

DAS28-ESR Remission (12w) RTX vs others

3 randomised very not serious not serious® seriouse none 13/157 (8.3%) | 43/247 (17.4%) RR 0.40 104 fewer per CRITICAL
trials seriousa (0.221t00.70) 1,000 @OOO
(from 136 fewer to Very low
52 fewer)

DAS28-ESR Remission (24w) RTX vs others

2 randomised very not serious not serious very none 12/86 (14.0%) | 22/175 (12.6%) RR1.11 14 more per 1,000 CRITICAL
trials serious? serious? (0.58t02.12) (from 53 fewer to @ O O O
141 more) Very low

ACR50 (12w) RTX vs others

1 randomised very not serious not serious very none 3/40 (7.5%) 11/82 (13.4%) RR 0.56 59 fewer per 1,000 CRITICAL
trials serious? seriousd (0.17 to 1.89) (from 111 fewer to @ O O O
119 more) Very low

ACR50 (24w) RTX vs others

1 randomised very not serious not serious very none 3/40 (7.5%) 15/81 (18.5%) RR 0.40 111 fewer per 1,000 CRITICAL
trials serious? serious? (0.12t01.32) | (from 163 fewer to @ O O O
59 more) Very low
AHAQ (24w) RTX vs others
3 randomised very not serious not serious? seriouse none 155 238 - MD 0.1 higher CRITICAL
trials seriousa (0.06 higher to 0.13 @ O O O
higher) Very low
AHAQ (48w) RTX vs others
2 randomised very not serious not serious seriouse none 76 157 - MD 0.08 higher CRITICAL
trials seriousa (0.11 lower to 0.27 @ O O O
higher) Very low
ATSS (16w) RTX vs others
1 randomised | not serious not serious not seriousb | very seriousf none 82 79 - MD 0.8 lower CRITICAL
trials (8.99 lower to 7.39 @@OO
higher) Low

Serious adverse event (48w) RTX vs others

3 randomised very not serious not serious very none 13/168 (7.7%) 18/243 (7.4%) RR 0.97 2 fewer per 1,000 CRITICAL
trials serious? serious? (0.43t02.19) | (from 42 fewer to 88 @ O O O
more) Very low

Serious infection (48w) RTX vs others

1 randomised very not serious serious? very none 1/40 (2.5%) 2/82 (2.4%) RR 1.02 0 fewer per 1,000 CRITICAL
trials seriousa seriousd (0.10to (from 22 fewer to @ O O O
10.97) 243 more) Very low

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

Explanations

a. Lack of blinding of patients and lack of blinding of caregivers.

b. One study uses outcomes at 16 weeks

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

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

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

f. The 95% confidence interval of the mean difference includes both the minimally important differences of -4 and +4.
g. Reported as severe infection



BRE RACQ23 7#L X 7B vw b

Outcomes used for the recommendation

DAS28-ESR Remission (12w) RTX vs others

RTX others Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brown 2018 1 40 2 az 5.9% 1.02[010,1087
Humby 2021 a 71 26 T2 63TH 0.31[0.15, 0.64 —l—
Manders 2014 1 46 15 93 30.4% 054019 153 — &7
Total (95% CI) 157 247 100.0% 0.40 [0.22, 0.70] st
Total events 13 43
Heterogeneity: Tau®= 0.00; Chi*= 137, df= 2 ({P=050) F=0% l y

00s 0.2 1 5 20

Test for overall effect: 2= 316 P = 0.002 Favours [others]  Favours [RTX]

DAS28-ESR Remission (24w) RTX vs others

RTX others Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 9% CI M-H, Random, 95% CI
Brown 2018 4 40 7 82 30.9% 147 [0.36, 3.77 -
Manders 2014 a 46 14 93 69.1% 1.08[0.49, 2.36)
Total (95% CI) 86 175 100.0% 1.11[0.58%, 2.12]
Total events 12 22

Heterogeneity: Tau®= 0.00; Chi= 0.01, df= 1 (P = 0.91); 7= 0% l - -

Test for overall effect: Z=030F =0.76& 0.1 Dﬁzavnursnﬁtﬁhers ! Favnuzrs BT 5 10

ACR50 (12w) RTX vs others

RTX others Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brown 2018 3 40 1 82 100.0% 056017, 1.89
Total {95% CI} 40 82 100.0% 0.56 [0.17, 1.89] — = ——
Total events 3 11
Heterogeneity: Mot applicable ’ ! ! f

| ]
o1 02 a1 2 g 10

Test for overall effect £ =093 P = 0.35) Favaurs othars  Favours BT

ACR50 (24w) RTX vs others

RTX others Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brown 2018 3 40 15 81 100.0% 0.41[012 1.33
Total {95% CI} 40 a1 100.0% 040 [0.12, 1.32] ——mu -
Total events 3 14
Heterogeneity: Mot applicable ! J ! f

] ]
01 0z ns 1 2 ] 10

Test for overall effect 2=1.50F =0.13) Favaurs othars  Favours FTH



AHAQ (24w) RTX vs others

RTX others Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Brown 2018 -0.2 0.74 I}/ -02 074 T3 1.2% 0.00[F0.29 029
Hurrbry 2021 -0.3 041 71 -0.4 01 T2 97 4% 010[0.07, 013 .
Manders 2015 -0168 077 46 -013 081 93 1.4% -0.03 [-0.31, 0.29] -
Total (95% Cl} 155 238 100.0% 0.10 [0.06, 0.13] &
Heterogeneity: Tau?= 0.00; Chi= 1.27, df = 2 (P = 0.53%; 17= 0% y ’ t t
Test for swverall effect; £ =588 = 0.00001}) 0.5 0.25 0 0.25 05

Fawours T Fawours athers

AHAQ (48w) RTX vs others

RTX others Mean Difference Mean Difference
Study or Subgroup  KMean  SD Total Mean  SD Total Weight IV, Ranhdom, 95% CI I, Randony 95% CI
Browm 2018 -0.2 074 30 -0.34 07 B4 36.3% 0.14 [-0.18, 0.46] =
Manders 2015 -0.21 064 46 -0.26 0.65 93 B3T% 0.05 019, 0.29) — i
Total (95% Clj 76 157 100.0% 0,08 [0.11, 0.27] —-P-—
Heterogeneity: Tau®= 0.00; Chit= 0.20, df= 1 (P = 0.6E); 17= 0% ; ‘ ' t y
Test for awerall effect: £ =085 (F = 0.40) 0.5 0.25 0 0.2 0.5

Fawours T Favours others

ATSS (16w) RTX vs others
RTX others Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Hurmby 2021 848 27a a2 93 255 79 100.0% -0.80 [-8.99 7.39]
Total {95% CI) g2 79 100.0% -0.80 [-8.99, 7.39]
Heterogeneity; Mat applicakle ’ f t J t
Test for averall effect: Z=019 F = 0.85 1a 5 0 5 1d

Favours RTH  Fawours athers

Serious adverse event (48w) RTX vs others

RTX others Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brown 2018 ] 40 g a2 362% 2.058[0.63, 6.69 B E—
Humby 2021 a a2 12 ™™ aTa% 064 [0.28, 1.49 —
Manders 2014 1] 46 1 943 f. 4% 067 [0.03, 16.09) =
Total (95% CI) 168 254 100.0% 0,98 [0.43, 2.22] -l
Total events 13 18
Heterogeneity: Tau®= 012 Chi*= 281, df= 2({P=0.28) 7= 20% '

002 01 1 10 &0

Test for overall effect: Z=0.05 P = 0.96 Favours BT Favaurs athers

Serious infection (48w) RTX vs others

RTX others Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brown 2018 1 40 2 82 100.0% 1.02 [010,10.97)
Total (95% CI 40 82 100.0% 1.02 [ 10, 10.97]
Total events 1 2

Heterogeneity: Mot applicable |:|'1 ] 1.0 5|:i
Test for overall effect £2=0.02 P = 0.88) |

Favours FTX  Favours others
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BEHIA RACQ24 XRER (PubMed)

No. R R
1{"arthritis, rheumatoid"[mh] 122,747
(rheumatoid[tiab] OR reumatoid[tiab] OR reumatoid[tiab] OR rheumat*[tiab] OR reumat*[tiab] OR revmat*[tiab]) AND 173786
(arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR artrit*[tiab] OR diseas*[tiab] OR condition*[tiab] OR nodule*[tiab]) '
3|felty*[tiab] AND syndrome[tiab] 772
4|caplan*[tiab] AND syndromel[tiab] 150
5|#1 OR #2 OR #3 OR #4 208,087
"janus kinase inhibitors"[mh] OR "janus kinases"[mh] OR "janus kinase inhibitor*"[tiab] OR "JAK inhibitor*"[tiab] OR
6[JAK1*[tiab] OR JAK2*[tiab] OR JAK3*[tiab] OR TYK2*[tiab] OR tsDMARD*[tiab] OR "ts DMARD*"[tiab] OR "targeted 24,266
synthetic DMARD*"[tiab] OR jakinib*[tiab]
tofacitinib[nm] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] OR CP690*[tiab] OR CP- 5487
690*[tiab] '
baricitinib[nm] OR baricitinib[tiab] OR "baricitinib phosphate"[tiab] OR "baricitinib phosphate salt"[tiab] OR 998
Olumiant[tiab] OR INCB028050[tiab] OR INCB-28050[tiab] OR LY3009104[tiab] OR LY-3009104[tiab]
peficitinib[nm] OR peficitinib[tiab] OR Smyraf[tiab] OR ASP015K[tiab] OR ASP-015K[tiab] OR AS1940150BR[tiab] OR 97
AS-1940150BR[tiab] OR JKT201A[tiab] OR JKT-201A[tiab]
10 upadacitinib[nm] OR upadacitinib[tiab] OR Rinvoq[tiab] OR ABT494([tiab] OR ABT-494([tiab] OR A1293543[tiab] OR A- 396
1293543[tiab]
1 filgotinib [nm] OR filgotinib[tiab] OR Jyseleca[tiab] OR GS6034[tiab] OR GS-6034[tiab] OR GLPG0634[tiab] OR GLPG- 228
0634[tiab]
12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 25,804
13|#5 AND #12 2,269
("randomized controlled trial"[pt] OR "controlled clinical trial"[pt] OR "clinical trial"[pt] OR "drug therapy"[sh] OR
14{randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR placebo[tiab] OR trial[tiab] OR groups[tiab]) NOT ("case |[4,613,589
reports"[pt] OR "case report*"[tiab] OR "case series"[tiab]) NOT ((animals[mh]) NOT (humans[mh]))
15|#13 AND #14 1,467
16|#15 AND 1900/1/1:2022/6/30[dp] 1,407

- &=

2022/9/20




HRIA  RA CQ24 Xkt 3=t (Cochrane)

No. BFRH BRI

#1 MeSH descriptor: [Arthritis, Rheumatoid] explode all trees 6,535

42 (rheumatoid:ti,ab OR reumatoid:ti,ab OR reumatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR 20.046
artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) '

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

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

#5 #1 OR #2 OR #3 OR #4 21,781

#6 MeSH descriptor: [Janus Kinase Inhibitors] explode all trees 102

#7 MeSH descriptor: [Janus Kinases] explode all trees 159

48 ("janus kinase" NEXT inhibitor*):ti,ab OR ("JAK" NEXT inhibitor*):ti,ab OR JAK1*:ti,ab OR JAK2*:ti,ab OR JAK3*:ti,ab OR TYK2*:ti,ab OR 2157
tsDMARD*:ti,ab OR ("ts" NEXT DMARD*):ti,ab OR ("targeted synthetic" NEXT DMARD*):ti,ab OR jakinib*:ti,ab '

#9 tofacitinib:ti,ab OR tasocitinib:ti,ab OR Xeljanz:ti,ab OR Jakvinus:ti,ab OR CP690*:ti,ab OR CP-690*:ti,ab 1,008

#10 baricitinib:ti,ab OR "baricitinib phosphate":ti,ab OR "baricitinib phosphate salt":ti,ab OR Olumiant:ti,ab OR INCB028050:ti,ab OR INCB- 573
28050:ti,ab OR LY3009104:ti,ab OR LY-3009104:ti,ab

41 peficitinib:ti,ab OR Smyraf:ti,ab OR ASP015K:ti,ab OR ASP-015K:ti,ab OR AS1940150BR:ti,ab OR AS-1940150BR:ti,ab OR JKT201A:ti,ab OR 53
JKT-201A:ti,ab

#12 upadacitinib:ti,ab OR Rinvoq:ti,ab OR ABT494:ti,ab OR ABT-494:ti,ab OR A1293543:ti,ab OR A-1293543:ti,ab 555

#13 filgotinib:ti,ab OR Jyseleca:ti,ab OR GS6034:ti,ab OR GS-6034:ti,ab OR GLPGO0634:ti,ab OR GLPG-0634:ti,ab 310

#14 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR12 OR #13 3,085

#15 #5 AND #14 1,272
("randomized controlled trial":pt OR "controlled clinical trial":pt OR "clinical trial":pt OR [mh "drug therapy"] OR randomly:ti,ab OR

#16 randomized:ti,ab OR " randomised":ti,ab OR placebo:ti,ab OR trial:ti,ab OR groups:ti,ab) NOT ("case reports":pt OR "case" NEXT report*:ti,ab 1,542,458
OR "case series":ti,ab) NOT ([mh animals] NOT [mh humans])

#17 #15 AND #16 with Publication Year from 1900 to 2022, in Trials 1,236

%%H
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ERA RACQ24 it % (Embase)

No. BB BRI
1|'rheumatoid arthritis'/exp OR 'rheumatoid arthritis' 267,158
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR 973177
artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) !
3|felty*:ti,ab AND syndrome:ti,ab 890
4|caplan*:ti,ab AND syndrome:ti,ab 193
5|#1 OR #2 OR #3 OR #4 346,422
'janus kinase inhibitor'/exp OR 'janus kinase inhibitor*":ti,ab OR 'jak inhibitor*"ti,ab OR jak1*:ti,ab OR jak2*:ti,ab OR jak3*:ti,ab OR 48,901
tyk2*:ti,ab OR tsdmard*:ti,ab OR 'ts dmard*"ti,ab OR 'targeted synthetic dmard*':ti,ab OR jakinib*:ti,ab
tofacitinib:tn OR tofacitinib:ti,ab OR tasocitinib:ti,ab OR 'tofacitinib citrate':ti,ab OR xeljanz:ti,ab OR jakvinus:ti,ab OR cp690*:ti,ab OR 'cp 4881
690*"ti,ab
baricitinib:tn OR baricitinib:ti,ab OR 'baricitinib phosphate':ti,ab OR 'baricitinib phosphate salt':ti,ab OR olumiant:ti,ab OR incb028050:ti,ab 1784
OR 'incb 28050":ti,ab OR 1y3009104:ti,ab OR 'ly 3009104"ti,ab
peficitinib:tn OR peficitinib:ti,ab OR smyraf:ti,ab OR asp015k:ti,ab OR 'asp 015k":ti,ab OR as1940150br:ti,ab OR 'as 1940150br':ti,ab OR 140
jkt201a:ti,ab OR 'jkt 201a'"ti,ab
10|upadacitinib:tn OR upadacitinib:ti,ab OR rinvoq:ti,ab OR abt494:ti,ab OR 'abt 494"ti,ab OR a1293543:ti,ab OR 'a 1293543"ti,ab 957
11|filgotinib:tn OR filgotinib:ti,ab OR jyseleca:ti,ab OR gs6034:ti,ab OR 'gs 6034"ti,ab OR glpg0634:ti,ab OR 'glpg 0634"ti,ab 538
12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 74,668
13|#5 AND #12 7,446
14|'randomized controlled trial'/de 732,318
15|'controlled clinical trial'/de 438,142
16{random*:ti,ab,tt 1,840,691
17|'randomization'/de 95,145
18|'intermethod comparison'/de 290,190
19|placebo:ti,ab,tt 348,579
20[{compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,218
21 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR comparing:ab OR 2575763
comparison:ab) R
22|(open NEXT/1 label):ti,ab,tt 100,580
23[((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,328
24|'double blind procedure'/de 199,930
25| (parallel NEXT/1 group*):ti,ab,tt 30,169
26(|crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,792
” ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR patient OR 129 684
patients OR subject OR subjects OR participant OR participants)):ti,ab,tt !
28|assigned:ti,ab,tt OR allocated:ti,ab,tt 459,239
29| (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 428,348
30|volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,712
31|'human experiment'/de 596,570
32|trial:ti,tt 377,291
#14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31
33 OR #32 5,971,444
((random* NEXT/1 sampl* NEAR/8 ('cross section*' OR questionnaire* OR survey OR surveys OR database OR databases)):ti,ab,tt) NOT
34{('comparative study'/de OR 'controlled study'/de OR 'randomised controlled":ti,ab,tt OR 'randomized controlled':ti,ab,tt OR 'randomly 2,925
assigned':ti,ab,tt)

35 ‘cross - sectional study' NOT (‘randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 'randomised 345.056
controlled":ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group"ti,ab,tt OR 'control groups':ti,ab,tt) '
36/|'case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘'randomised controlled"ti,ab,tt OR 'randomized controlled"ti,ab,tt) 20,243
37|'systematic review'":ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,107
38|nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,130
39('random field*':ti,ab,tt 2,752
40[('random cluster' NEAR/4 sampl*):ti,ab,tt 1,587
41|review:ab AND review:it NOT trial:ti,tt 1,018,130
42|'we searched:ab AND (review:ti,tt OR review:it) 43,885
43|'update review":ab 126
44|(databases NEAR/5 searched):ab 57,821

(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR
45|piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR 1,175,482
monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
46('animal experiment'/de NOT (‘human experiment'/de OR 'human'/de) 2,466,595
47(#34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 4,086,137
48(#33 NOT #47 5,286,004
49(#13 AND #48 2,517
50[#49 AND [1900-2022]/py 2,456

#®%H
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EHA RACQ24 @R (Ehat

No. s R
#1 BIETY 7~ F/TH or BIET Y 7~ F/TA or "rheumatoid arthritis"/TA 109,548
"Janus Kinase Inhibitors"/TH OR "Janus Kinase"/TA OR JAK/TA OR tsDMARD/TA OR “ts DMARD"/TA OR “targeted synthetic DMARD"/TA OR 1Z
P | mammsmminy <7 8/ 5,891
#3 Tofacitinib/TH or k7 77 > F = 7 /TA or tofacitinib/TA or tasocitinib/TA or + /L7 >/ /TA or Xeljanz/TA or Jakvinus/TA 1,083
#4 Baricitinib/TH or /N ) 5 = 7/TA or baricitinib/TA or # /L = T> +/TA or Olumiant/TA 552
#5 Peficitinib/TH or =7 4 > F = 7/TA or peficitinib/TA or <A Z 7 /TA or Smyraf/TA 86
#6 Upadacitinib/TH or 7 /$& <5 = 7/TA or upadacitinib/TA or U > 77 % v 7 /TA or Rinvog/TA 180
#7 Filgotinib/TH or 7 4 JL 3 F = 7/TA or filgotinib/TA or ¥ L #1/TA or Jyseleca/TA 120
#8 #2 or #3 or #4 or #5 or #6 or #7 6,064
#9 #1 and #8 1,394
#10 #9 and DT=1900:2022 1,394
#11 #10and (A 27 F YL RMHor VRAFI T4 v LEa—THor BEHA K54 VITH) 56
#12 #10and (RD=£X 27+ U S X ZHEHA K74 V) 0
#13 #10and (A ZT7F UL R/TAor VAT T 4 v 7L Ea—/TAor BEHA R4/ TA 21
#14 #11 or #12 or #13 60
#15 #10 and S ABFZE/TH 254
#16 #10 and (RD=7 » & LML LB ER) 5
o #10 and (M AHBFFE/TA or BREREUER/TA or 7 > & LAL LEEEURR/TA or SEAER L LEEEURR/TA or 2 1| FEEURR/TA or 100
25 1| ABEUER/TA or S 111 ABEUER/TA or BB IVABEER/TA or IELMERER/TA or RIZENERER/TA or T > X LEIfF/TA)
#18 (#15 or #16 or #17) not #14 276

B&H 2022/10/16




BFHB RACQU XEREZIO—F v—

lcoEs | RACQ4 |
MEDLINE CENTRALA % Embaseh % EFEHLS Z Dt DIFERIED H
1407 1236 2456 276
v 1
BEESCHRBR AR D STHREL BRI Z Dt DIFIRES SEE L 7= SEREL
(n= 4329 ) (n= 1046 ) (n= )
A== L= (1st Screening) BN L 7= 303X
(n = 4329 ) . (n= 4269 )
A& % 5 L 7= 5/ 308K (2nd Screening) —_— | RO LTRSS
(n= 60 ) (n= 50 )
<BRNIEH >
1  PAREE & T (= 5 )
/CHEEEH-ST (n= 34 )
BRRE ICHEA AN -8/ 3R 3XE cTHAUNELD (n= 4 )
(n= 6 w3e/ 10 w30 CONEEETE-ST (h= 7 )
- Ongoing study (h= 0 )
l + Publication date$%2022/7/1L1p& (n= 0 )
- (TNFOH)H A K Z 4 22014/202012 (n= )
ENFEAICIZ R (meta-analysis) TTICHAAENTWVDS
(n= 6 %)




E¥C RACQ24 /AT RAM') X% (DAS28-CRP remission, ACR50)

Intention—to—
treat

Unique ID
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#HC RACQ24 NAFTRDYRI(AHAQ)
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HHC RACQ24 /AL FAMDV R4 (Serious adverse event, Serious infection )
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treat

Unigue ID
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Study ID
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ERID RACQ24 TEFYR7277A4L Question: JAKi compared to PBO for MTX-IR RA

Certainty assessment Ne of patients Effect
Certainty Importance
Ne of q 5 . i . e 0 o . Relative Absolute
smdy deSIgn rerties ot considerafns (95% CI) (95% CI)
Outcomes used for the recommendation
ACR50 (12w)
6 randomised not serious not serious not serious serious? none 178/514 (34.6%) 39/382 (10.2%) RR3.35 240 more per 1,000 CRITICAL
trials (2.43t0 4.61) (from 146 more to 369 more) @ @ @ O
Moderate
DAS28-CRP remission (12w)
6 randomised not serious not serious not serious serious? none 111/522 (21.3%) 241389 (6.2%) RR3.35 145 more per 1,000 CRITICAL
trials (2.19 t0 5.15) (from 73 more to 256 more) @ @ @ O
Moderate
AHAQ (12w)
6 randomised not serious not serious not serious not serious none 517 374 - MD 0.4 lower CRITICAL
trials (0.56 lower to 0.23 lower) @@@@
High
Serious adverse event
6 randomised not serious not serious not serious Very seriousb none 8/533 (1.5%) 14/412 (3.4%) RR 0.57 15 fewer per 1,000 CRITICAL
trials (0.18t0 1.81) (from 28 fewer to 28 more) @ @ O O
Low
Serious infection
6 randomised not serious not serious not serious very seriousb none 1/535 (0.2%) 1/412 (0.2%) RR1.12 0 fewer per 1,000 CRITICAL
trials (0.12 t0 10.59) (from 2 fewer to 23 more) @ @ O O
Low
Outcomes related to the recommendation
ACR20 (12w)
6 randomised not serious not serious not serious serious? none 327/512 (63.9%) 90/378 (23.8%) RR 2.74 414 more per 1,000 CRITICAL
trials (2.04 to 3.66) (from 248 more to 633 more) @ @ @ O
Moderate
ACR70 (12w)
6 randomised not serious not serious not serious serious? none 79/514 (15.4%) 17/382 (4.5%) RR 2.96 87 more per 1,000 CRITICAL
trials (1.75 to 5.00) (from 33 more to 178 more) @ @ @ O
Moderate
DAS28-ESR remission (12w)
5 randomised not serious not serious not serious serious? none 46/448 (10.3%) 11/319 (3.4%) RR 2.81 62 more per 1,000 CRITICAL
trials (1.37 t0 5.75) (from 13 more to 164 more) @ @ @ O

Moderate

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

Explanations
a. The total sample size and the total number of events are small
b. The 95% confidence interval of the risk ratio include both the decision thresholds of 0.75 and 1.25




BXE RACQ24 7L X 7Oy b

Outcomes used for the recommendation

ACRS50 (12w)
JAKI PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H.Random, 95% CI M-H, Random, 95% CI
Fleischmann 201 2a (ORAL SOLOY 72 232 14 114 368% 2483 [1.449 4.28) ——
Fleischmann 201 2h 17 4f 5 46 12.3% 3.401[1.37, 8.44 e —
Genovese 2017 18 [5i] 5 48 12 2% 2841118 7.39 e —
Kavanaugh 2017 (DARWIMZ an A a G5 208% 268 [1.83 7.44 —
Takeuchi 2015 17 a8 3 a6 7.4% A8.47 [1.70,17.69] —
Tanaka 2015 24 a2 4 82 10.8% 6.00[2.24, 16.09 —
Total (95% CI) 514 382 100.0% 3.35[243, 4.61] L
Total events 178 39
?et;rfogenewil T?ru :EHDT 4132h| ==3ﬁ2§hngT A (P =066 17=0% 'D.D1 |1-1 ; 1'D 1DIZI'
Bst for overall effect 2 =7.42 : ) Favours PED  Favours JAK]
DAS28-CRP remission (12w)
JAKI PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H.Random, 95% CI M-H, Random, 95% CI
Fleischmann 201 2a (ORAL SOLOY 45 24 6 120 27.0% 3.73[1.64, 8.51] — &
Fleischmann 201 2h 11 45 3 45 12 6% 367 [1.10,12.27) e —
Genovese 2017 13 [5i] 5 a1 19.8% 22084 578 T
Kavanaugh 2017 (DARWIMZ 12 A ] G5 18.9% 2.36[0.88 6.33 T
Takeuchi 2015 12 a8 3 a6 124% 386 [1.15,12.96 —
Tanaka 2015 18 a2 2 a2 9 2% 9.00[2.20, 36.84] e —
Total (95% CI) h22 389 100.0% 3.35[219, 5.15] L
Total events 111 24
?et;rfogenewil T?ru 1:2905 grl =:3.03;;Jgf07 A (P =06aY17=0% 'D.D1 |1-1 ; 1'D 1DIZI'
Bst for overall effect: 2= 5.54 : ) Favours PEQ  Favours JAkKI
AHAQ (12w)
JAKI PBO Mean Difference Mean Difference
Study or Subgroup Mean SD Tota Mean SD Totad Weight IV, Random, 95% CI IV, Random, 95% CI
Fleischmann 201 2a (ORAL SOLD) -0.48 066 237 -018 0.61 mi 181% -0.30 044, -016] —
Fleischrnann 2012b -0.51 05426 46 -0.25 0458367 45 151%  -0.26 048 -0.04] L
Genavese 2017 -017 0808 60 0 0509 51 163% -017 [-0.36, 0.02] —
kavanaugh 2017 (DaRWIMND -0.739 0.6499 BE -0.226 05644 B5  1596% -0.51 0.7 2, -0030] —_—
Takeuchi 2015 -0.23 045048 a8 016 0.3444 86 17.5% -0.39 085, -0.23] —
Tanaka 2015 -0.55 04243 a0 018 04157 42 17.2% -0.73 [F0.90, -0.56] —_—
Total {95% CI) 517 374 100.0% -0.40 [-0.56, -0.23] —atlff-
Heterageneity: Tau?= 0.0% Chi*= 25.33, di= § (P = 0.0001); IF = 80% =_1 -nls 5 D=5 ]
Test for overall effect £ =476 {F = 0.00001) Fé\foursJAKi Favours F'EI.O
Serious adverse event
JAKI PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H.Random, 95% CI M-H, Random, 95% CI
Fleischmann 201 2a (ORAL SOLOY 1 243 122 196% poe@oot, 06 @ ————— s
Fleischmann 201 2h 1 44 4 A9 19.0% 0.30[0.03, 2.61] — 7T
Genovese 2017 2 G4 2 a1 220% 0.80[0.12 546 —
Kavanaugh 2017 (DARWIMZ 3 64 1 72 181% 313[0.33, 29.37] Ll
Takeuchi 2015 i a8 1 a6 107% 0.32[0.01, 7.74
Tanaka 2015 1 a0 0 82 107% 312013, 74.74
Total (95% CI) 533 412 100.0% 0.57 [0L18, 1.81] —=atii--
Total events 2 14
?et;rfogenewil T?ru :2?10 ggl =_T.J 13,4df= AP =021 17=30% DfD1 IZI.'1 i 1'IZI 1D'IZI
Bet for overall effect: Z=0.95 F =034 FawvoursJAKI Favours PEO




Serious infection

JAKI PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H.Random, 95% CI M-H, Random, 95% CI
Fleischmann 201 2a (ORAL SOLOY i 44 1 a9 &801% 0.40[0.02 9.60 i
Fleischmann 2012k o 243 o 122 Mot estimable
Genovese 2017 i B4 0 a1 Mot estimable
Kavanaugh 2017 (DARWIMZ 1 64 ] 72 499% 313013, 75579 i
Takeuchi 2015 a a8 0 a6 Mot estimable
Tanaka 2015 a a2 0 a2 Mot estimable
Total (95% CI) 535 412 100.0% 112 [012, 10.59]
Total events 1 1 ?
Heterogeneity: Tau‘:l 0.00 Chif= 080, df=1(FP=03717=0% 'D.D1 IZI.'1 1- 1'D 1DIZI'
Test for cweral effect Z=010F =0.95 Favours [JAKI] Favours [PBO]
Outcomes related to the recommendation
ACR20 (12w)
JAKI PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H.Random, 95% CI M-H, Random, 95% CI
Fleischmann 201 2a (ORAL SOLOY 27 4f 10 46 13 9% 2.701[1.48 499 —
Fleischmann 201 2h 138 232 o 114 2349% 2.281[1.65 3119 -
Genovese 2017 35 [5i] 15 49 180% 1.91 [1.19, 3.0 -
Kavanaugh 2017 (DARWIMZ a0 A 21 65 21.7% 2.34 [1.61, 3.47 =
Takeuchi 2015 34 a8 f a6 9 9% 6,11 [2.81,13.39 —
Tanaka 2015 34 a0 a 48 126% 4,86 [2.38 8.79) —
Total (95% CI) 512 3re 100.0% 2.74[2.04, 3.66] &
Total events 327 eli]
Heterogeneity: Tau®= 0.06; Chi®= 10.33, df= 5 = 0.07) F= 52% t ; y |
) 0m 0.1 1 10 100
Test for cweral effect £ =678 (F = 0.00001) Favours [PEO] Favours [JAKI]
ACR70 (12w)
JAKI PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H.Random, 95% CI M-H, Random, 95% CI
Fleischmann 201 2a (ORAL SOLOY fi 4f 2 46 11.4% 300[0.64, 14100 T
Fleischmann 201 2h [ 232 T 114 433% 2483116 5.450 ——
Genovese 2017 7 [5i] 4 49 19 7% 1.43[0.44, 4.60] e —
Kavanaugh 2017 (DARWIMZ ] A 2 G5 122% 4.4301.00,19.79 =
Takeuchi 2015 7 a8 1 a6 B 4% 6,76 [0.86,53.14
Tanaka 2015 14 a2 1 a2 B 9% 14.00([1.91, 102.63] —_—
Total (95% CI) 514 382 100.0% 2.96 [1.75, 5.00] -
Total events 79 17
Heterogeneity: Tau‘:l 0.01; Chif= 809, df=8(F=040%; 7= 2% 'D.D1 IZI.'1 i 1'D 1DIZI'
Test for cweral effect £ =4 04 (F = 0.0001) Favours [PEO] Favours [JAKI]
DAS28-ESR remission (12w)
JAKI PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H.Random, 95% CI1 M-H, Random, 95% CI
Fleischmann 201 2a (ORAL SOLOY 13 232 5 114 362% 1.28[0.47, 3.500 L
Fleischmann 201 2h fi 4f 2 46 18.3% 300[0.64, 14100 I —
Genovese 2017 11 [5i] 2 a1 202% 4 67 [1.09, 20139 . —
Takeuchi 2015 a a8 2 a6 19.2% 386 [0.868,17.400 T
Tanaka 2015 a a2 0 a2 B.1% 17.00[1.01, 287.11] »
Total (95% CI) 448 I 100.0% 2.81[1.37,5.75] e
Total events 46 11
Heterogeneity: Tau‘zl 010 Chi*r= 472, df =4 (P=032); F=15% oo 01 i 10 100
Test for overall effect: Z= 283 (P = 0.005) Favours [PEO] Favours [JAKI]
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BHRIA RACQ25 xmieZzz= (PubMed)

No. =Y EEN LT

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

2|reumat*[tiab] OR revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR 173,786
artrit*[tiab] OR diseas*[tiab] OR condition*[tiab] OR nodule*[tiab])

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

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

5/#1 OR #2 OR #3 OR #4 208,087
"janus kinase inhibitors"[mh] OR "janus kinases"[mh] OR "janus kinase inhibitor*"[tiab] OR

6 "JAK inhibitor*"[tiab] OR JAK1*[tiab] OR JAK2*[tiab] OR JAK3*[tiab] OR TYK2*[tiab] OR 20,266
tsDMARD*[tiab] OR "ts DMARD*"[tiab] OR "targeted synthetic DMARD*"[tiab] OR '
jakinib*[tiab]

. tofacitinib[nm] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] > 487
OR CP690*[tiab] OR CP-690*[tiab] ’
baricitinib[nm] OR baricitinib[tiab] OR "baricitinib phosphate"[tiab] OR "baricitinib

8|phosphate salt"[tiab] OR Olumiant[tiab] OR INCB028050[tiab] OR INCB-28050[tiab] OR 998
LY3009104[tiab] OR LY-3009104(tiab]

. peficitinib[nm] OR peficitinib[tiab] OR Smyraf[tiab] OR ASP015K[tiab] OR ASP-015K[tiab] o7
OR AS1940150BR[tiab] OR AS-1940150BR[tiab] OR JKT201A[tiab] OR JKT-201A[tiab]

10 upadacitinib[nm] OR upadacitinib[tiab] OR Rinvoq[tiab] OR ABT494[tiab] OR ABT-494[tiab] 396
OR A1293543([tiab] OR A-1293543([tiab]

1 filgotinib [nm] OR filgotinib[tiab] OR Jyseleca[tiab] OR GS6034[tiab] OR GS-6034[tiab] OR 208
GLPGO0634[tiab] OR GLPG-0634[tiab]

12(#6 OR #7 OR #8 OR #9 OR #10 OR #11 25,804

13[#5 AND #12 2,269
("randomized controlled trial"[pt] OR "controlled clinical trial"[pt] OR "clinical trial"[pt] OR

" "drug therapy"[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR 4613589
placebo[tiab] OR trial[tiab] OR groups[tiab]) NOT ("case reports"[pt] OR "case B
report*"[tiab] OR "case series"[tiab]) NOT ((animals[mh]) NOT (humans[mh]))

15|#13 AND #14 1,467

16(#15 AND 1900/1/1:2022/6/30[dp] 1,407

¥®%HB 2022/9/20




BRIA RACQ25 k&%= (Cochrane)

No. RERH RRHEL

#1 MeSH descriptor: [Arthritis, Rheumatoid] explode all trees 6,535
(rheumatoid:ti,ab OR reumatoid:ti,ab OR reumatoid:ti,ab OR rheumat*:ti,ab OR

#2 reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR 20,946
artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab)

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

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

#5 #1 OR #2 OR #3 OR #4 21,781

#6 MeSH descriptor: [Janus Kinase Inhibitors] explode all trees 102

#7 MeSH descriptor: [Janus Kinases] explode all trees 159
("janus kinase" NEXT inhibitor*):ti,ab OR ("JAK" NEXT inhibitor*):ti,ab OR JAK1*:ti,ab OR

#8 JAK2*:ti,ab OR JAK3*:ti,ab OR TYK2*:ti,ab OR tsDMARD*:ti,ab OR ("ts" NEXT 2,157
DMARD*):ti,ab OR ("targeted synthetic" NEXT DMARD*):ti,ab OR jakinib*:ti,ab

49 tofacitinib:ti,ab OR tasocitinib:ti,ab OR Xeljanz:ti,ab OR Jakvinus:ti,ab OR CP690*:ti,ab OR 1,008
CP-690*:ti,ab
baricitinib:ti,ab OR "baricitinib phosphate":ti,ab OR "baricitinib phosphate salt":ti,ab OR

#10 Olumiant:ti,ab OR INCB028050:ti,ab OR INCB-28050:ti,ab OR LY3009104:ti,ab OR LY- 573
3009104:ti,ab

411 peficitinib:ti,ab OR Smyraf:ti,ab OR ASP015K:ti,ab OR ASP-015K:ti,ab OR 63
AS1940150BR:ti,ab OR AS-1940150BR:ti,ab OR JKT201A:ti,ab OR JKT-201A:ti,ab

412 upadacitinib:ti,ab OR Rinvoq:ti,ab OR ABT494:ti,ab OR ABT-494:ti,ab OR A1293543:ti,ab OR 555
A-1293543:ti,ab

13 filgotinib:ti,ab OR Jyseleca:ti,ab OR GS6034:ti,ab OR GS-6034:ti,ab OR GLPG0634:ti,ab OR 310
GLPG-0634:ti,ab

#14 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR12 OR #13 3,085

#15 #5 AND #14 1,272
("randomized controlled trial":pt OR "controlled clinical trial":pt OR "clinical trial":pt OR [mh
"drug therapy"] OR randomly:ti,ab OR randomized:ti,ab OR " randomised":ti,ab OR

#16 1,542,458
placebo:ti,ab OR trial:ti,ab OR groups:ti,ab) NOT ("case reports":pt OR "case" NEXT
report*:ti,ab OR "case series":ti,ab) NOT ([mh animals] NOT [mh humans])

#17 #15 AND #16 with Publication Year from 1900 to 2022, in Trials 1,236

t®%H

2022/10/19




ERA RACQ25 kiEZR= (Embase)

No. RHR IRRIFEL
1|'rheumatoid arthritis'/exp OR 'rheumatoid arthritis' 267,158
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab 273177
OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) '
3|felty*:ti,ab AND syndrome:ti,ab 890
4|caplan*:ti,ab AND syndrome:ti,ab 193
5[#1 OR #2 OR #3 OR #4 346,422
'janus kinase inhibitor'/exp OR 'janus kinase inhibitor*':ti,ab OR 'jak inhibitor*":ti,ab OR jak1*:ti,ab OR jak2*:ti,ab OR jak3*:ti,ab OR tyk2*:ti,ab OR 48,901
tsdmard*:ti,ab OR 'ts dmard*":ti,ab OR 'targeted synthetic dmard*"ti,ab OR jakinib*:ti,ab
tofacitinib:tn OR tofacitinib:ti,ab OR tasocitinib:ti,ab OR 'tofacitinib citrate':ti,ab OR xeljanz:ti,ab OR jakvinus:ti,ab OR cp690*:ti,ab OR 'cp 4881
690*":ti,ab
baricitinib:tn OR baricitinib:ti,ab OR 'baricitinib phosphate':ti,ab OR 'baricitinib phosphate salt':ti,ab OR olumiant:ti,ab OR incb028050:ti,ab OR 1784
'incb 28050":ti,ab OR ly3009104:ti,ab OR 'ly 3009104":ti,ab
peficitinib:tn OR peficitinib:ti,ab OR smyraf:ti,ab OR asp015k:ti,ab OR 'asp 015k":ti,ab OR as1940150br:ti,ab OR 'as 1940150br':ti,ab OR 140
jkt201a:ti,ab OR 'jkt 201a":ti,ab
10{upadacitinib:tn OR upadacitinib:ti,ab OR rinvoq:ti,ab OR abt494:ti,ab OR 'abt 494":ti,ab OR a1293543:ti,ab OR 'a 1293543"ti,ab 957
11|filgotinib:tn OR filgotinib:ti,ab OR jyseleca:ti,ab OR gs6034:ti,ab OR 'gs 6034"ti,ab OR glpg0634:ti,ab OR 'glpg 0634":ti,ab 538
12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 74,668
13|#5 AND #12 7,446
14|'randomized controlled trial'/de 732,318
15['controlled clinical trial'/de 438,142
16{random*:ti,ab,tt 1,840,691
17|'randomization'/de 95,145
18|'intermethod comparison'/de 290,190
19|placebo:ti,ab,tt 348,579
20[{compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,218
2 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR comparing:ab OR 2 575.763
comparison:ab) R
22|(open NEXT/1 label):ti,ab,tt 100,580
23|((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,328
24|'double blind procedure'/de 199,930
25|(parallel NEXT/1 group*):ti,ab,tt 30,169
26|crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,792
. ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR patient OR patients 129 684
OR subject OR subjects OR participant OR participants)):ti,ab,tt ’
28|assigned:ti,ab,tt OR allocated:ti,ab,tt 459,239
29| (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 428,348
30|volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,712
31|'human experiment'/de 596,570
32|trial:ti,tt 377,291
13 #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR 5.971.444
#32
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR databases)):ti,ab,tt) NOT
34|('comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'randomly 2,925
assigned':ti,ab,tt)

35 'cross - sectional study' NOT (‘'randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 'randomised 345.056
controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group"ti,ab,tt OR 'control groups':ti,ab,tt) '
36('case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled"ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,243
37|'systematic review":ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,107
38|nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,130
39|'random field*":ti,ab,tt 2,752
40|('random cluster' NEAR/4 sampl*):ti,ab,tt 1,587
41|review:ab AND review:it NOT trial:ti,tt 1,018,130
42|'we searched:ab AND (review:ti,tt OR review:it) 43,885
43|'update review'":ab 126
44|(databases NEAR/5 searched):ab 57,821

(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR
45(piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR 1,175,482
monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
46|'animal experiment'/de NOT ("human experiment'/de OR 'human'/de) 2,466,595
47]#34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 4,086,137
48(#33 NOT #47 5,286,004
49|#13 AND #48 2,517
50|#49 AND [1900-2022]/py 2,456

#®%H

2022/10/15




BEXA RACQ25 XERER (EHES

No. ey EERLE
#1 BEENY v~ F/TH or B8ERY 7 < F/TA or "rheumatoid arthritis"/TA 109,548
#2 "Janus Kinase Inhibitors"/TH OR "Janus Kinase"/TA OR JAK/TA OR tsDMARD/TA OR “ts 5,891

DMARD”/TA OR “targeted synthetic DMARD"/TA OR ZR& & EBEE IR Y 7~ FE/TA
3 Tofacitinib/TH or b 7 7 > F = 7/TA or tofacitinib/TA or tasocitinib/TA or €L >V /TA or 1083
Xeljanz/TA or Jakvinus/TA ’
#4 Baricitinib/TH or /X 1) > F = 7/TA or baricitinib/TA or #JL X T k/TA or Olumiant/TA 552
#5 Peficitinib/TH or _ 7 « *F =7 /TA or peficitinib/TA or X <4 Z 7 /TA or Smyraf/TA 86
46 Upadacitinib/TH or 7 /8% > F =7 /TA or upadacitinib/TA or U > 7+ v 7 /TA or 180
Rinvog/TA
#7 Filgotinib/TH or 7 4 JL 3 F =7 /TA or filgotinib/TA or ¥+t L #1/TA or Jyseleca/TA 120
#8 #2 or #3 or #4 or #5 or #6 or #7 6,064
#9 #1 and #8 1,394
#10 #9 and DT=1900:2022 1,394
#11 #10and (A X T7F U R/THor Y AT T4 v 7L Ea—/THor 8EHA K Z 4 >~ /TH) 56
#12 #10and (RD=XZ 7+ U R BEHA K74 V) 0
#13 #10and (A &7+ U R/TAor Y ZAFRT4 v oL Ea—/TAor B8EHA T4/ TA) 21
#14 #11 or #12 or #13 60
#15 #10 and /> ABT5E/TH 254
#16 #10 and (RD=7 > & L 1L LB EER) 5
#10 and (M ABFZR/TA or BREREER/TA or 7 > X LA LLEGGRER/TA or EAEALELEGEAER/TA or
417 2 | EHER/TA or 100
2 11185858/ TA or B INAERER/TA or FEIVIEEER/TA or FELMRER/TA or RIZEMEER/TA or &
> & LENT/TA)
#18 (#15 or #16 or #17) not #14 276
%®%H 2022/10/16




ERIA RACQ25 XHM®RZERZ (not RCT) (PubMed)
No. =Y EEN LT

1{"arthritis, rheumatoid"[mh] 122,884
"(rheumatoid[tiab] OR reumatoid[tiab] OR reumatoid[tiab] OR rheumat*[tiab] OR

2|reumat*[tiab] OR revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR 174,019
artrit*[tiab] OR diseas*[tiab] OR condition*[tiab] OR nodule*[tiab])"

3|felty*[tiab] AND syndromel[tiab] 772

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

5|#1 OR #2 OR #3 OR #4 208,359
"janus kinase inhibitors"[mh] OR "janus kinases"[mh] OR "janus kinase inhibitor*"[tiab] OR

6 "JAK inhibitor*"[tiab] OR JAK1*[tiab] OR JAK2*[tiab] OR JAK3*[tiab] OR TYK2*[tiab] OR 20,346
tsDMARD*[tiab] OR "ts DMARD*"[tiab] OR "targeted synthetic DMARD*"[tiab] OR '
jakinib*[tiab]

. tofacitinib[nm] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] 2508
OR CP690*[tiab] OR CP-690*[tiab] ’
baricitinib[nm] OR baricitinib[tiab] OR "baricitinib phosphate"[tiab] OR "baricitinib

8|phosphate salt"[tiab] OR Olumiant[tiab] OR INCB028050[tiab] OR INCB-28050[tiab] OR 1,005
LY3009104[tiab] OR LY-3009104(tiab]
peficitinib[nm] OR peficitinib[tiab] OR Smyraf[tiab] OR ASP015K[tiab] OR ASP-015K[tiab] o7
OR AS1940150BR[tiab] OR AS-1940150BR[tiab] OR JKT201A[tiab] OR JKT-201A[tiab]

10 upadacitinib[nm] OR upadacitinib[tiab] OR Rinvoq[tiab] OR ABT494[tiab] OR ABT-494[tiab] 399
OR A1293543([tiab] OR A-1293543(tiab]

1 filgotinib [nm] OR filgotinib[tiab] OR Jyseleca[tiab] OR GS6034[tiab] OR GS-6034[tiab] OR 231
GLPGO0634[tiab] OR GLPG-0634[tiab]

12(#6 OR #7 OR #8 OR #9 OR #10 OR #11 25,900

13[#5 AND #12 2,290
("randomized controlled trial"[pt] OR "controlled clinical trial"[pt] OR "clinical trial"[pt] OR

14 "drug therapy"[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR 1622418
placebo[tiab] OR trial[tiab] OR groups[tiab]) NOT ("case reports"[pt] OR "case B
report*"[tiab] OR "case series"[tiab]) NOT ((animals[mh]) NOT (humans[mh]))

15(#13 NOT #14 808

16(#15 AND 1900/1/1:2022/6/30[dp] 755

¥%%H 2022/10/20




BRIA RACQ25 @ite®E= (not RCT) (Cochrane)

No. RERH RRHEL

#1 MeSH descriptor: [Arthritis, Rheumatoid] explode all trees 6,535
(rheumatoid:ti,ab OR reumatoid:ti,ab OR reumatoid:ti,ab OR rheumat*:ti,ab OR

#2 reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR 20,946
artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab)

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

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

#5 #1 OR #2 OR #3 OR #4 21,781

#6 MeSH descriptor: [Janus Kinase Inhibitors] explode all trees 102

#7 MeSH descriptor: [Janus Kinases] explode all trees 159
("janus kinase" NEXT inhibitor*):ti,ab OR ("JAK" NEXT inhibitor*):ti,ab OR JAK1*:ti,ab OR

#8 JAK2*:ti,ab OR JAK3*:ti,ab OR TYK2*:ti,ab OR tsDMARD*:ti,ab OR ("ts" NEXT 2,157
DMARD*):ti,ab OR ("targeted synthetic" NEXT DMARD*):ti,ab OR jakinib*:ti,ab

49 tofacitinib:ti,ab OR tasocitinib:ti,ab OR Xeljanz:ti,ab OR Jakvinus:ti,ab OR CP690*:ti,ab OR 1,008
CP-690*:ti,ab
baricitinib:ti,ab OR "baricitinib phosphate":ti,ab OR "baricitinib phosphate salt":ti,ab OR

#10 Olumiant:ti,ab OR INCB028050:ti,ab OR INCB-28050:ti,ab OR LY3009104:ti,ab OR LY- 573
3009104:ti,ab

411 peficitinib:ti,ab OR Smyraf:ti,ab OR ASP015K:ti,ab OR ASP-015K:ti,ab OR 63
AS1940150BR:ti,ab OR AS-1940150BR:ti,ab OR JKT201A:ti,ab OR JKT-201A:ti,ab

412 upadacitinib:ti,ab OR Rinvoq:ti,ab OR ABT494:ti,ab OR ABT-494:ti,ab OR A1293543:ti,ab OR 555
A-1293543:ti,ab

13 filgotinib:ti,ab OR Jyseleca:ti,ab OR GS6034:ti,ab OR GS-6034:ti,ab OR GLPG0634:ti,ab OR 310
GLPG-0634:ti,ab

#14 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR12 OR #13 3,085

#15 #5 AND #14 1,272
("randomized controlled trial":pt OR "controlled clinical trial":pt OR "clinical trial":pt OR [mh
"drug therapy"] OR randomly:ti,ab OR randomized:ti,ab OR " randomised":ti,ab OR

#16 1,542,457
placebo:ti,ab OR trial:ti,ab OR groups:ti,ab) NOT ("case reports":pt OR "case" NEXT
report*:ti,ab OR "case series":ti,ab) NOT ([mh animals] NOT [mh humans])

#17 #15 NOT #16 with Publication Year from 1900 to 2022, in Trials 26

®%H 2022/10/20




HRA RACQ25 k&%= (not RCT) (Embase)

No. RHR IRRIFEL
1|'rheumatoid arthritis'/exp OR 'rheumatoid arthritis' 267,158
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab 273177
OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) '
3|felty*:ti,ab AND syndrome:ti,ab 890
4|caplan*:ti,ab AND syndrome:ti,ab 193
5[#1 OR #2 OR #3 OR #4 346,422
'janus kinase inhibitor'/exp OR 'janus kinase inhibitor*':ti,ab OR 'jak inhibitor*":ti,ab OR jak1*:ti,ab OR jak2*:ti,ab OR jak3*:ti,ab OR tyk2*:ti,ab OR 48,901
tsdmard*:ti,ab OR 'ts dmard*":ti,ab OR 'targeted synthetic dmard*"ti,ab OR jakinib*:ti,ab
tofacitinib:tn OR tofacitinib:ti,ab OR tasocitinib:ti,ab OR 'tofacitinib citrate':ti,ab OR xeljanz:ti,ab OR jakvinus:ti,ab OR cp690*:ti,ab OR 'cp 4881
690*":ti,ab
baricitinib:tn OR baricitinib:ti,ab OR 'baricitinib phosphate':ti,ab OR 'baricitinib phosphate salt':ti,ab OR olumiant:ti,ab OR incb028050:ti,ab OR 1784
'incb 28050":ti,ab OR ly3009104:ti,ab OR 'ly 3009104":ti,ab
peficitinib:tn OR peficitinib:ti,ab OR smyraf:ti,ab OR asp015k:ti,ab OR 'asp 015k":ti,ab OR as1940150br:ti,ab OR 'as 1940150br':ti,ab OR 140
jkt201a:ti,ab OR 'jkt 201a":ti,ab
10{upadacitinib:tn OR upadacitinib:ti,ab OR rinvoq:ti,ab OR abt494:ti,ab OR 'abt 494":ti,ab OR a1293543:ti,ab OR 'a 1293543"ti,ab 957
11|filgotinib:tn OR filgotinib:ti,ab OR jyseleca:ti,ab OR gs6034:ti,ab OR 'gs 6034"ti,ab OR glpg0634:ti,ab OR 'glpg 0634":ti,ab 538
12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 74,668
13|#5 AND #12 7,446
14|'randomized controlled trial'/de 732,318
15['controlled clinical trial'/de 438,142
16{random*:ti,ab,tt 1,840,691
17|'randomization'/de 95,145
18|'intermethod comparison'/de 290,190
19|placebo:ti,ab,tt 348,579
20[{compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,218
2 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR comparing:ab OR 2 575.763
comparison:ab) R
22|(open NEXT/1 label):ti,ab,tt 100,580
23|((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,328
24|'double blind procedure'/de 199,930
25|(parallel NEXT/1 group*):ti,ab,tt 30,169
26|crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,792
. ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR patient OR patients 129 684
OR subject OR subjects OR participant OR participants)):ti,ab,tt ’
28|assigned:ti,ab,tt OR allocated:ti,ab,tt 459,239
29| (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 428,348
30|volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,712
31|'human experiment'/de 596,570
32|trial:ti,tt 377,291
13 #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR 5.971.444
#32
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR databases)):ti,ab,tt) NOT
34|('comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'randomly 2,925
assigned':ti,ab,tt)

35 'cross - sectional study' NOT (‘'randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 'randomised 345.056
controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group"ti,ab,tt OR 'control groups':ti,ab,tt) '
36('case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled"ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,243
37|'systematic review":ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,107
38|nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,130
39|'random field*":ti,ab,tt 2,752
40|('random cluster' NEAR/4 sampl*):ti,ab,tt 1,587
41|review:ab AND review:it NOT trial:ti,tt 1,018,130
42|'we searched:ab AND (review:ti,tt OR review:it) 43,885
43|'update review'":ab 126
44|(databases NEAR/5 searched):ab 57,821

(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR
45(piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR 1,175,482
monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
46|'animal experiment'/de NOT ("human experiment'/de OR 'human'/de) 2,466,595
47]#34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 4,086,137
48(#33 NOT #47 5,300,445
49|#13 NOT #48 4,670
50(#49 AND [1900-2022]/py 4,670
#®%HB 2022/10/15




BRIA RACQ25 xmte%Z=l (not RCT) (EHES

No. ey EERLE
#1 BEENY v~ F/TH or B8ERY 7 < F/TA or "rheumatoid arthritis"/TA 109,548
#2 "Janus Kinase Inhibitors"/TH OR "Janus Kinase"/TA OR JAK/TA OR tsDMARD/TA OR “ts 5,891

DMARD”/TA OR “targeted synthetic DMARD"/TA OR ZR& & EBEE IR Y 7~ FE/TA
3 Tofacitinib/TH or b 7 7 > F = 7/TA or tofacitinib/TA or tasocitinib/TA or €L >V /TA or 1083
Xeljanz/TA or Jakvinus/TA ’
#4 Baricitinib/TH or /X 1) > F = 7/TA or baricitinib/TA or #J/L X T k/TA or Olumiant/TA 552
#5 Peficitinib/TH or _ 7 « »F =7 /TA or peficitinib/TA or X <4 Z 7 /TA or Smyraf/TA 86
46 Upadacitinib/TH or 7 /8% > F =7 /TA or upadacitinib/TA or U > 7+ v 7 /TA or 180
Rinvog/TA
#7 Filgotinib/TH or 7 4 JL 3 F =7 /TA or filgotinib/TA or ¥+t L #1/TA or Jyseleca/TA 120
#8 #2 or #3 or #4 or #5 or #6 or #7 6,064
#9 #1 and #8 1,394
#10 #9 and DT=1900:2022 1,394
#11 #10and (A X7 F U R/THor Y AT T4 v 7L Ea—/THor 8EAA K Z 4~ /TH) 56
#12 #10and (RD=XZ 7+ U R BEHA K74 V) 0
#13 #10and (A X7+ U R/TAor Y AFRT4 v 7L Ea—/TAor BEHA T4/ TA) 21
#14 #11 or #12 or #13 60
#15 #10 and /> AWT5E/TH 254
#16 #10 and (RD=7 > & L 1L LB EER) 5
#10 and (M ABFZE/TA or BREREER/TA or 7 > X LA LLEGRER/TA or EAEALELEEAER/TA or
417 2 | EHER/TA or 100
2 1118358/ TA or B INAERER/TA or FEIVIEEER/TA or FELMRER/TA or RIZEMEER/TA or &
> & LENT/TA)
#18 (#15 or #16 or #17) not #14 276
#19 #10 not #18 1,118
W%HB 2022/10/20
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EHC RACQ25 /AL FAM'JA%Y (DAS28-CRP remission, ACR50)

Intention—to—
treat

Unique ID
CcQ10-1

cQ10-2
cQ10-3
cQ10-4
cQ10-5
CQ10-6
cQ10-7
CcQ10-8
cQ10-9
CQ10-10
cQio-11
cQ10-12
CcQ10-13
CcQ10-14

Study ID
Combe 2021

Fleischmann 2019
Genovese 2016
Keystone 2015
Kivitz 2017

Kremer 2012

Li 2020

Takeuchi 2019
Tanaka 2011
Tanaka 2016

Taylor 2017

van der Heijde 2013
van Vollenhoven 2012

Westhovens 2017

Experimental
MTX+FIL

MTX+UPA
MTX+UPA
MTX+BAR
MTX+PEF
MTX+TOF
MTX+BAR
MTX+PEF
MTX+TOF
MTX+BAR
MTX+BAR
MTX+TOF
MTX+TOF

MTX+FIL

Comparator
MTX+PBO

MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO

MTX+PBO

Outcome
DAS/ACR

DAS/ACR
DAS/ACR
DAS/ACR
DAS/ACR
DAS/ACR
DAS/ACR
DAS/ACR
DAS/ACR
DAS/ACR
DAS/ACR
DAS/ACR
DAS/ACR
DAS/ACR

00000000000000:
0000000000000 0:
00000000000000:
00000000000000:

=

00-00:--0:-°°-003
(]

(o}
<
o
<
o

L ] JO1 1 JOIO] JOISIOIC] ]

D1
D2
D3
D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



Intention—to—
treat

E¥C RACQ25 /SAFTAMDYRY(AHAQ)

Unique ID
CcQ10-1

CQ10-2
CQ10-3
CQ10-4
CQ10-5
CQ10-6
CQ10-7
CQ10-8
CQ10-9
CQ10-10
CcQ10-11
CQ10-12
CQ10-13
CQ10-14

Study ID
Combe 2021

Fleischmann 2019
Genovese 2016
Keystone 2015
Kivitz 2017

Kremer 2012

Li 2020

Takeuchi 2019
Tanaka 2011
Tanaka 2016

Taylor 2017

van der Heijde 2013
van Vollenhoven 2012

Westhovens 2017

Experimental
MTX+FIL

MTX+UPA
MTX+UPA
MTX+BAR
MTX+PEF
MTX+TOF
MTX+BAR
MTX+PEF
MTX+TOF
MTX+BAR
MTX+BAR
MTX+TOF
MTX+TOF

MTX+FIL

Comparator
MTX+PBO

MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO

MTX+PBO

Outcome

HAQ
HAQ
HAQ
HAQ
HAQ
HAQ
HAQ
HAQ
HAQ
HAQ
HAQ
HAQ
HAQ
HAQ

NA

NA

NA

00000000000000:
00000000000000:
00000000000000:
00000000000000:
..._.._ — ._.._ =Y = ._..Ig
L J JOX JOIOIOL ] ] JOIOf J

(o
<
o)
2
o

D1
D2
D3
D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EHC RACQ25 /AL TFARM'JR%Y(SAE, serious infection)

Intention—to—
treat

Unique ID
CcQ10-1

CQ10-2
CQ10-3
CQ10-4
CQ10-5
CQ10-6
CQ10-7
CQ10-8
CQ10-9
CQ10-10
CcQ10-11
CQ10-12
CQ10-13
CQ10-14

Study ID
Combe 2021

Fleischmann 2019
Genovese 2016
Keystone 2015
Kivitz 2017

Kremer 2012

Li 2020

Takeuchi 2019
Tanaka 2011
Tanaka 2016

Taylor 2017

van der Heijde 2013
van Vollenhoven 2012

Westhovens 2017

Experimental
MTX+FIL

MTX+UPA
MTX+UPA
MTX+BAR
MTX+PEF
MTX+TOF
MTX+BAR
MTX+PEF
MTX+TOF
MTX+BAR
MTX+BAR
MTX+TOF
MTX+TOF

MTX+FIL

Comparator
MTX+PBO

MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO
MTX+PBO

MTX+PBO

Outcome

AE*

AE*

AE*

AE*

AE*

AE*

AE*

AE*

AE*

AE*

AE*

AE*

AE*

AE*

NA

NA

NA

00000000000000:
00000000000000:
00000000000000:
00000000000000:
..._.._ — ._.._ h @ ._..Ig
L ] JOI JOIOIO] JOIOIOIO) ]

*=serious adverse event and serious infection

(o
<
o)
2
N

D1
D2
D3
D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



BEED RACQ25 TEFYRX7m7 74 Question: MTX+JAKi compared to MTX+PBO for MTX-IR RA

Certainty assessment Ne of patients Effect

e Relative Absolute Certainty Importance
studies Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations MTX+JAKi MTX+PBO (95% CI) (95% CI)

Outcomes used for the recommendation

ACR50 (12w)
13 randomised not serious not serious not serious not serious none 1173/2800 (41.9%) 384/2588 (14.8%) RR 2.95 289 more per CRITICAL
trials (2.46 0 3.53) 1,000 @ @ 63 @
(from 217 High
more to 375
more)
DAS28-CRP remission (12w)
9 randomised not serious not serious not serious not serious none 549/1877 (29.2%) 142/1789 (7.9%) RR 3.62 208 more per CRITICAL
trials (2.91t04.49) 1,000 @ @ @ @
(from 152 High
more to 277
more)
AHAQ (12w)
14 randomised not serious not serious not serious not serious none 2767 2560 - MD 0.31 lower CRITICAL
trials (0.35 lower to @ @ @ @
0.28 lower) High

Serious adverse event (12w)

9 randomised not serious not serious not serious Very seriousa none 32/1075 (3.0%) 17/880 (1.9%) RR1.28 5 more per CRITICAL
trials (0.69 to 2.39) 1,000 @@OO
(from 6 fewer Low
to 27 more)

Serious infection (12w)

9 randomised not serious not serious not serious seriouse none 11/1075 (1.0%) 1/880 (0.1%) RR2.83 2 more per CRITICAL
trials (0.80 to 10.06) 1,000 @ @ @ O
(from O fewer Moderate
to 10 more)

Outcomes related to the recommendation

ACR20 (12w)
13 randomised not serious not serious not serious not serious none 1897/2800 (67.8%) 980/2588 (37.9%) RR1.84 318 more per CRITICAL
trials (1.64 0 2.08) 1,000 @@@@
(from 242 High
more to 409
more)
ACR70 (12w)
14 randomised not serious not serious not serious not serious none 58212824 (20.6%) 124/2637 (4.7%) RR 4.32 156 more per CRITICAL
trials (3.46 t0 5.40) 1,000 @ @ @ @
(from 116 more High

to 207 more)

DAS28-ESR remission (12w)

2 randomised not serious not serious not serious serious? none 471436 (10.8%) 6/298 (2.0%) RR 6.15 104 more per CRITICAL
trials (2.67 to 14.16) 1,000 @@@O
(from 34 more Moderate

to 265 more)




Certainty assessment Ne of patients “
. Certainty Importance
Ne of A n n n n e " q n Relative Absolute
Study design Risk of bias Other considerations MTX+JAKi MTX+PBO (95% Cl) (95% Cl)

V2V (12w)

9 randomised not serious not serious not serious very serious? none 2/1075 (0.2%) 0.1%¢ RR 2.88 2 more per IMPORTANT
trials (0.30 to 27.49)¢ 1,000 @ @ O O

(from 1 fewer Low
to 26 more)

0.2%¢ 4 more per
1,000

(from 1 fewer

to 53 more)

0.5%¢ 9 more per
1,000

(from 3 fewer

to 132 more)

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

Explanations

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

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

d. Extrapolated from the paper: Yamanaka H, et al. RMD Open 2017;3:¢000498

e. Calculated assuming control event count as 0.5



BRE RACQ25 7#L X h7Avw b

Outcomes used for the recommendation

ACR50 (12w)

MTX+JAKI MTX+PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Raniom, 95% CI
Combe 2021 224 475 G4 475 143% 2.38[1.94 297 -
Fleischmann 2019 294 BA51 7 BA1 14.3% 3.03[2.48 371 -
Genovese 2016 M 48 g 46 5 4% 2.450([1.30, 4.80 I —
keystane 2015 18 52 10 213] 4.9% 3.391.69, 6.80] e
Kivitz 2017 29 78 19 T2 7.8% 1.41 [0.87, 2.246] T
kremer 2012 26 71 12 G4 B, 0% 211 [1.16, 3.83] —
Li 2020 44 145 12 144 6. 1% 3.67 [2.02, B.65] —_—
Takeuchi 2019 a0 174 13 170 B, 8% 6.01 [3.48, 10.39] —
Tanaka 2011 2 7 4 28 3% 5.70[2.26,14.38 e —
Taylor 2017 219 487 82 483 139% 268215 334 =
van der Heijde 2013 a9 309 12 154 B, 4% 3.70[2.09, 6.54] B
van Vollenhowen 2012 BY 196 7106 4.8% 5.18[2.47 1087 T
VWesthavens 2017 r 86 13 a6 B, 6% 2.85[1.63, 4.97] e
Total {95% CI) 2800 2588  100.0% 2.95 [2.46, 3.53] L 2
Total events 1173 384

4

Heterogeneity: Tau®= 0.05, Chi*= 26.88, df= 12 (P = 0.008); IF = 55%
Test for averall effect: £ =11.66 (P = 0.00001)

DAS28-CRP remission (12w)

0.05

0.2

1

Favours [MTHE+PBO] Fawours [MTH+JAKI

Risk Ratio
M-H, Random, 9% CI

20

MTX+JAKI MT X+PBO Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% C1
Combe 2021 162 475 44 4Ta 254% 368 [2.71, 5.01]
Fleischmann 2019 187 691 40 BS1 24.1% 4.67 [3.35, 6.46]
Genovese 2016 14 44 ¥ 47 f. 9% 2.60[1.21, 563
Keystana 2015 14 a2 4 4a 4.1% 8,95 [3.21, 2494
Kremer 2012 10 gl 4 fil 3 6% 2A0([083 753
Takeuchi 2014 g1 17 18 163 14.9% 329203 537
Tanaka 2016 10 24 11 449 2.0% 1.86 [0.92, 3.79]
van der Heijde 2013 g3 309 g 154 7.9% 3.92[1.93 7.99
Weasthowens 2017 14 g6 ] a6 a.6% 317 [1.33, 7.54
Total (95% CI) 16877 1789 100.0% 362 [2.91, 4.49]
Total events 549 142

Heterogeneity: Tau®=0.02 Chi*=10.35 df= 8 F =0.24); F= 23%

Test for overall effect; £=11.64 (P = 0.00001)

—a
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-
E—
—
——
I—
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0.01

01

1

10

Favours [MTH+PBECO] Fawours [ Tx+08 kK]

100



AHAQ (12w)

MTX+JAKI NI X+PBO Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI1
Combe 2021 -0.69 061 487 -0.42 054 435 8.4% -0.27 [-0.35,-0.19] -
Fleischmann 2019 -0.6 006 644 -0.28 006 648 13.9% -0.32 [-0.33,-0.31] L
Genavese 2016 -0.7 015 49 -0.4 014 47 9.9% -0.30 [-0.36, -0.24] -
Keystone 2015 -0.33 0.459 52 -0 0.406 oi2] 3.9% -0.23 [-0.38, -0.08] ——
Kivitz 2017 -0.37 0.63 7o-028 0.47 By 2.8% -0.09 [-0.27, 0.09] 71
Kremer 2012 -0.49 0.46 B0 -0.16 0.46 =i} 3.4% -0.33 [-0.49 -0.17] e
Li 2020 -0.87 054 144 -035 05z 145 5.1% -0.22 [-0.34, -0.10] —
Takeuchi 20149 -0.38 007 1EE a 0oy 183 13.6% -0.38 [-0.40, -0.36] L]
Tanaka 2011 -0.49 0.7 24 005 0.09 24 11.3% -0.44 [-0.49 -0.39] -
Tanaka 2016 -0.469 034683 24 -0.077 03552 49 312% -0.39 [-0.56, -0.22] I —
Taylar 2017 -0.65 0589 487 -033 081 488 9.0% -0.32 [-0.39, -0.25] -
van der Heijde 2013 -0.3 045 315 -0 038 156 8.2% -0.20 [-0.28, -0.12] -
vanWollenhoven 2012 -0.49 0&as 188 -017 0.56 498 4.3% -0.32 [-0.46, -0.18] I
Westhovens 2017 -0.753  0DEM 86 -0.383 D064 86 28% -0.37 [-0.56, -0.18] I
Total {95% CI) 2767 250 100.0%  -0.31[0.35, -0.28] 4
Heterogeneity: Tau®= 0.00; Chi®= 98.95 df= 13 (P = 0.00001); F=87% '1 —UIS 0 055 1’

Test for overall effect: Z=17.75 (P = 0.00001)

Serious adverse event (12w)

Favours [MTA+JAKI] Favours [MTH+PBO]

MTX+JAKI MTX+PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Raniom, 95% CI
Genovese 2016 2 50 ] A0 4.3% 5.00[0.25, 101 58] .
keystone 2015 i 52 3 2] 4. 5% 0.27 [0.01, 5.07] -
Kivitz 2017 1 78 ] T2 3.8% 277 [0.11, 66.98]
Li 2020 1 144 2145 B, 8% 0.50[0.05, 5.49]
Takeuchi 209 3174 4 170 17.8% 073017, 3.23 BN E—
Tanaka 2011 1 r ] 28 3.9% 31013, 7311
Tanaka 2016 I 24 1 19 3.9% 0.67 [0.03,15.79)] T
van der Heijde 2013 12 3M 5 180 371% 1.20[0.43, 3.34] —
van Yollenhoven 2012 12 204 2108 17.8% 318[0.72,13.494 I
Total (95% CI) 1075 880 100.0% 1.28 [0.69, 2.39] .
Total events 32 17
Heterogeneity; Taur= 0.00; Chi*= 819, df = 8 (P = 0.74); 7= 0% ’ t ’ J
Test fu?mrertzll effect Z=078 F =0.44) ( ) 0.003 0.1 ! 10 200
Favours [MTx+JAK] Favours [MTX+FBO]
Serious infection (12w)
MTX+JAKI MTX+PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI1
Genovese 2016 0 a0 1] Al Mot estimable
Keystone 2014 0 A2 1] 98 Mot estimable
Kivitz 2017 1 78 ] T2 15.8% 277 [0.11, 66.98] T
Li 2020 1 144 o 145 157% 3.00[012 73.04 =
Takeuchi 209 1T 174 017 1457% 2.93[0.12,71.46 &
Tanaka 2011 0 27 0 28 Mot estimable
Tanaka 2016 1] 24 1] 44 Mot estimahle
van der Heijde 2013 4 3M 0 180 189% 4 50 [0.24,83.07 =
van Yollenhoven 2012 4 204 1 108 338% 212024 18.71] L
Total (95% CI) 1075 880 100.0% 2.83[0.80, 10.06] —roniii--
Total events 1 1
Heterogeneity: Tau®=0.00; Chi*= 017, df =4 {F=1.000; F=0% D.i:I1 D_-1 ] 1'0 1IfID

Test for overall effect £2=161 F =011

Favours [MTx+JAK] Favours [MTX+FBO]



Outcomes related to the recommendation

Risk Ratio
M-H, Random, 95% CI1

ACR20 (12w)
MTX+JAKI MTX+PBO Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI
Combe 2021 364 475 237 47 121% 1.684[1.38,1.70]
Fleischmann 2019 459 B51 237 BT 11.9% 1.941.73 217
Genovese 2016 36 48 23 46 B.5% 1.47 [1.05, 2.08
keystane 2015 iz 52 40 213] 7.5% 1.84 [1.38, 2.44]
Kivitz 2017 45 78 32 T2 B, 8% 1.30[0.94, 1.74]
kremer 2012 40 71 25 G4 8. 7% 1.595[1.07, 2.26]
Li 2020 85 144 41 145 7 A4% 2.07 [1.55, 2.74
Takeuchi 2019 112 174 ar 17 T1% 296 [2.18, 4.01]
Tanaka 2011 2h 7 4 28 1.6% 6.74 [2.71,16.79]
Taylor 2017 339 487 1965 488 11.6% 1.73[1.63, 1.96
van der Heijde 2013 174 309 42 154 7.8% 2.06[1.57, 277
van Vollenhowen 2012 119 186 28 106 B, 4% 2.30[1.64, 3.27]
VWesthavens 2017 a4 86 38 a6 T7T% 1.55[1.18, 2.09
Total {95% CI) 2800 2588  100.0% 1.84 [1.64, 2.08]
Total events 1897 980

Heterogeneity: Tau®= 0.0% Chif= 41,27, df= 12 (P = 0.0001); F= T1%

0.2 1 5

Test for averall effect: £ =10.06 (P = 0.00001) 0.05 Favours MTX+PBO] Favaurs MTH+JA4K] 4
ACR70 (12w)
MTX+JAKI MTX+PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Combe 2021 124 475 32 4T 11.9% 3.88 [2.68, 5.504 -
Fleischmann 2019 162  B51 32 BA1 222% 5.06 [3.562 7.26 -
Genovese 2016 15 45 3 45 34% 4.69[1.45 1516 I —
keystone 2015 12 52 2 2] 2% 11.31 [2.63, 4867 B —
kivitz 2017 15 78 8 T2 B 8% 1.73[0.78, 3.84] T
kremer 2012 13 71 4 G4 4.0% 316 [1.08, 9.21] —
Li 2020 14 145 2145 2.2% 7.00[1.62, 30.29] L E—
Takeuchi 2019 1 174 4 170 4.8% 10.01 [3.67, 27.39] S
Tanaka 2011 g 7 1 28 1.2% §.33[1.27, 8877 e —
Tanaka 2016 7 24 ] a9 0. 6% 30.001(1.78, 504.40]
Taylor 2017 42 a8y 23483 17 4% 4.01 [2.48, 6.27] =
van der Heijde 2013 33 3049 4 154 4.4% 411 [1.48,11.40] —_—
van Vollenhoven 2012 24 196 2 106 2.3% .49 [1.56, 26.93)] L —
YWesthovens 2017 iy B6 T b2l 6. 7% 3.00[1.35, 6.64] —
Total (95% CI) 2824 2637 100.0% 4.32 [3.46, 5.40] »
Total events A82 124
Heterogeneity: Tau==. 0.02 Chi*=1513 df=13 (P=030);, F=14% 0002 01 i 10 a0
Test for averall effect: 7 =12490 (P = 0.00001) Favours MTX+PBO] Favaurs MTH K]
DAS28-ESR remission (12w)

MTX+JAKI MT X+PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NM-H, Random, 95% CI M-H, Random, 95% CI
Takeuchi 2019 CCHE | 4 169 B7.6% 8,14 [2.95, 22.91] —l—
van der Heijde 2013 14 265 20129 324% 3410791477 T &
Total (95% CI) 436 298 100.0% 6.15 [267, 14.16] —auiiine--
Total events A7 ]
Heterogeneity: Tau®= 0.00; Chi*= 092, df=1 (P=0.34) F= 0% 'IZI.IZI1 IZI.'1 ] 1'IZI 1IZIIZI'

Test for overall effect £ =426 (F =< 0.0001)

Favours [MTH+PBEO] Fawours [MTx+08 K]



VZV (12w)

MTX+JAKi MTX+PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Raniom, 95% CI
Genovese 2016 0 a0 1] Al Mot estimable
Keystone 2014 0 A2 1] 98 Mot estimable
Kivitz 2017 1 78 i T2 A01% 277011, 6698 L]
Li 2020 1 144 0 145 48.49% 200012 73.04 L]
Takeuchi 2014 o 174 o 170 Mot estimable
Tanaka 2011 0 27 0 28 Mot estimable
Tanaka 2016 1] 24 1] 44 Mot estimahle
van der Heijde 2013 o 3 0 160 Mot estimable
vanollenhowen 2012 o 204 o 108 Mot estimable
Total (95% CI) 1075 880 100.0% 2.88[0.30, 27.49] ——enE————
Total events 2 0
Heterogeneity: Tau®=0.00; Chi*= 000, df =1 {F =087 F=0% D_I'ZIDS IZI.'1 ] 1-D 2E'|E|

Test for overall effect, £ =092 F = 0.36)

Favours [MTx+JAK] Favours [MTX+FBO]



&Rl F RA CQ25 Evidence to Decision =—JJL

CQ (No.PICO)

RA CQ25 : MTX THREAR TN THEEMU FOREFEERE T D RA BE(C, HHNARICHWLT, MTX & JAK BEZROHBIERN ?

BE  MTX THIRATD/ERABE
T 1 MTX+JAK BREE
IFER : MTX

FET7D L (BX) : ACRS0. DAS28(CRP)EM. HAQ ZHLE. BRIEEER. ERIBIIE
BRI NALs (BE) : AC20. ACR70. DAS28(ESR)EfE. HiREE

B FEY OV FOREDRELRE. FI MTX TERZRMIRL.

(&, BETGTETIREICEE CH D,

NRATDIMEE (LB ZRET T D. MTX THRATDR RABE(C. JAKIAZRENNERANZRFTITDL

B¥ 1. BE COREMERSIEDN?

O IMBEIEN

Ll UY—FIEF>VX BB

O LR BMEi U O FORTEORERE(E, FI MTX TEEZMRIBL. IRA+ BHATREN DN F(CHER SN IAKHER(E 5 AT,
O &8T5, WX DIMFECBIIAEZIRET T D[1]. MTX THRATDRBEICIAKEE | HATOHERSN TS JAKBEREEH DN, HBEnR
O HESL, [FW HEOBIEENBANZIRN T LE. BEREATHREICEE THD. BRI CNE TR SN TR,

® (I

O &cFEFH

BE 2. EFXULLVWMR FHSNZILEFULVIIREEDEREDEDN ?

O IMB51EN

3. DAS28-CRP EfHERNE (12 Bi)DHEIRIRIE 1000 &7z D 208
$(152~277)%1800. AR EUTRR 3.62 (2.91~4.49)

HpR Ub—FIEF>X ENNEE
O HFm 12 588§D MTX+JAK FASEE (L. MTX EDLEET.

O ha&En BRRVIMALELT

O 1. ACR50 JERR (12 iB8F)DIEXIEIRE 1000 ZdpTzD 290(225~

® K0 376)&EN. HAXZNERIERR 2.95 (2.46~3.53)

O &cF=E 2. HAQ Z{t (12 B8F)DiExizhR (& -0.31 (-0.31~ -0.25)




B 3. EFXUKBVIR FHSNDZLEF UL RBUVIREEDEEDEDN ?

HlI R UY—FIEF>X EBMNER

O KEW 12 JBEFD MTX +JAK BHEZE (L. MTX DT, JAK BHEZE TH 2D TOF 8KU BAR D, miRERHIAE

® BEARTIADLELT, OFERNMBEIEFEABIRE UTARSNTNSD. ACQ &(F

O /&y 1. EEREESR (12 :88)(FHEMMRE LT 1000 BHIZD 6 (-6~27) | WRHMNBRLRDIHAAEERESENTLDIN, 24 BFEOT—45
OF oy 2IBNN. AEXRIRIE RR 1.28 (0.69~2.39)1E0. ZSEELUTERT D,

O &cFEFH 2. EFERIYIE (12 :3885)(3#@xd%R & LT 1000 &&HIED 2 (-1~26)%1E

O IMBEIEN

pn. AEXIZNERE LT RR 2.83 (0.80~10.06)1&NTH D1z,

12 B TEFFEULSRBUVIRINSVN BF LD THRE(26)RER
RTEIEREEESN 24 :BFTIC4.3~4.91%. EERPIEN
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EXIA RACQ26 X@Efi&zs\ (PubMed)

No. IR EERESE

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

2|OR revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR artrit*[tiab] OR 173,786
diseas*[tiab] OR condition*[tiab] OR nodule*[tiab])

3|felty*[tiab] AND syndrome[tiab] 772

4|caplan*[tiab] AND syndromel[tiab] 150

5[#1 OR #2 OR #3 OR #4 208,087
"janus kinase inhibitors"[mh] OR "janus kinases"[mh] OR "janus kinase inhibitor*"[tiab] OR "JAK

6|inhibitor*"[tiab] OR JAK1*[tiab] OR JAK2*[tiab] OR JAK3*[tiab] OR TYK2*[tiab] OR 24,266
tsDMARD*[tiab] OR "ts DMARD*"[tiab] OR "targeted synthetic DMARD*"[tiab] OR jakinib*[tiab]

. tofacitinib[nm] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] OR 2487
CP690*[tiab] OR CP-690*[tiab] '
baricitinib[nm] OR baricitinib[tiab] OR "baricitinib phosphate"[tiab] OR "baricitinib phosphate

8|salt"[tiab] OR Olumiant[tiab] OR INCB028050[tiab] OR INCB-28050[tiab] OR LY3009104[tiab] 998
OR LY-3009104[tiab]

9 peficitinib[nm] OR peficitinib[tiab] OR Smyraf[tiab] OR ASP015K[tiab] OR ASP-015K[tiab] OR o7
AS1940150BR[tiab] OR AS-1940150BR[tiab] OR JKT201A[tiab] OR JKT-201A[tiab]

10 upadacitinib[nm] OR upadacitinib[tiab] OR Rinvoq[tiab] OR ABT494[tiab] OR ABT-494[tiab] OR 396
A1293543[tiab] OR A-1293543[tiab]

1 filgotinib [nm] OR filgotinib[tiab] OR Jyseleca[tiab] OR GS6034[tiab] OR GS-6034[tiab] OR 298
GLPGO0634[tiab] OR GLPG-0634(tiab]

12(#6 OR #7 OR #8 OR #9 OR #10 OR #11 25,804

131#5 AND #12 2,269
("randomized controlled trial"[pt] OR "controlled clinical trial"[pt] OR "clinical trial"[pt] OR "drug

1 therapy"[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR placebo[tiab] OR 4613589
trial[tiab] OR groups(tiab]) NOT ("case reports"[pt] OR "case report*"[tiab] OR "case B
series"[tiab]) NOT ((animals[mh]) NOT (humans[mh]))

15(#13 AND #14 1,467

16{#15 AND 1900/1/1:2022/6/30[dp] 1,407

®%H
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BRIA RACQ26 #EiR¥ER (Cochrane)

No. Ry IR

#1 MeSH descriptor: [Arthritis, Rheumatoid] explode all trees 6,535
(rheumatoid:ti,ab OR reumatoid:ti,ab OR reumatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR

#2 revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR 20,946
diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab)

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

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

#5 #1 OR #2 OR #3 OR #4 21,781

#6 MeSH descriptor: [Janus Kinase Inhibitors] explode all trees 102

#7 MeSH descriptor: [Janus Kinases] explode all trees 159
("janus kinase" NEXT inhibitor*):ti,ab OR ("JAK" NEXT inhibitor*):ti,ab OR JAK1*:ti,ab OR

#8 JAK2*:ti,ab OR JAK3*:ti,ab OR TYK2*:ti,ab OR tsDMARD*:ti,ab OR ("ts" NEXT DMARD*):ti,ab OR 2,157
("targeted synthetic" NEXT DMARD*):ti,ab OR jakinib*:ti,ab

49 tofacitinib:ti,ab OR tasocitinib:ti,ab OR Xeljanz:ti,ab OR Jakvinus:ti,ab OR CP690*:ti,ab OR CP- 1,008
690*:ti,ab
baricitinib:ti,ab OR "baricitinib phosphate":ti,ab OR "baricitinib phosphate salt":ti,ab OR

#10 Olumiant:ti,ab OR INCB028050:ti,ab OR INCB-28050:ti,ab OR LY3009104:ti,ab OR LY- 573
3009104:ti,ab

411 peficitinib:ti,ab OR Smyraf:ti,ab OR ASP015K:ti,ab OR ASP-015K:ti,ab OR AS1940150BR:ti,ab OR 53
AS-1940150BR:ti,ab OR JKT201A:ti,ab OR JKT-201A:ti,ab

41 upadacitinib:ti,ab OR Rinvoq:ti,ab OR ABT494:ti,ab OR ABT-494:ti,ab OR A1293543:ti,ab OR A- Eos
1293543:ti,ab

413 filgotinib:ti,ab OR Jyseleca:ti,ab OR GS6034:ti,ab OR GS-6034:ti,ab OR GLPG0634:ti,ab OR 310
GLPG-0634:ti,ab

#14 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR12 OR #13 3,085

#15 #5 AND #14 1,272
("randomized controlled trial":pt OR "controlled clinical trial":pt OR "clinical trial":pt OR [mh

416 "drug therapy"] OR randomly:ti,ab OR randomized:ti,ab OR" randomised":ti,ab OR placebo:ti,ab 1542 458
OR trial:ti,ab OR groups:ti,ab) NOT ("case reports":pt OR "case" NEXT report*:ti,ab OR "case R
series":ti,ab) NOT ([mh animals] NOT [mh humans])

#17 #15 AND #16 with Publication Year from 1900 to 2022, in Trials 1,236

%% A
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ERA RACQ26 kiEZR= (Embase)

No. RHR IRIRIFEL
1|'rheumatoid arthritis'/exp OR 'rheumatoid arthritis' 267,158
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR 273177
artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) '
3|felty*:ti,ab AND syndrome:ti,ab 890
4|caplan*:ti,ab AND syndrome:ti,ab 193
5[#1 OR #2 OR #3 OR #4 346,422
'janus kinase inhibitor'/exp OR 'janus kinase inhibitor*':ti,ab OR 'jak inhibitor*":ti,ab OR jak1*:ti,ab OR jak2*:ti,ab OR jak3*:ti,ab OR tyk2*:ti,ab 48,901
OR tsdmard*:ti,ab OR 'ts dmard*"ti,ab OR 'targeted synthetic dmard*"ti,ab OR jakinib*:ti,ab
tofacitinib:tn OR tofacitinib:ti,ab OR tasocitinib:ti,ab OR "tofacitinib citrate':ti,ab OR xeljanz:ti,ab OR jakvinus:ti,ab OR cp690*:ti,ab OR 'cp 4881
690*":ti,ab
baricitinib:tn OR baricitinib:ti,ab OR 'baricitinib phosphate':ti,ab OR 'baricitinib phosphate salt':ti,ab OR olumiant:ti,ab OR incb028050:ti,ab OR 1784
'incb 28050":ti,ab OR ly3009104:ti,ab OR 'ly 3009104":ti,ab
peficitinib:tn OR peficitinib:ti,ab OR smyraf:ti,ab OR asp015k:ti,ab OR 'asp 015k":ti,ab OR as1940150br:ti,ab OR 'as 1940150br':ti,ab OR 140
jkt201a:ti,ab OR 'jkt 201a'":ti,ab
10|upadacitinib:tn OR upadacitinib:ti,ab OR rinvoq:ti,ab OR abt494:ti,ab OR 'abt 494"ti,ab OR a1293543:ti,ab OR 'a 1293543"ti,ab 957
11|filgotinib:tn OR filgotinib:ti,ab OR jyseleca:ti,ab OR gs6034:ti,ab OR 'gs 6034"ti,ab OR glpg0634:ti,ab OR 'glpg 0634":ti,ab 538
12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 74,668
13|#5 AND #12 7,446
14|'randomized controlled trial'/de 732,318
15['controlled clinical trial'/de 438,142
16{random*:ti,ab,tt 1,840,691
17|'randomization'/de 95,145
18|'intermethod comparison'/de 290,190
19|placebo:ti,ab,tt 348,579
20[{compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,218
2 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR comparing:ab OR 2575763
comparison:ab) R
22|(open NEXT/1 label):ti,ab,tt 100,580
23|((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,328
24|'double blind procedure'/de 199,930
25|(parallel NEXT/1 group*):ti,ab,tt 30,169
26|crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,792
. ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR patient OR 129 684
patients OR subject OR subjects OR participant OR participants)):ti,ab,tt !
28|assigned:ti,ab,tt OR allocated:ti,ab,tt 459,239
29| (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 428,348
30|volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,712
31|'human experiment'/de 596,570
32|trial:ti,tt 377,291
13 #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR 5,971,444
#32
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR databases)):ti,ab,tt) NOT
34|('comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'randomly 2,925
assigned':ti,ab,tt)

35 'cross - sectional study' NOT (‘'randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 'randomised 345056
controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group"ti,ab,tt OR 'control groups':ti,ab,tt) '
36|'case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled"ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,243
37|'systematic review":ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,107
38|nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,130
39|'random field*"ti,ab,tt 2,752
40|('random cluster' NEAR/4 sampl*):ti,ab,tt 1,587
41|review:ab AND review:it NOT trial:ti,tt 1,018,130
42|'we searched':ab AND (review:ti,tt OR review:it) 43,885
43['update review'":ab 126
44|(databases NEAR/5 searched):ab 57,821

(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR
45(piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR 1,175,482
monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
46|'animal experiment'/de NOT (‘human experiment'/de OR 'human'/de) 2,466,595
47]#34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 4,086,137
48(#33 NOT #47 5,286,004
49|#13 AND #48 2,517
50|#49 AND [1900-2022]/py 2,456
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XA RACQ26 XiiRFR (Ehit

No. Y IRERIFEL
#1 &Y 7 ~F/TH or B8&TY 7~ F/TA or "rheumatoid arthritis"/TA 109,548
42 "Janus Kinase Inhibitors"/TH OR "Janus Kinase"/TA OR JAK/TA OR tsDMARD/TA OR “ts 5 891

DMARD"/TA OR “targeted synthetic DMARD"”/TA OR ZH)& &R BEEIER ) 7~ FE/TA '
e Tofacitinib/TH or b 7 7 > F = 7/TA or tofacitinib/TA or tasocitinib/TA or ZIL >V /TA or 1083
Xeljanz/TA or Jakvinus/TA '
#4 Baricitinib/TH or /X 1) > =7 /TA or baricitinib/TA or 4L X > b /TA or Olumiant/TA 552
#5 Peficitinib/TH or _ 7 1 F =7 /TA or peficitinib/TA or A~ 4 Z 7 /TA or Smyraf/TA 86
#6 Upadacitinib/TH or 734 < F =7 /TA or upadacitinib/TA or ' > 77+ v 2 /TA or Rinvoq/TA 180
#7 Filgotinib/TH or 7 4 JL 3 F =7 /TA or filgotinib/TA or ¥+t L #1/TA or Jyseleca/TA 120
#8 #2 or #3 or #4 or #5 or #6 or #7 6,064
#9 #1 and #8 1,394
#10 #9 and DT=1900:2022 1,394
#11 #10and (X 2 T7F VUL R/THor Y RFIXT4 v 7L Ea—/THor 8FHA K74 > /TH) 56
#12 #10and RD=£X 2T+ U R ZBEHAFZ4 ) 0
#13 #10and (X2 T7F YU R/TAor VAT T4 v 7L Ea—/TAorEHA KZ4/TA) 21
#14 #11 or #12 or #13 60
#15 #10 and /P ABFF/TH 254
#16 #10 and (RD=7 > & Lk LLEEHER) 5
#10 and (N ABTZR/TA or BEIRRER/TA or 5 > & LA LLEERER/TA or EE AL LLESER/TA or 55 |
17 18EE%/TA or 100
25 1| FRER/TA or B IIHEEER/TA or ZBIVARER/TA or IELMRER/TA or AEMHER/TAor 5 &%
LEBTF/TA)
#18 (#15 or #16 or #17) not #14 276

%% H
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BHRA RACQ26 xEie®Rzl (not RCT) (PubMed)

No. IR EERESE

1|"arthritis, rheumatoid"[mh] 122,884
"(rheumatoid[tiab] OR reumatoid[tiab] OR reumatoid[tiab] OR rheumat*[tiab] OR reumat*[tiab]

2|OR revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR artrit*[tiab] OR 174,019
diseas*[tiab] OR condition*[tiab] OR nodule*[tiab])"

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

4|caplan*[tiab] AND syndrome(tiab] 150

5|#1 OR #2 OR #3 OR #4 208,359
"janus kinase inhibitors"[mh] OR "janus kinases"[mh] OR "janus kinase inhibitor*"[tiab] OR "JAK

6linhibitor*"[tiab] OR JAK1*[tiab] OR JAK2*[tiab] OR JAK3*[tiab] OR TYK2*[tiab] OR 24,346
tsDMARD*[tiab] OR "ts DMARD*"[tiab] OR "targeted synthetic DMARD*"[tiab] OR jakinib*[tiab]

. tofacitinib[nm] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] OR 2508
CP690*[tiab] OR CP-690*[tiab] '
baricitinib[nm] OR baricitinib[tiab] OR "baricitinib phosphate"[tiab] OR "baricitinib phosphate

8|salt"[tiab] OR Olumiant[tiab] OR INCB028050[tiab] OR INCB-28050[tiab] OR LY3009104/tiab] 1,005
OR LY-3009104[tiab]

o peficitinib[nm] OR peficitinib[tiab] OR Smyraf[tiab] OR ASP015K[tiab] OR ASP-015K[tiab] OR o7
AS1940150BR[tiab] OR AS-1940150BR[tiab] OR JKT201A[tiab] OR JKT-201A[tiab]

10 upadacitinib[nm] OR upadacitinib[tiab] OR Rinvoq[tiab] OR ABT494[tiab] OR ABT-494[tiab] OR 399
A1293543[tiab] OR A-1293543[tiab]

1 filgotinib [nm] OR filgotinib[tiab] OR Jyseleca[tiab] OR GS6034[tiab] OR GS-6034[tiab] OR »31
GLPGO0634[tiab] OR GLPG-0634(tiab]

12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 25,900

13[{#5 AND #12 2,290
("randomized controlled trial"[pt] OR "controlled clinical trial"[pt] OR "clinical trial"[pt] OR "drug

1 therapy"[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR placebo[tiab] OR 4622418
trial[tiab] OR groups(tiab]) NOT ("case reports"[pt] OR "case report*"[tiab] OR "case T
series"[tiab]) NOT ((animals[mh]) NOT (humans[mh]))

15(#13 NOT #14 808

16[#15 AND 1900/1/1:2022/6/30[dp] 755
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BRIA RACQ26 #Ei%ER (not RCT) (Cochrane)

No. Ry IR

#1 MeSH descriptor: [Arthritis, Rheumatoid] explode all trees 6,535
(rheumatoid:ti,ab OR reumatoid:ti,ab OR reumatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR

#2 revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR 20,946
diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab)

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

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

#5 #1 OR #2 OR #3 OR #4 21,781

#6 MeSH descriptor: [Janus Kinase Inhibitors] explode all trees 102

#7 MeSH descriptor: [Janus Kinases] explode all trees 159
("janus kinase" NEXT inhibitor*):ti,ab OR ("JAK" NEXT inhibitor*):ti,ab OR JAK1*:ti,ab OR

#8 JAK2*:ti,ab OR JAK3*:ti,ab OR TYK2*:ti,ab OR tsDMARD*:ti,ab OR ("ts" NEXT DMARD*):ti,ab OR 2,157
("targeted synthetic" NEXT DMARD*):ti,ab OR jakinib*:ti,ab

49 tofacitinib:ti,ab OR tasocitinib:ti,ab OR Xeljanz:ti,ab OR Jakvinus:ti,ab OR CP690*:ti,ab OR CP- 1,008
690*:ti,ab
baricitinib:ti,ab OR "baricitinib phosphate":ti,ab OR "baricitinib phosphate salt":ti,ab OR

#10 Olumiant:ti,ab OR INCB028050:ti,ab OR INCB-28050:ti,ab OR LY3009104:ti,ab OR LY- 573
3009104:ti,ab

411 peficitinib:ti,ab OR Smyraf:ti,ab OR ASP015K:ti,ab OR ASP-015K:ti,ab OR AS1940150BR:ti,ab OR 53
AS-1940150BR:ti,ab OR JKT201A:ti,ab OR JKT-201A:ti,ab

41 upadacitinib:ti,ab OR Rinvoq:ti,ab OR ABT494:ti,ab OR ABT-494:ti,ab OR A1293543:ti,ab OR A- Eos
1293543:ti,ab

413 filgotinib:ti,ab OR Jyseleca:ti,ab OR GS6034:ti,ab OR GS-6034:ti,ab OR GLPG0634:ti,ab OR 310
GLPG-0634:ti,ab

#14 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR12 OR #13 3,085

#15 #5 AND #14 1,272
("randomized controlled trial":pt OR "controlled clinical trial":pt OR "clinical trial":pt OR [mh

416 "drug therapy"] OR randomly:ti,ab OR randomized:ti,ab OR" randomised":ti,ab OR placebo:ti,ab 1542 457
OR trial:ti,ab OR groups:ti,ab) NOT ("case reports":pt OR "case" NEXT report*:ti,ab OR "case R
series":ti,ab) NOT ([mh animals] NOT [mh humans])

#17 #15 NOT #16 with Publication Year from 1900 to 2022, in Trials 26

®%H

2022/10/20




HRA RACQ26 k&%= (not RCT) (Embase)

No. RHR IRIRIFEL
1|'rheumatoid arthritis'/exp OR 'rheumatoid arthritis' 267,158
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR 273177
artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) '
3|felty*:ti,ab AND syndrome:ti,ab 890
4|caplan*:ti,ab AND syndrome:ti,ab 193
5[#1 OR #2 OR #3 OR #4 346,422
'janus kinase inhibitor'/exp OR 'janus kinase inhibitor*':ti,ab OR 'jak inhibitor*":ti,ab OR jak1*:ti,ab OR jak2*:ti,ab OR jak3*:ti,ab OR tyk2*:ti,ab 48,901
OR tsdmard*:ti,ab OR 'ts dmard*"ti,ab OR 'targeted synthetic dmard*"ti,ab OR jakinib*:ti,ab
tofacitinib:tn OR tofacitinib:ti,ab OR tasocitinib:ti,ab OR "tofacitinib citrate':ti,ab OR xeljanz:ti,ab OR jakvinus:ti,ab OR cp690*:ti,ab OR 'cp 4881
690*":ti,ab
baricitinib:tn OR baricitinib:ti,ab OR 'baricitinib phosphate':ti,ab OR 'baricitinib phosphate salt':ti,ab OR olumiant:ti,ab OR incb028050:ti,ab OR 1784
'incb 28050":ti,ab OR ly3009104:ti,ab OR 'ly 3009104":ti,ab
peficitinib:tn OR peficitinib:ti,ab OR smyraf:ti,ab OR asp015k:ti,ab OR 'asp 015k":ti,ab OR as1940150br:ti,ab OR 'as 1940150br':ti,ab OR 140
jkt201a:ti,ab OR 'jkt 201a'":ti,ab
10|upadacitinib:tn OR upadacitinib:ti,ab OR rinvoq:ti,ab OR abt494:ti,ab OR 'abt 494"ti,ab OR a1293543:ti,ab OR 'a 1293543"ti,ab 957
11|filgotinib:tn OR filgotinib:ti,ab OR jyseleca:ti,ab OR gs6034:ti,ab OR 'gs 6034"ti,ab OR glpg0634:ti,ab OR 'glpg 0634":ti,ab 538
12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 74,668
13|#5 AND #12 7,446
14|'randomized controlled trial'/de 732,318
15['controlled clinical trial'/de 438,142
16{random*:ti,ab,tt 1,840,691
17|'randomization'/de 95,145
18|'intermethod comparison'/de 290,190
19|placebo:ti,ab,tt 348,579
20[{compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,218
2 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR comparing:ab OR 2575763
comparison:ab) R
22|(open NEXT/1 label):ti,ab,tt 100,580
23|((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,328
24|'double blind procedure'/de 199,930
25|(parallel NEXT/1 group*):ti,ab,tt 30,169
26|crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,792
. ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR patient OR 129 684
patients OR subject OR subjects OR participant OR participants)):ti,ab,tt !
28|assigned:ti,ab,tt OR allocated:ti,ab,tt 459,239
29| (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 428,348
30|volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,712
31|'human experiment'/de 596,570
32|trial:ti,tt 377,291
13 #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR 5,971,444
#32
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR databases)):ti,ab,tt) NOT
34|('comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'randomly 2,925
assigned':ti,ab,tt)

35 'cross - sectional study' NOT (‘'randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 'randomised 345056
controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group"ti,ab,tt OR 'control groups':ti,ab,tt) '
36|'case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled"ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,243
37|'systematic review":ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,107
38|nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,130
39|'random field*"ti,ab,tt 2,752
40|('random cluster' NEAR/4 sampl*):ti,ab,tt 1,587
41|review:ab AND review:it NOT trial:ti,tt 1,018,130
42|'we searched':ab AND (review:ti,tt OR review:it) 43,885
43['update review'":ab 126
44|(databases NEAR/5 searched):ab 57,821

(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR
45(piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR 1,175,482
monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
46|'animal experiment'/de NOT (‘human experiment'/de OR 'human'/de) 2,466,595
47]#34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 4,086,137
48(#33 NOT #47 5,300,445
49|#13 NOT #48 4,670
50|#49 AND [1900-2022]/py 4,670
#®%H 2022/10/15




BERIA RACQ26 x@tt&sRst (not RCT) (EHiE

No. Y IRERIFEL
#1 &Y 7 ~F/TH or B8&TY 7~ F/TA or "rheumatoid arthritis"/TA 109,548
2 "Janus Kinase Inhibitors"/TH OR "Janus Kinase"/TA OR JAK/TA OR tsDMARD/TA OR “ts 5 891

DMARD"/TA OR “targeted synthetic DMARD”/TA OR ZH)& &R BEEIER ) 7~ FE/TA ’
e Tofacitinib/TH or b 7 7 > F = 7/TA or tofacitinib/TA or tasocitinib/TA or £ /L >V /TA or 1083
Xeljanz/TA or Jakvinus/TA '
#4 Baricitinib/TH or /X1 5 =7 /TA or baricitinib/TA or 4L X > b /TA or Olumiant/TA 552
#5 Peficitinib/TH or _ 7 1 F =7 /TA or peficitinib/TA or A~ 4 Z 7 /TA or Smyraf/TA 86
#6 Upadacitinib/TH or 734> F =7 /TA or upadacitinib/TA or J > 77 5+ v 2 /TA or Rinvoq/TA 180
#7 Filgotinib/TH or 7 4 JL 3 F =7 /TA or filgotinib/TA or ¥+t L #1/TA or Jyseleca/TA 120
#8 #2 or #3 or #4 or #5 or #6 or #7 6,064
#9 #1 and #8 1,394
#10 #9 and DT=1900:2022 1,394
#11 #10and (X 2 T7F VU R/THor Y RF<XT4 v L Ea—/THor 8FHA K74 > /TH) 56
#12 #10and RD=£X 2T+ U R ZEHALFZ4 ) 0
#13 #10and (X2 T7F YL R/TAor VAT T4 v 7L Ea—/TAorEHAKZ4 >/ TA) 21
#14 #11 or #12 or #13 60
#15 #10 and /P ABFFL/TH 254
#16 #10 and (RD=7 > & Lk LLEEHER) 5
#10 and (MNARFZR/TA or BRERERER/TA or 7 > X LLLLERER/TA or #E(EA L LLEGERER/TA or 2 |
417 1EEE/TA or 100
25 || FRER/TA or B IIHEEER/TA or ZBIVAERER/TA or IELMRER/TA or AEMHER/TAor 5 v &%
LEBTF/TA)
#18 (#15 or #16 or #17) not #14 276
#19 #10 not #18 1,118
%R 2022/10/20




HFB RACQ26 NXEMRR7O—Fv— b

CQ&=S RA CQ26
i '\;IEEL”:; 5 CENTRALA S Embased: E ) ZDMOBERIED O
via Fubme N + . TN + . TN + . SN 4 . T
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1407 1236 2456 276 2
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(n= 4329 ) (n= 1046 ) (n= 2 )
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(n= 4331 ) (n= 4255 )
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BhD RACQ26 —EFRXFaT77A/L Question: JAKI+MTX vs TNFi+MTX for MTX-IR RA

Certainty assessm Ne of patients

. . Certainty Importance
Ne of Study Risk of . i o Other . . Relative Absolute
studies design bias Inconsistency | Indirectness | Imprecision considerations JAKi+MTX TNFi+MTX (95% CI) (95% CI)

Outcomes used for the recommendation

ACRS50 (24w)
5 randomised | not serious not serious not serious serious? none 1091/2193 665/1572 RR1.16 68 more CRITICAL
trials (49.7%) (42.3%) (1.06t0 1.27) | per 1,000 @ @ $O
(from 25 Moderate
more to
114 more)
DAS28-CRP Remission (24w)
4 randomised | not serious not serious not serious serious? none 771/1989 415/1368 RR1.25 76 more CRITICAL
trials (38.8%) (30.3%) (1.07to 1.47) | per 1,000 @ @ $O
(from 21 Moderate
more to
143 more)

AHAQ-DI (24w)

4 randomised | not serious not serious not serious not serious none 1989 1368 - MD 0.08 CRITICAL

trials lower $ @ @ @

(0.12 lower High
100.03
lower)

AmTSS (24w)

3 randomised | not serious not serious not serious not serious none 1613 982 - MD 0.01 CRITICAL

trials higher @@@@

(0.13 lower High
100.14
higher)

Serious adverse event (24w)

3 randomised | not serious not serious not serious | very serious® none 55/1330 (4.1%) | 34/856 (4.0%) RR 1.04 2 more CRITICAL
trials (0.68t0 1.58) | per 1,000 @@OO
(from 13 Low
fewer to 23
more)

Serious adverse event (1Y)

4 randomised | not serious not serious not serious seriousa none 120/1542 7211245 (5.8%) RR1.34 20 more CRITICAL
trials (7.8%) (1.01t0 1.79) | per 1,000 @ @ @ O
(from 1 Moderate
more to 46
more)

Serious infection (24w)

3 randomised | not serious not serious not serious | very serious? none 22/1330 (1.7%) | 15/856 (1.8%) RR 0.90 2 fewer CRITICAL
trials (0.46t0 1.76) | per 1,000 @@OO
(from 9 Low
fewer to 13
more)

Serious infection (1Y)

5 randomised | not serious not serious not serious serious? none 88/2193 (4.0%) | 44/1572 (2.8%) RR1.25 7 more CRITICAL
trials (0.871t01.78) | per 1,000 @@@O
(from 4 Moderate
fewer to 22
more)

Outcomes related to the recommendation

ACR20 (24w)
5 randomised | not serious not serious not serious serious? none 1509/2193 923/1572 RR1.17 100 more CRIITICAL
trials (68.8%) (58.7%) (1.05t0 1.30) | per 1,000 @ @ @ O
(from 29 Moderate
more to
176 more)
ACR70 (24w)
5 randomised | not serious not serious not serious serious? none 664/2193 337/1572 RR1.36 77 more CRITICAL
trials (30.3%) (21.4%) (1.19t0 1.57) | per 1,000 @ @ @ O
(from 41 Moderate
more to
122 more)
DAS28-ESR Remission (24w)
2 randomised | not serious not serious not serious | very serious® none 56/580 (9.7%) | 60/590 (10.2%) RR 0.95 5 fewer CRITICAL
trials (0.681t01.34) | per 1,000 @@OO
(from 33 Low
fewer to 35

more)




2 9f Stu_dy R's.k o Inconsistency | Indirectness | Imprecision _Other_ JAKi+MTX TNFi+MTX
studies design bias considerations

Certainty assessment

Ne of patients

i I
Relative Absolute Certainty prtanes
(95% CI) (95% CI)
MACE (24w)
2 randomised | not serious not serious not serious | very seriousb none 0/1126 (0.0%) | 3/652 (0.5%) RR0.15 4 fewer IMPORTANT
trials (0.02t0 1.34) | per 1,000 @ @ OO
(from 5 Low
fewer to 2
more)
MACE (1Y)
3 randomised | not serious not serious not serious | very seriousb none 10/1338 (0.7%) | 8/1041 (0.8%) RR 0.86 1 fewer IMPORTANT
trials (0.28t0 2.65) | per 1,000 @@OO
(from 6 Low
fewer to 13
more)
VTE (24w)
2 randomised | not serious not serious not serious | very serious® none 3/1126 (0.3%) | 3/652 (0.5%) RR0.52 2 fewer IMPORTANT
trials (0.11t0 2.45) | per 1,000 @@OO
(from 4 Low
fewerto 7
more)
VTE (1Y)
1 randomised | not serious not serious not serious | very seriousb none 1/475 (0.2%) | 1/325 (0.3%) RR 0.68 1 fewer IMPORTANT
trials (0.04 t0 10.90) | per 1,000 @ @ OO
(from 3 Low
fewer to 30
more)

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

Explanations

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




#EHC RACQ26 /S FRMD'JA%Y(ACR50, DAS28-CRP remission)

Intention—to—
treat

Unique ID
1

2
3

Study ID
ORAL Strandard 2012

ORAL Strategy 2017
RA-BEAM 2017
SELECT-COMPARE 2019
FINCH-1 2021

Experimental
MTX+TOF

MTX+TOF
MTX+BARI
MTX+UPA

MTX+FIL

Comparator
MTX+TNFi (ADA)

MTX+TNFi (ADA)
MTX+TNFi (ADA)
MTX+TNFi (ADA)
MTX+TNFi (ADA)

Outcome

Composite measures 24w
Composite measures 25wk
Composite measures 26wk
Composite measures 27w*

Composite measures 28w

*=ACR50 and DAS28-CRP remission

NA

00000
00000:
00000:
0006006
00000
000900

le)
<
®
(]

D1
D2
D3
D4
D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



&HC RACQ26 /XAFTARADYRY (AHAQ-DI)

i::::tlon_to_ Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
i ORAL Strandard 2012 MTX+TOF MTX+TNFi (ADA) HAQDI2aw  NA @ @ & & ® O @ Lowrisk
2 ORAL Strategy 2017 MTX+TOF MTX+TNFi (ADA) HAQDI2aw  NA @ @ & & ® O I Some concerns
3 RA-BEAM 2017 MTX+BARI MTX+TNFi (ADA) HAQDI2ew NA @ @ & & ® O @ e ris
4 SELECT-COMPARE 2019 MTX+UPA MTX+TNFi (ADA) HAQ-DI2ew NA @ @ & ® ® O

D1 Randomisation process

D2 Deviations from the intended interventions
D3 Missing outcome data

D4 Measurement of the outcome

D5 Selection of the reported result



&HC RACQ26 /NAFRADYRZ(AmTSS )

Intention—to—
treat

Unique ID
1

2
3

Study ID
RA-BEAM 2017

SELECT-COMPARE 2019

FINCH-1 2021

Experimental
MTX+BARI

MTX+UPA

MTX+FIL

Comparator
MTX+TNFi (ADA)

MTX+TNFi (ADA)

MTX+TNFi (ADA)

Outcome
DeltamTSS 24w

DeltamTSS 24w

DeltamTSS 24w

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



#HHC RACQ26 /XL TFARM')R% (Serious adverse event , Serious infection)

i::::tlon_to_ Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
i ORAL Strandard 2012 MTX+TOF MTX+TNFi (ADA) SAEsandsEs NA @) @ @& & & O @ Lowrisk
2 ORAL Strategy 2017 MTX+TOF MTX+TNFi (ADA) SAEsandsEs NA @) @ @ & & O I Some concerns
3 RA-BEAM 2017 MTX+BARI MTX+TNFi (ADA) SAEsandSEs NA @) @ @ & & O © e ris
4 SELECT-COMPARE 2019 MTX+UPA MTX+TNFi (ADA) SAEsandsits NA @ @ & & & @
5 FINCH-1 2021 MTX+FIL MTX+TNFi (ADA) SAEsandSEs NA @) @ @ @ @ @ 01 Rendomisation process

D2 Deviations from the intended interventions
D3 Missing outcome data
D4 Measurement of the outcome

D5 Selection of the reported result



BhD RACQ26 —EFRXFaT77A/L Question: JAKI+MTX vs TNFi+MTX for MTX-IR RA

Certainty assessm Ne of patients

. . Certainty Importance
Ne of Study Risk of . i o Other . . Relative Absolute
studies design bias Inconsistency | Indirectness | Imprecision considerations JAKi+MTX TNFi+MTX (95% CI) (95% CI)

Outcomes used for the recommendation

ACRS50 (24w)
5 randomised | not serious not serious not serious serious? none 1091/2193 665/1572 RR1.16 68 more CRITICAL
trials (49.7%) (42.3%) (1.06t0 1.27) | per 1,000 @ @ $O
(from 25 Moderate
more to
114 more)
DAS28-CRP Remission (24w)
4 randomised | not serious not serious not serious serious? none 771/1989 415/1368 RR1.25 76 more CRITICAL
trials (38.8%) (30.3%) (1.07to 1.47) | per 1,000 @ @ $O
(from 21 Moderate
more to
143 more)

AHAQ-DI (24w)

4 randomised | not serious not serious not serious not serious none 1989 1368 - MD 0.08 CRITICAL

trials lower $ @ @ @

(0.12 lower High
100.03
lower)

AmTSS (24w)

3 randomised | not serious not serious not serious not serious none 1613 982 - MD 0.01 CRITICAL

trials higher @@@@

(0.13 lower High
100.14
higher)

Serious adverse event (24w)

3 randomised | not serious not serious not serious | very serious® none 55/1330 (4.1%) | 34/856 (4.0%) RR 1.04 2 more CRITICAL
trials (0.68t0 1.58) | per 1,000 @@OO
(from 13 Low
fewer to 23
more)

Serious adverse event (1Y)

4 randomised | not serious not serious not serious seriousa none 120/1542 7211245 (5.8%) RR1.34 20 more CRITICAL
trials (7.8%) (1.01t0 1.79) | per 1,000 @ @ @ O
(from 1 Moderate
more to 46
more)

Serious infection (24w)

3 randomised | not serious not serious not serious | very serious? none 22/1330 (1.7%) | 15/856 (1.8%) RR 0.90 2 fewer CRITICAL
trials (0.46t0 1.76) | per 1,000 @@OO
(from 9 Low
fewer to 13
more)

Serious infection (1Y)

5 randomised | not serious not serious not serious serious? none 88/2193 (4.0%) | 44/1572 (2.8%) RR1.25 7 more CRITICAL
trials (0.871t01.78) | per 1,000 @@@O
(from 4 Moderate
fewer to 22
more)

Outcomes related to the recommendation

ACR20 (24w)
5 randomised | not serious not serious not serious serious? none 1509/2193 923/1572 RR1.17 100 more CRIITICAL
trials (68.8%) (58.7%) (1.05t0 1.30) | per 1,000 @ @ @ O
(from 29 Moderate
more to
176 more)
ACR70 (24w)
5 randomised | not serious not serious not serious serious? none 664/2193 337/1572 RR1.36 77 more CRITICAL
trials (30.3%) (21.4%) (1.19t0 1.57) | per 1,000 @ @ @ O
(from 41 Moderate
more to
122 more)
DAS28-ESR Remission (24w)
2 randomised | not serious not serious not serious | very serious® none 56/580 (9.7%) | 60/590 (10.2%) RR 0.95 5 fewer CRITICAL
trials (0.681t01.34) | per 1,000 @@OO
(from 33 Low
fewer to 35

more)




2 9f Stu_dy R's.k o Inconsistency | Indirectness | Imprecision _Other_ JAKi+MTX TNFi+MTX
studies design bias considerations

Certainty assessment

Ne of patients

i I
Relative Absolute Certainty prtanes
(95% CI) (95% CI)
MACE (24w)
2 randomised | not serious not serious not serious | very seriousb none 0/1126 (0.0%) | 3/652 (0.5%) RR0.15 4 fewer IMPORTANT
trials (0.02t0 1.34) | per 1,000 @ @ OO
(from 5 Low
fewer to 2
more)
MACE (1Y)
3 randomised | not serious not serious not serious | very seriousb none 10/1338 (0.7%) | 8/1041 (0.8%) RR 0.86 1 fewer IMPORTANT
trials (0.28t0 2.65) | per 1,000 @@OO
(from 6 Low
fewer to 13
more)
VTE (24w)
2 randomised | not serious not serious not serious | very serious® none 3/1126 (0.3%) | 3/652 (0.5%) RR0.52 2 fewer IMPORTANT
trials (0.11t0 2.45) | per 1,000 @@OO
(from 4 Low
fewerto 7
more)
VTE (1Y)
1 randomised | not serious not serious not serious | very seriousb none 1/475 (0.2%) | 1/325 (0.3%) RR 0.68 1 fewer IMPORTANT
trials (0.04 t0 10.90) | per 1,000 @ @ OO
(from 3 Low
fewer to 30
more)

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

Explanations

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




BRE RACQ26 7#L X 7 Ovw b

Outcomes used for the recommendation

ACR50 (24w)

JAKI THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Yea M-H, Random, 95% CI1
ORAL Standard 2012 T3 204 a5 204 9.6% 1.33[0.898 1.78) 2012
ORAL Strategy 2017 173 376 169 386 21.3% 1.06[0590,1.23) 2017 ]
RA-BEAM 2017 246 487 180 330 23.0% 111096 1.29 2017 =
SELECT-COMPARE 2014 324 641 121 327 207% 1.3a8[1.14, 1.58) 2019 —m
FIMCH-1 2021 275 47a 170 328 268% 1.11[0.97, 1.26) 202 el
Total {95% CI) 2193 1572 100.0% 1.16 [1.06, 1.27] e
Total events 1091 [i754)
Heterogensity: Tau®= 0.00; Chi®= 643, df =4 (P=0.17); 7= 38% DIS DIT ; 1 ‘5 2'
Test far averall effect: £ =310 F = 0.002) Fa;murs'TNFi Famu-rs.JAKi

DAS28-CRP Remission (24w)

JAKI THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Yea M-H, Random, 95% CI
ORAL Strategy 2017 115 376 108 388 23.0% 1.09[0.88 1.36) 2017 =
RA-BEAM 2017 168 487 108 330 250% 1.08[0.88 1.34 2017 T
SELECT-COMPARE 2014 260 641 85 337 24.4% 1.54[1.25 189 2019 —
FIMCH-1 2021 228 47a M7 33 27 T% 1.33[1.12, 158 20 —&—
Total {95% CI) 1989 1368 100.0% 1.25[1.07, 1.47] -
Total events T 415
Heterogeneity: Tau®= 0.02, Chi*= 7.75, df = 3 (P = 0.05); *= 61% EIIS IZIIT ; 1 ’5 2'
Test for averall effect. £ =276 (P = 0.008) Fa;murs'TNFi Famu.rs.JAKi

AHAQ-DI (24w)

JAK TNFi Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Yea IV, Random, 95% CI1
ORAL Strategy 2017 -0.58 058 376 -054 059 386 284% -0.04 012, 0.04] 2017 —
RA-BEAM 2017 -0.75 0.685 487 -063 061 330 257T% -012 021, -0003] 2017 —
SELECT-COMPARE 2019 -0.69 083 651 -0487 068 327 209% -012 022, -0002] 2019 —_—
FINCH-1 2021 -0.82 063 475 -078 063 32 250% -0.04 013, 0.058] 202 —
Total {95% CI) 1989 1368 100.0%  -0.08 [[0.12, -0.03] . o
Heterageneity: Tau = 0.00 Chi*= 310, df =3P =038, 1"=3% 5 T 0 0os 05
Test for ;verall effect 2=3.35(F =0.0008) Favours Ak Favours THFi
AmTSS (24w)
JAKI TNFi Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Yea IV, Random, 95% CI
RA-BEAM 2017 041 1.9 487 033 1.47 330 40.3% 0.08 013, 029 2017 —
SELECT-COMPARE 2019 016 1.81 651 019 167 327 339% -0.03 026, 0.20] 2019 L
FINCH-1 2021 013 186 475 019 18 325 26.2% -0.06 [-0.32, 0.20] 202 L]
Total {95% CI) 1613 982 100.0% 0.01[-0.13, 0.14] -*—
Heterogeneity: Tau®= 0.00; Chi*= 080, df= 2 (P = 0.67); 1= 0% ’ y T f y
] -0.5 -0.25 ] 025 0.a
Test for averall effect Z=009F =0.53) Favours Ak Favours THFi




Serious adverse event (24w)

JAKI THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight N-H, Random, 95% Cl Yeal M-H, Random, 95% €I
ORAL Standard 2012 10 204 B 204 17.8% 1.67[062, 4500 2012 I —
SELECT-COMPARE 20149 24 651 14 327 421% 0.86[0.45 1.64 2019 —
FIMCH-1 2021 21 475 14 329 401% 1.03[0.63 1.99 20 T
Total {95% CIy 1330 856 100.0% 1.04 [0.68, 1.58]
Total events i) k!
Heterageneity: Tau®= 0.00; Chi®= 1.20, df = 2 (P = 0.55); I¥= 0% f t f y f
Test for overall effect £ =018 P = 0.86) 01 02 05 ! 2 5

Favours JAKI Fawours THFI

Serious adverse event (1Y)

JAKi THNFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NMN-H, Random, 95% CI Yea M-H, Raniom, 95% CI|
ORAL Standard 2012 20 204 13 204 182% 1584079 3.01] 202 T
ORAL Strategy 2017 2y 376 2 386 2000% 1.15[0.68 1.96 2017 L
RA-BEAM 2017 38 487 13 330 21.7% 1.98 [1.07, 3.66 2017 - =
FIMNCH-1 2021 35 47a 22033 N0% 1.09 [0.65, 1.82] 201 —
Total {95% CI) 1542 1245 100.0% 1.34 [1.01, 1.79] o
Total events 120 T2
Heterageneity: Tau®= 0.00, Chi*= 265, df = 3 (P = 0.45); [*= 0% ’ ; t j ’
Test for averall effect; £2=2.02 (P = 0.04 0.1 0.2 0.5 ! 2 3

Favours JAKI Favours THFI

Serious infection (24w)

JAKI THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight N-H, Random, 95% Cl Yeal M-H, Random, 95% €I
ORAL Standard 2012 2204 2204 11.6% 1.00[014, 703 2012
SELECT-COMPARE 20149 12 651 5 33T M.3% 1.21[0.43 3.39 2019 B
FIMCH-1 2021 g 475 8 31 47T 0% 0.68[0.26 1.800 202 —
Total {95% CIy 1330 856 100.0% 0.90 [0.46, 1.76] —~aniiee-
Total events 2 14
Heterageneity: Tau®= 0.00; Chi®= 062, df =2 (P=0.73); F= 0% f t f y f
Test for overall effect Z=030F =077 01 02 05 ! 2 5

Favours JAKI Fawours THFI

Serious infection (1Y)

JAKI THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Yea M-H, Random, 95% CI1
ORAL Standard 2012 4 204 3 204 58% 1.33[0.30, 5.88) 2012
ORAL Strategy 2017 10 376 B 386 127% 1.71[063 466 2017 N e —
RA-BEAM 2017 10 487 5 330 11.2% 1.36[0.47, 3.93) 2017
SELECT-COMPARE 2014 a1 6481 0 3T A1.0% 1.28[0.78 211 2019 —T
FIMCH-1 2021 13 475 M 324 19.3% 0.89[0.38, 2000 20 D E—
Total {95% CI) 2193 1572 100.0% 1.25 [0.87, 1.78] e
Total events 28 44
Heterogensity: Tau®= 0.00; Chi®= 1.09, df = 4 (P = 0.90%; 1¥= 0% f t f y f
Test far averall effect £ =122 F =023 01 02 0.5 ! z 5

Favours JAKI Fawours THFI



Outcomes related to the recommendation

ACR20 (24w)

JAKI THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Yea M-H, Random, 95% CI1
ORAL Standard 2012 1o 204 94 204 13T% 1.07[0.88 1.34 2012 -
ORAL Strategy 2017 275 37h 204 386 20.8% 1.381[1.24, 158 2017 -
RA-BEAM 2017 360 487 219 330 223% 141 1.0, 1.28 2017 -
SELECT-COMPARE 2014 402 641 164 327 19.8% 1.23[1.08, 1.39 2019 -
FIMCH-1 2021 I 47a 247 338 23.4% 1.08[0497, 1.14 202 ™=
Total {95% CI) 2193 1572 100.0% 1.17 [1.05, 1.30] g
Total events 1409 923
Heterogeneity: Tau®=0.01; Chi*=18.12 di= 4P =000} F=T8% ' ’

05 07 1 15 2

Test far averall effect: £ =2 81 (F = 0.0058) Favours THFI Favours Jaki

ACR70 (24w)
JAKI THFi Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Yea M-H, Random, 95% CI1
ORAL Standard 2012 34 204 11| 204 B.5% 217 [1.28 366 2012 —_—
ORAL Strategy 2017 94 376 a0 386 20.2% 1.21[0493 157 2017 T
RA-BEAM 2017 145 487 720330 221% 1.36[01.07,1.74 2017 —
SELECT-COMPARE 2014 214 641 33 23T% 1.81[1.20,1.91] 2019 —
FIMCH-1 2021 172 474 98 338 2T T% 1.23[1.00,1.51 202 &
Total {95% CI) 2193 1572 100.0% 1.36 [1.19, 1.57] L 2
Total events BE4 T
Heterogeneity: Tau®=0.01; Chi*= 565, df=4 (P=0.23); = 28% f f

05 07 1 15 2

Test far averall effect: £ =4 36 (F = 0.0001) Favours THFI Favours Jaki

DAS28-ESR Remission (24w)

JAKi THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NM-H, Random, 95% CI Yea M-H, Random, 95% CI
ORAL Standard 2012 1 204 12 204 187% 092041, 203 2012 =
ORAL Strategy 2017 45 376 48 386 81.3% 0.96 [0.66 1.41] 2017
Total {(95% CI) 580 500 100.0% 0.95 [0.68, 1.34]
Total events 56 g0

05 07 1 15 2
Fawours TMFi Fawours JAKI

Heterogeneity: Tau®=0.00;, Chi== 0.01,df =1 {(P=0.91); IF=0%
Test for overall effect Z2=0.27 (P =0.79

MACE (24w)
JAKI THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Yea M-H, Random, 95% CI
SELECT-COMPARE 2019 o 651 2 33 a8lE% 010[0.00, 2.09 2019 ¢ |
FIMCH-1 2021 0 475 1 325 47 4% 0.23[0.01, 559 2021 # L
Total {95% CI) 1126 652 100.0% 0,15 [0.02, 1.34] ——em i
Total events 1] 3
Heterogeneity: Tau®= 000 Chi*= 013, df=1 (P =072}, 1= 0% f

0.0 01 1 10 100

Test for overall effect Z=1.70F = 0.09) Favnurs JAKE Favours THFI



MACE (1Y)

JAKI THFi Risk Ratio Risk R.atio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Yeal M-H, Random, 95% CI|
QRAL Stratecoy 2017 0 376 2386 131% 0.21[0.01, 426 2017 #
RA-BEAM 2017 10 487 5 330 Ta1% 136 [0.47, 3.93] 2017 —il—
FIMCH-1 2021 0 475 1 3% 11.8% 0.23[0.01, 559 2021 + =
Total {95% CI) 1338 1041 100.0% 0.86 [0.28, 2.65] —=salii--
Total events 10 a
ll—_iet;rfngenewilT?fu t:gisn ;Ijl =_2.ng, df =2 (P=0331"=9% 'IZI.IZI1 Elf1 ] 1'D 100
28t for overall effect 2= 0.27 P =079 Favours Ak Favours THFI
VTE (24w)
JAKI THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Yea M-H, Random, 95% CI
SELECT-COMPARE 2019 2 681 333 TEI% 0.33[0.06, 1.99 2019 —.—
FIMCH-1 2021 1 475 0 325 237% 2058008 5028 20X =
Total {95% CIy 1126 652 100.0% 0.52 [0.11, 2.45] —=onil-—
Total events 3 3
Heterogeneity: Tau = 0.00 Chi®= 095, df=1(P=0.233)1*=0% 'D.D1 Elf1 ] 1'D 1EID'
Test for overall effect Z2=083 P =0.40) Favnurs JAKE Favours THFI
VTE (1Y)
JAKI THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NM-H, Random, 95% CI Yea M-H, Random, 95% CI
FIMCH-1 2021 1 475 1 325 100.0% 068 [0.04, 1000 20
Total (95% CI) 475 325 100.0% 0.68 [0.04, 10.90]
Total events 1 1
S P o A w
est for overall effect Z=0.27 F = 0.74) Favours JAKT Favours THFI



&Rl F RA CQ26 Evidence to Decision =—2JJL

CQ (No.PICO)

RA CQ26 : MTX THRA TN THEEU LDOEBEEMZE I D RABE(C, FHERICENT, MTX & IAKBEEROHAE, MTX & TNF BBEZEOHACLLARBEAN ?

FBE  MTX THRA TR RA BE

A : MTX +JAK PEEER

3488 : MTX + TNF PEEER

FE7D ML (EX) : ACR50 (24 i88s) . DAS28(CRP)EfR (24 88E) . HAQZ(LE (24:88) . TSSZ(LE (24:8) EELBEZESER (2488 148 |

BEBGYE (24388F 1 FH)

BIRT7D NAL (BE) : ACR20 (243885) . ACR70 (24388) . DAS28(ESR)EMR (24 8KF) . MACE (24 iEBF 14FB) . VTE (24388 1 )

BER BV OYFOREOFEESEE. FI MTX TEEZHIEL. DRI TDMSE(CEBINEEREZIRFT T D. MTX THRAT272 RA BE(C, JAKEEFENMN TNF BHEZFEMCLE LT
BRANZRSN T E(E BEAHRECEETHD.

B¥ 1. BE COREMERSIEDN?

Ll UY—FIEF>VX BMKNER

O LR HE Y OV FOIREDRELARE. FI MTX TEFEZMIRL. IRA+ | BRTEEY DY F(ERRBSNIZ JAKBER(E S BE C.

O &ES5K, LR DIPGESBINEFZIRTT ID[1]. MTX THRATDRBECENF | ZBOA RS> 2020 ERIFRELDBMENTZIET > X
O HES5L, FW BRFIN JAK EEROVITNOEINEENERANZIRFT T L@ & | BRUEFNGD, BE. BRI 20ENHD.

® (I DEEGE(E(CHIT DRANEIRREDIZHICEE TH D,

O cFEFH

O IMB5IEN

BEE 2. EFXULLVWMR FHSNZLEFZULLVIIREEDEEDEDN ?

BB UB—FIEF>R EBheEE
O HIh 24 BEED MTX+IAK BEEZR(E, MTX+TNFAEREDLK T, EXR

® /N0 PIORPDLELT

O 1. ACR50ERKEIS (24 B DENRIRE 1000 AdpfzD 68(25~

O KEW 114) ABEh0. #EXIZNE(E RR 1.16 (1.06~1.27)

O EFx&=x 2. DAS28-CRP EffIERIIE (24 BR)DIEXZNRIE 1000 AdpTzD

O BH5N 76(22~143) AtEHN. HEIZHER(E RR 1.25 (1.07~1.47)




3. HAQZI1L (24 B )DMEMMRDOFHZE(L. —0.08 (—-0.12~
-0.03)

4. TSSZAfL (24 BEF)DiExzhROFIEFE. 0.01 (-0.13~
0.14)

B 3. EFXUKBVMIR FHISNDZLEF UL RBRUVIIREEDEEDEDN ?

Ll UY—FIEF>X BMKER

O KEW 24 BEFD MTX+IAK FREZE(E. MTX+TNF BEEE DL T, JAK BREZETH D TOF KU BAR D, FilREEHIFAED
O BERRTVIMOALAEUT, ERNMEEFABRE UTARSNTULD, A CQ LTS
® /N 1. ERAESR (24 88)(FHEdMRE LT 1000 AHED 1 (-13 NRIZDEREREEFN TSI, 24 BEFDFT —5%5
OF oLy ~23) AIEMN. AAxRIR(E RR 1.04 (0.68~1.58). ZLUTERT D,

O cFEFH 2. BTGV (24 B (IR E LT 1000 AHeh 2 (-10~

O BMS51EN

13) A, #8xh5R & LT RR 0.90 (0.46~1.76)TH D1z,

1 F8FD MTX+IAK FAEEE(E. MTX+TNF FEEZRE DR T,
BEARRTVIMOALAEUT,

1. EFEESR (1 F5) (R E LT 1000 Adbizh 19(0~46)
A&, HEXRIERR 1.34 (1.01~1.79).

2. EEQRRIME (1 55 (@R E LT 1000 AHTZD 7 (—4~22)
AEhn. #Exd%hEREUTRR 1.25 (0.87~1.78)Tdh o I,

24 ARFFETOEFE U BRUMRIFETELEZA, 1 FRFICHBWLTIE
ZOERFARELIRDMEAN DD, BE LIRDTHIRESHIAERERTIIE
BIMEEBRN 24 BFETIC 4.29~4.91%. FELBIEN
1.90~2.88% (4.87~6.64/100 AfF) TH . AEMEHIM S &BIC
BFEURUVIRE, BN DA DD, A CQ (& MTX+IAK BEE
FEE MTX+TNF HERDER TH D EZ2BFR . HENICHIRTL T,
24 3BH5 1 F ERSNTTEERGRR CH T D FREINDILEFRL 2N
MRFNEUTZ,

TOF OMEARESBIHE TI[2]. 245B85(C 6,866 RNREME
BTOMRER Dz, FHEFEE 63.0 K. &M 5,471 4l
(79.7%) . A% 24 AEOBRT. EEREEERIZ
4.91% (337/6,866 il ). = 72 B R E (@ 2.88%
(198/6,866 fil. FELER 6.64/100 M), EEMERES(E
0.58% (40/6,866 #l)T. IEEEZHIHRAE(F
3.57% (245/6,866 fil. TR 8.25/100 AFE). BHIES
(F 0.42% (29/6,866 fiil, FEEE 0.80/100 ALF). (LME
AR MZF0.10% (7/6,866 . FELESE 0.23/100 ALE) .
REPERIRINAEIE (X 0.06%(4/6,866 ). FHZEARAE(L 0.01%
(1/6,866 ) Tas > 1=,

BAR OMREEFIRET(I[3]. 24 BEFC 4731 @hteE
PERRITDOMZRER DTz, FHIFF 63.9 K. WIE 3,799 I
(80.3 % ). BIAE 24 BRIOEHERT. ERLRBEEREE
4.29% (203/4,731 5, F4£HE 13.42/100 AF). EFERQ
RRIMIE(E 1.90% (90/4,731 . FEAEZR 4,.87/100 A£F).




MACE. VTE [CDWTI(d MTX+JAKBEEZE L. MTX+TNF BEEZET.
REBEEVRL< EREIRHTH D,

EEREINEZSE0.32% (15/4731 . FE4EZ 0.81/100
AFE)T, IFEEZSHIHIRABZE 3.09% (146/4,731
B, F4EZK 7.96/100 AF). BIHEER(E 0.36% (17/4731
Bl AR 0.91/100 AF), LIIE N> MME0.15%
(7/4,731 B, F4E 0.38/100 A£F). EEPFRIRIMASAE, A
FERFEN' 0.15% (7/4731 f5l. FE4EZK 0.38/100 AFFE)TH

oz

DL ET b —HIR—FART(F. ABTRERRIEDFRIE
UX D& EMFRHEFIE IAKBEESRE (TOF) &TARER
ENRVWEDIREN DD [4].

B¥ 4. TEF > XADOHERE

MR(CEITDEARNBITEST > ADOERMESEDIREN ?

L UY—FIEF>UX BIMRNER
O JERICIK BARRTI MHAICETBINMADREIEZHNE B, EE/NELKIE

[ Xl T, BR3AMERDESD. EXRT I MILADOFTIET D ILA

O JILOEREBEN K] U,

oR="

O FEmzRL

BHES5, {lifEf A4DEERTD OALAZEDIREERTINCOVWTEERAEREDRESDE(EHDIN ?

Al UY—FIEF>X EMEE

O BEBRATHEREFTZ(FHESDEHD

O BEERAEREFZ(HESDED0EERSH D

@ EELAEREFZEESDEEHESRRL
O EBRAHERMETZ(HESDER>RL

BB O F RS RS> 2020 fERREFICEELIZU DN FROS
ERMRELET 2O — MERZSRE U, — 2R E (FREEXE
LERAEEROWEICMEZS < EEXSN. 77D MIAICKH T Dl
BEROEEMCE T DIESDEEMRNEDEERSND,

FERTI MOALE. UINVFEREDRREDS AL
DRBRE(CERRT T MHLEGERUTH D, MEERICS
FREERAERFT(HESDERFHESKBRNEERD,

RAZEN RS> 20200 9R—= w2 B,

B 6. BRDIS>R

ZEFUVIREEF UL RBVWIRD/INS D RFNMAE UL (FEBEZZF T Dh ?




IR

UY—FIEF>X

EBMKNER

O EBEEMMENTLD

O EEBRHIEZES<ENTLD

o NMABLEMBENINEFFLAL
O BZSLLMANBNTND

O TABEBN TS

OR=F-F=¥-3

O ISR

ITEF>RTOT7AILE XU SoF F—TILSEFUVWIREEFL

<IRUVIRDINSAFRAFT, BEZEC, ERULLVWHIRELFLL

ROIRDINS > RZEZR LU THRF 3.

BAR/IXT7I MALDNNT (F, 24 BEFT. ACR50 Y
14.7. DAS28-CRP Ef#H' 13.2, NNH (&, 24 BT, &
BIBESERN 1000, EHELRBRPAEN 500 THD. T,
1 FIF TR EEBESFSHN 52.6. EFIBPEN 142.9
THd.

SEZLRDTRESHRABTIEERTEERN 24 BET
[C4.29~4.91%, EE/QNREAEN 1.90~2.88% (4.87~
6.64/ NFE) THD,

B 7. BAWNHR CONAOBERMNMRENAFTLEGLEBEMBOESS5ZZRKFIT DN ?

¥R

UY—FIEF>VX

EMNER

O BB OERMMBEN LN

O EBMBROBEBRMMNRNBES <L
O MABLEBMBENINEZFFLRN
O NMADBERAMMRABES < LU

O NMADERMMRERN LN

OR=F-J=¥-3

o HAMFERL

QALY 72X EERMZNRIC T D HAD:R

. IEF R0

—HEHR= TOF10mg. BAR 4mg. PEF150mg. UPA
15mg. FIL200mg & UL T, EffilEZ121 5319.80 M.
5274.90 . 4577.80 . 5089.20 4. 4893.60 FAT&
% (2023 4 4 ABIE).,

IFX100mg. IFX BS 100mg MEffild. €NnE€n
60233.00 M. 24994.00 HTH»% (SERmED 41.5%) .
ETN 25mg=>U>=, ETN 25mg~X>. ETN 50mg >U >
=, ETN 50mg >, ETN BS 25mg =>U> =, ETN BS
25mg />, ETN BS 50mg =U>=. ETN BS 50mg >
DFEAf(E. ©NEN 10860.00 M. 10450.00 M.
22140.00 . 20417.00 4. 6678.00 . 6422.00 H.
12722.00 M. 12421.00 HT&®S (SEFEmD 57.5%~
61.5%) .

ADA 40mg = >=, ADA 40mg >, ADABS 40mg >
U>=, ADABS 40mg > DFffi(E, EMNEMN 52931.00




M. 51022.00 F. 29267.00 3. 27884.00 @ T&% (4%
FERD 54.7%~55.3%) . (2023 £ 4 BIRTE).

B 8. pEHRE ERFARIEOEBEAESLN?

¥R

UY—FIEF>VX

EMNER

O RES7MEM

o hEEDIEN

O EHTEDIFEDENR
O hFEEDFD

O RS

O cFEFH

O PS50

AN

IARBRY R, WA ICL> TECEEBEERD.
JAKPAEZR(CDNTIZ, FEOXRDZD, EBIMTRERERE
B0, BHHEBEE JAK BAEEFEN, TNF EEERZ L6
%, —A. TNFBEZEECDW\WTE. TEBCFHEEDH
D, XU BAYHNE., EER. EDZHDEF
. SRIEFEEMBEREDOBRANMELCD. K TFEFDESH
DRDIGBEREE T DHE5EHD. LTI TNEEBDERE
TitE9IS &, AAEIEZEE 1 58 30 H. TOF10mg.
BAR 4mg. PEF 150mg. UPA 15mg. FIL 200mg (&. £
NN 47878.20 M. 47474.10 M. 4120.02 M.
4580.28 F3. 4404.24 FH&RD. %D 7%1111715.80
M. 110772.90 4. 96133.80 . 106873.20 M.
102765.60 HEHRFRRFE L FEREREFREIE 2D,
TNF BEEZR(ICDULTIE,
Bl LT, IFX TIE. K& 50kg T 3mg/kg. 6mg/kg.
10mg/kg TIKEUBE., 3EI8IBOEETIHETD &,
BABELEE. TNeN1HhBHizh 18069.90 M.
27104.85 M. 45174.75 M. IFX BS Tl&. ZNEnih
Bz 7498.20 H. 11247.30 M. 18745.50 T3
B

ETN ¥ ETN BS 25mg %3 2 [@l. 50mg Zi& 1 @ Ti%5
Uitiza, 3EI8B0BETHEREI S L. EARIEEEE,
ETN 25mg =Y >, ETN 25mg~X>. ETN 50mg >U >
=, ETN 50mg >, ETN BS 25mg =>U> =, ETN BS




25mg />, ETN BS 50mg U >=, ETN BS 50mg >
D 1NMABEDCHHDEREENEI. 26064.00 F.
25080.00 M. 26568.00 M. 24500.40 M. 16027.20
M. 15412.80 M. 15266.40 . 14905.20 A T&%3.
ADA > ADA BS 40mg % 2 JBRI(C 1 B S UIEBE. 3
FBEOBRETHE IS L. EASEIELEE. ADA 40mg >
>, ADA 40mg/R>. ADA BS 40mg >U> =, ADA
BS 40mg > 1 BB DICHBDERIFENEN.
31758.60 . 30613.20 . 17560.20 F. 16730.40 M
THD.
(2023 £ 4 BIRIE),

—ElHzD. EEEDTIHEEEEN (T 650 R (3EI&IET
1950 M) BEAFEANE (FHY 3MH 580 = (3EI&IET
1740 M)

SRCFEEENME E. 370 1 (3FNEIEBT 1110 M)

H¥ 9. 8RN COBREIEBRLRFEBMRE(CED TRHREDN ?
R UY—FIEF>X EMRER
O LWX N EEDOBCHIBEEIISRE THDIEDD., BFEUWIREEE

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

O &cFEE

O BMSIEN

U<IRVBIRDINS AN S (& MTX+IAK RS,
MTX+TNF FEZERF L BICBEBSLVBEREICE>THEES
<EFHPERKREEZ D,

FRIEOZVERICLDREE. BEOBCEIBEEZm
ERD, EEICHEMNRBEEERINDIZEZENS. &
BBLUVIRKREICED T, FamaBanstEE8E5<
ZHINERREER D,

EMENHE JAK EERZNTNORIEREE (IRE
.




B¥ 10. RITOUHEN TONMAFEITOIED ?

IR

UY—FIEF>X

EBMKNER

O Lz

O HESL, WX
® HT5L, [Fn
O (&

O &cFEFH

O NS0

AW,

EIHDE0D. EESOEFECEHCRIBRTESERTSHD.
ZEMERQ CRFERBONSELEE T DN
MTX+TNF FAZEZE. MTX+JAK BREEF EBICEENFIER
BEIRERMTH D,

SE R

1.

management of rheumatoid arthritis-secondary publication. Mod Rheumatol. 2023;33(1):21-35
J7 A&, CILV D WilEllEERIER Vol. 14

HARA =S UU—kAE. AL MEEERAFER Vol.7

Kawahito Y, et al. Drug treatment algorithm and recommendations from the 2020 update of the Japan College of Rheumatology clinical practice guidelines for the

Harigai M, et al. Risk of hospitalized infections in older elderly patients with rheumatoid arthritis treated with tocilizumab or other biological/targeted synthetic disease-

modifying antirheumatic drugs: Evaluation of data from a Japanese claims database. Mod Rheumatol. 2023. doi: 10.1093/mr/road031.




BRA RACQ27 xEiM&®zEz (PubMed)

No. RIS L

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

2|reumat*[tiab] OR revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR 173,786
artrit*[tiab] OR diseas*[tiab] OR condition*[tiab] OR nodule*[tiab])

3|felty*[tiab] AND syndromel[tiab] 772

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

5[#1 OR #2 OR #3 OR #4 208,087
"janus kinase inhibitors"[mh] OR "janus kinases"[mh] OR "janus kinase inhibitor*"[tiab]

6 OR "JAK inhibitor*"[tiab] OR JAK1*[tiab] OR JAK2*[tiab] OR JAK3*[tiab] OR TYK2*[tiab] 20,966
OR tsDMARD*[tiab] OR "ts DMARD*"[tiab] OR "targeted synthetic DMARD*"[tiab] OR '
jakinib*[tiab]

. tofacitinib[nm] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] 2487
OR CP690*[tiab] OR CP-690*[tiab] ’
baricitinib[nm] OR baricitinib[tiab] OR "baricitinib phosphate"[tiab] OR "baricitinib

8|phosphate salt"[tiab] OR Olumiant[tiab] OR INCB028050[tiab] OR INCB-28050[tiab] OR 998
LY3009104[tiab] OR LY-3009104[tiab]

9 peficitinib[nm] OR peficitinib[tiab] OR Smyraf[tiab] OR ASP015K[tiab] OR ASP-015K[tiab] o7
OR AS1940150BR([tiab] OR AS-1940150BR[tiab] OR JKT201A[tiab] OR JKT-201A[tiab]

10 upadacitinib[nm] OR upadacitinib[tiab] OR Rinvoq[tiab] OR ABT494[tiab] OR ABT- 396
494[tiab] OR A1293543[tiab] OR A-1293543[tiab]

1 filgotinib [nm] OR filgotinib[tiab] OR Jyselecaltiab] OR GS6034[tiab] OR GS-6034(tiab] 928
OR GLPGO0634[tiab] OR GLPG-0634[tiab]

121#6 OR #7 OR #8 OR #9 OR #10 OR #11 25,804

13]#5 AND #12 2,269
("randomized controlled trial"[pt] OR "controlled clinical trial"[pt] OR "clinical trial"[pt] OR

" "drug therapy"[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR 4613589
placebo[tiab] OR trial[tiab] OR groups([tiab]) NOT ("case reports"[pt] OR "case Y
report*'[tiab] OR "case series"[tiab]) NOT ((animals[mh]) NOT (humans[mh]))

15|#13 AND #14 1,467

16|#15 AND 1900/1/1:2022/6/30[dp] 1,407

®3%H

2022/9/20




&ERA RACQ27 x@it@®:= (Cochrane)

No. Sy LSS

#1 MeSH descriptor: [Arthritis, Rheumatoid] explode all trees 6,535
(rheumatoid:ti,ab OR reumatoid:ti,ab OR reumatoid:ti,ab OR rheumat*:ti,ab OR

#2 reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR 20,946
artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab)

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

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

#5 #1 OR #2 OR #3 OR #4 21,781

#6 MeSH descriptor: [Janus Kinase Inhibitors] explode all trees 102

#7 MeSH descriptor: [Janus Kinases] explode all trees 159
("janus kinase" NEXT inhibitor*):ti,ab OR ("JAK" NEXT inhibitor*):ti,ab OR JAK1*:ti,ab OR

#8 JAK2*:ti,ab OR JAK3*:ti,ab OR TYK2*:ti,ab OR tsDMARD*:ti,ab OR ("ts" NEXT 2,157
DMARD*):ti,ab OR ("targeted synthetic" NEXT DMARD*):ti,ab OR jakinib*:ti,ab

49 tofacitinib:ti,ab OR tasocitinib:ti,ab OR Xeljanz:ti,ab OR Jakvinus:ti,ab OR CP690*:ti,ab OR 1,008
CP-690*:ti,ab
baricitinib:ti,ab OR "baricitinib phosphate":ti,ab OR "baricitinib phosphate salt":ti,ab OR

#10 Olumiant:ti,ab OR INCB028050:ti,ab OR INCB-28050:ti,ab OR LY3009104:ti,ab OR LY- 573
3009104:ti,ab

411 peficitinib:ti,ab OR Smyraf:ti,ab OR ASP015K:ti,ab OR ASP-015K:ti,ab OR 53
AS1940150BR:ti,ab OR AS-1940150BR:ti,ab OR JKT201A:ti,ab OR JKT-201A:ti,ab

41 upadacitinib:ti,ab OR Rinvoq:ti,ab OR ABT494:ti,ab OR ABT-494:ti,ab OR A1293543:ti,ab 555
OR A-1293543:ti,ab

13 filgotinib:ti,ab OR Jyseleca:ti,ab OR GS6034:ti,ab OR GS-6034:ti,ab OR GLPG0634:ti,ab OR 310
GLPG-0634:ti,ab

#14 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR12 OR #13 3,085

#15 #5 AND #14 1,272
("randomized controlled trial":pt OR "controlled clinical trial":pt OR "clinical trial":pt OR

16 [mh "drug therapy"] OR randomly:ti,ab OR randomized:ti,ab OR" randomised":ti,ab OR 1542 458
placebo:ti,ab OR trial:ti,ab OR groups:ti,ab) NOT ("case reports":pt OR "case" NEXT ' '
report*:ti,ab OR "case series":ti,ab) NOT ([mh animals] NOT [mh humans])

#17 #15 AND #16 with Publication Year from 1900 to 2022, in Trials 1,236

®%B 2022/10/19




ERA RACQ27 iEZR= (Embase)

No. RHR IRRIFER
1|'rheumatoid arthritis'/exp OR 'rheumatoid arthritis' 267,158
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab 273177
OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) '
3|felty*:ti,ab AND syndrome:ti,ab 890
4|caplan*:ti,ab AND syndrome:ti,ab 193
5[#1 OR #2 OR #3 OR #4 346,422
'janus kinase inhibitor'/exp OR 'janus kinase inhibitor*':ti,ab OR 'jak inhibitor*":ti,ab OR jak1*:ti,ab OR jak2*:ti,ab OR jak3*:ti,ab OR tyk2*:ti,ab OR 48,901
tsdmard*:ti,ab OR 'ts dmard*":ti,ab OR 'targeted synthetic dmard*"ti,ab OR jakinib*:ti,ab
T|tofacitinib:tn OR tofacitinib:ti,ab OR tasocitinib:ti,ab OR 'tofacitinib citrate":ti,ab OR xeljanz:ti,ab OR jakvinus:ti,ab OR cp690*:ti,ab OR 'cp 690*"ti,ab 4,881
baricitinib:tn OR baricitinib:ti,ab OR 'baricitinib phosphate':ti,ab OR 'baricitinib phosphate salt':ti,ab OR olumiant:ti,ab OR incb028050:ti,ab OR 'incb 1,784
28050":ti,ab OR ly3009104:ti,ab OR 'ly 3009104":ti,ab
peficitinib:tn OR peficitinib:ti,ab OR smyraf:ti,ab OR asp015k:ti,ab OR 'asp 015k":ti,ab OR as1940150br:ti,ab OR 'as 1940150br":ti,ab OR jkt201a:ti,ab 140
OR 'jkt 201a"ti,ab
10{upadacitinib:tn OR upadacitinib:ti,ab OR rinvoq:ti,ab OR abt494:ti,ab OR 'abt 494":ti,ab OR a1293543:ti,ab OR 'a 1293543"ti,ab 957
11|filgotinib:tn OR filgotinib:ti,ab OR jyseleca:ti,ab OR gs6034:ti,ab OR 'gs 6034"ti,ab OR glpg0634:ti,ab OR 'glpg 0634"ti,ab 538
12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 74,668
13|#5 AND #12 7,446
14|'randomized controlled trial'/de 732,318
15['controlled clinical trial'/de 438,142
16{random*:ti,ab,tt 1,840,691
17|'randomization'/de 95,145
18|'intermethod comparison'/de 290,190
19|placebo:ti,ab,tt 348,579
20[{compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,218
2 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR comparing:ab OR 2 575.763
comparison:ab) R
22|(open NEXT/1 label):ti,ab,tt 100,580
23|((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,328
24|'double blind procedure'/de 199,930
25|(parallel NEXT/1 group*):ti,ab,tt 30,169
26|crossover:ti,ab,tt OR 'cross over"ti,ab,tt 118,792
. ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR patient OR patients 129 684
OR subject OR subjects OR participant OR participants)):ti,ab,tt ’
28|assigned:ti,ab,tt OR allocated:ti,ab,tt 459,239
29| (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 428,348
30|volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,712
31|'human experiment'/de 596,570
32|trial:ti,tt 377,291
33[#14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32| 5,971,444
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR databases)):ti,ab,tt) NOT
34|('comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'randomly 2,925
assigned':ti,ab,tt)
a5 'cross - sectional study' NOT (‘'randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 'randomised 345.056
controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group"ti,ab,tt OR 'control groups':ti,ab,tt) '
36|'case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled"ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,243
37|'systematic review":ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,107
38|nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,130
39|'random field*"ti,ab,tt 2,752
40|('random cluster' NEAR/4 sampl*):ti,ab,tt 1,587
41|review:ab AND review:it NOT trial:ti,tt 1,018,130
42|'we searched:ab AND (review:ti,tt OR review:it) 43,885
43|'update review'":ab 126
44|(databases NEAR/5 searched):ab 57,821
(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR
45(piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR 1,175,482
monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
46|'animal experiment'/de NOT ("human experiment'/de OR 'human'/de) 2,466,595
47]#34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 4,086,137
48(#33 NOT #47 5,286,004
49|#13 AND #48 2,517
50|#49 AND [1900-2022]/py 2,456

#®%H

2022/10/15




BRIA RACQ27 XmMeERzm (EF:

No. k=Y EENCE
#1 BEEnY 7 ~F/TH or BEET Y 7 < F/TA or "rheumatoid arthritis"/TA 109,548
#2 "Janus Kinase Inhibitors"/TH OR "Janus Kinase"/TA OR JAK/TA OR tsDMARD/TA OR “ts 5,891

DMARD”/TA OR “targeted synthetic DMARD”/TA OR #ZEH AR RIS ) 7 <~ F2K/TA
3 Tofacitinib/TH or ~ 7 7> F =7 /TA or tofacitinib/TA or tasocitinib/TA or €L >/ /TA 1083
or Xeljanz/TA or Jakvinus/TA '
#4 Baricitinib/TH or /XU & = 7/TA or baricitinib/TA or /)L 2 > +/TA or Olumiant/TA 552
#5 Peficitinib/TH or * 7 « & F = 7/TA or peficitinib/TA or 2~ 4 Z 7 /TA or Smyraf/TA 86
6 Upadacitinib/TH or 7 /3% > F =7 /TA or upadacitinib/TA or U > 7 % 7 /TA or 180
Rinvoq/TA
#7 Filgotinib/TH or 7 4 JL 3 F = 7/TA or filgotinib/TA or ¥+t L #3/TA or Jyseleca/TA 120
#8 #2 or #3 or #4 or #5 or #6 or #7 6,064
#9 #1 and #8 1,394
#10 #9 and DT=1900:2022 1,394
#11 #10and (X 27 F VX /THor Y AT T4 v oL Ea—/THor 8&HAA K74 /TH) 56
#12 #10 and (RD=XZ T7F U X ZEHA T4 ) 0
#13 #10and (X 2 T7F U R/TAor Y RTXT A4 v oL Ea—/TAor ZEHA T4/ TA) 21
#14 #11 or #12 or #13 60
#15 #10 and S AHFZR/TH 254
#16 #10 and (RD=5 > & L L L& ER) 5
#10 and (AN AFFZR/TA or BRARRER/TA or 5 > & LA ELEXRER/TA or EVE AL LLEER/TA
417 or 55 | FHFER/TA or 100
% 11 185U/ TA or S IIIAEER/TA or B IVAEER/TA or 3ELMEFER/TA or RIZFIEFER/TA or
7 v & LEF/TA)
#18 (#15 or #16 or #17) not #14 276
®%H 2022/10/16




BRA RACQ27 xEie®R= (not RCT) (PubMed)

No. RIS L

1{"arthritis, rheumatoid"[mh] 122,884
"(rheumatoid[tiab] OR reumatoid[tiab] OR reumatoid[tiab] OR rheumat*[tiab] OR

2|reumat*[tiab] OR revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR 174,019
artrit*[tiab] OR diseas*[tiab] OR condition*[tiab] OR nodule*[tiab])"

3|felty*[tiab] AND syndrome[tiab] 772

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

5|#1 OR #2 OR #3 OR #4 208,359
"janus kinase inhibitors"[mh] OR "janus kinases"[mh] OR "janus kinase inhibitor*"[tiab]

6 OR "JAK inhibitor*"[tiab] OR JAK1*[tiab] OR JAK2*[tiab] OR JAK3*[tiab] OR TYK2*[tiab] 24,346
OR tsDMARD*[tiab] OR "ts DMARD*"[tiab] OR "targeted synthetic DMARD*"[tiab] OR '
jakinib*[tiab]
tofacitinib[nm] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] 2508
OR CP690*[tiab] OR CP-690*[tiab] ’
baricitinib[nm] OR baricitinib[tiab] OR "baricitinib phosphate"[tiab] OR "baricitinib

8|phosphate salt"[tiab] OR Olumiant[tiab] OR INCB028050[tiab] OR INCB-28050[tiab] OR 1,005
LY3009104[tiab] OR LY-3009104[tiab]

9 peficitinib[nm] OR peficitinib[tiab] OR Smyraf[tiab] OR ASP015K[tiab] OR ASP-015K[tiab] o7
OR AS1940150BR([tiab] OR AS-1940150BR[tiab] OR JKT201A[tiab] OR JKT-201A[tiab]

10 upadacitinib[nm] OR upadacitinib[tiab] OR Rinvog[tiab] OR ABT494[tiab] OR ABT- 399
494[tiab] OR A1293543[tiab] OR A-1293543[tiab]

1 filgotinib [nm] OR filgotinib[tiab] OR Jyselecaltiab] OR GS6034[tiab] OR GS-6034(tiab] 931
OR GLPGO0634[tiab] OR GLPG-0634[tiab]

12]|#6 OR #7 OR #8 OR #9 OR #10 OR #11 25,900

13]#5 AND #12 2,290
("randomized controlled trial"[pt] OR "controlled clinical trial"[pt] OR "clinical trial"[pt] OR

1 "drug therapy"[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR 4622418
placebo[tiab] OR trial[tiab] OR groups([tiab]) NOT ("case reports"[pt] OR "case B
report*'[tiab] OR "case series"[tiab]) NOT ((animals[mh]) NOT (humans[mh]))

15|#13 NOT #14 808

16{#15 AND 1900/1/1:2022/6/30[dp] 755

®%B 2022/10/20




ERA RACQ27 x@it@®xE=z (not RCT) (Cochrane)

No. Sy LSS

#1 MeSH descriptor: [Arthritis, Rheumatoid] explode all trees 6,535
(rheumatoid:ti,ab OR reumatoid:ti,ab OR reumatoid:ti,ab OR rheumat*:ti,ab OR

#2 reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR 20,946
artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab)

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

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

#5 #1 OR #2 OR #3 OR #4 21,781

#6 MeSH descriptor: [Janus Kinase Inhibitors] explode all trees 102

#7 MeSH descriptor: [Janus Kinases] explode all trees 159
("janus kinase" NEXT inhibitor*):ti,ab OR ("JAK" NEXT inhibitor*):ti,ab OR JAK1*:ti,ab OR

#8 JAK2*:ti,ab OR JAK3*:ti,ab OR TYK2*:ti,ab OR tsDMARD*:ti,ab OR ("ts" NEXT 2,157
DMARD*):ti,ab OR ("targeted synthetic" NEXT DMARD*):ti,ab OR jakinib*:ti,ab

49 tofacitinib:ti,ab OR tasocitinib:ti,ab OR Xeljanz:ti,ab OR Jakvinus:ti,ab OR CP690*:ti,ab OR 1,008
CP-690*:ti,ab
baricitinib:ti,ab OR "baricitinib phosphate":ti,ab OR "baricitinib phosphate salt":ti,ab OR

#10 Olumiant:ti,ab OR INCB028050:ti,ab OR INCB-28050:ti,ab OR LY3009104:ti,ab OR LY- 573
3009104:ti,ab

411 peficitinib:ti,ab OR Smyraf:ti,ab OR ASP015K:ti,ab OR ASP-015K:ti,ab OR 53
AS1940150BR:ti,ab OR AS-1940150BR:ti,ab OR JKT201A:ti,ab OR JKT-201A:ti,ab

41 upadacitinib:ti,ab OR Rinvoq:ti,ab OR ABT494:ti,ab OR ABT-494:ti,ab OR A1293543:ti,ab 555
OR A-1293543:ti,ab

13 filgotinib:ti,ab OR Jyseleca:ti,ab OR GS6034:ti,ab OR GS-6034:ti,ab OR GLPG0634:ti,ab OR 310
GLPG-0634:ti,ab

#14 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR12 OR #13 3,085

#15 #5 AND #14 1,272
("randomized controlled trial":pt OR "controlled clinical trial":pt OR "clinical trial":pt OR

16 [mh "drug therapy"] OR randomly:ti,ab OR randomized:ti,ab OR" randomised":ti,ab OR 1542 457
placebo:ti,ab OR trial:ti,ab OR groups:ti,ab) NOT ("case reports":pt OR "case" NEXT ' '
report*:ti,ab OR "case series":ti,ab) NOT ([mh animals] NOT [mh humans])

#17 #15 NOT #16 with Publication Year from 1900 to 2022, in Trials 26

®%H 2022/10/20




HRA RACQ27 k#EZE= (not RCT) (Embase)

No. RHR IRRIFER
1|'rheumatoid arthritis'/exp OR 'rheumatoid arthritis' 267,158
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab 273177
OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) '
3|felty*:ti,ab AND syndrome:ti,ab 890
4|caplan*:ti,ab AND syndrome:ti,ab 193
5[#1 OR #2 OR #3 OR #4 346,422
'janus kinase inhibitor'/exp OR 'janus kinase inhibitor*':ti,ab OR 'jak inhibitor*":ti,ab OR jak1*:ti,ab OR jak2*:ti,ab OR jak3*:ti,ab OR tyk2*:ti,ab OR 48,901
tsdmard*:ti,ab OR 'ts dmard*":ti,ab OR 'targeted synthetic dmard*"ti,ab OR jakinib*:ti,ab
T|tofacitinib:tn OR tofacitinib:ti,ab OR tasocitinib:ti,ab OR 'tofacitinib citrate":ti,ab OR xeljanz:ti,ab OR jakvinus:ti,ab OR cp690*:ti,ab OR 'cp 690*"ti,ab 4,881
baricitinib:tn OR baricitinib:ti,ab OR 'baricitinib phosphate':ti,ab OR 'baricitinib phosphate salt':ti,ab OR olumiant:ti,ab OR incb028050:ti,ab OR 'incb 1,784
28050":ti,ab OR ly3009104:ti,ab OR 'ly 3009104":ti,ab
peficitinib:tn OR peficitinib:ti,ab OR smyraf:ti,ab OR asp015k:ti,ab OR 'asp 015k":ti,ab OR as1940150br:ti,ab OR 'as 1940150br":ti,ab OR jkt201a:ti,ab 140
OR 'jkt 201a"ti,ab
10{upadacitinib:tn OR upadacitinib:ti,ab OR rinvoq:ti,ab OR abt494:ti,ab OR 'abt 494":ti,ab OR a1293543:ti,ab OR 'a 1293543"ti,ab 957
11|filgotinib:tn OR filgotinib:ti,ab OR jyseleca:ti,ab OR gs6034:ti,ab OR 'gs 6034"ti,ab OR glpg0634:ti,ab OR 'glpg 0634"ti,ab 538
12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 74,668
13|#5 AND #12 7,446
14|'randomized controlled trial'/de 732,318
15['controlled clinical trial'/de 438,142
16{random*:ti,ab,tt 1,840,691
17|'randomization'/de 95,145
18|'intermethod comparison'/de 290,190
19|placebo:ti,ab,tt 348,579
20[{compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,218
2 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR comparing:ab OR 2 575.763
comparison:ab) R
22|(open NEXT/1 label):ti,ab,tt 100,580
23|((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,328
24|'double blind procedure'/de 199,930
25|(parallel NEXT/1 group*):ti,ab,tt 30,169
26|crossover:ti,ab,tt OR 'cross over"ti,ab,tt 118,792
. ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR patient OR patients 129 684
OR subject OR subjects OR participant OR participants)):ti,ab,tt ’
28|assigned:ti,ab,tt OR allocated:ti,ab,tt 459,239
29| (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 428,348
30|volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,712
31|'human experiment'/de 596,570
32|trial:ti,tt 377,291
33[#14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32| 5,971,444
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR databases)):ti,ab,tt) NOT
34|('comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'randomly 2,925
assigned':ti,ab,tt)
a5 'cross - sectional study' NOT (‘'randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 'randomised 345.056
controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group"ti,ab,tt OR 'control groups':ti,ab,tt) '
36|'case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled"ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,243
37|'systematic review":ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,107
38|nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,130
39|'random field*"ti,ab,tt 2,752
40|('random cluster' NEAR/4 sampl*):ti,ab,tt 1,587
41|review:ab AND review:it NOT trial:ti,tt 1,018,130
42|'we searched:ab AND (review:ti,tt OR review:it) 43,885
43|'update review'":ab 126
44|(databases NEAR/5 searched):ab 57,821
(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR
45(piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR 1,175,482
monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
46|'animal experiment'/de NOT ("human experiment'/de OR 'human'/de) 2,466,595
47]#34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 4,086,137
48(#33 NOT #47 5,300,445
49|#13 NOT #48 4,670
50(#49 AND [1900-2022]/py 4,670
#®%HB 2022/10/15




BHA RACQ27 x#tmEFzzl (not RCT) (Ewi:

No. k=Y EENCE
#1 BEEnY 7 ~F/TH or BEET Y 7 < F/TA or "rheumatoid arthritis"/TA 109,548
#2 "Janus Kinase Inhibitors"/TH OR "Janus Kinase"/TA OR JAK/TA OR tsDMARD/TA OR “ts 5,891

DMARD”/TA OR “targeted synthetic DMARD”/TA OR #ZEH AR RIS ) 7 <~ F2K/TA
3 Tofacitinib/TH or ~ 7 7> F =7 /TA or tofacitinib/TA or tasocitinib/TA or €L >/ /TA 1083
or Xeljanz/TA or Jakvinus/TA '
#4 Baricitinib/TH or /XU & = 7/TA or baricitinib/TA or /L 2 > +/TA or Olumiant/TA 552
#5 Peficitinib/TH or 7 « F = 7/TA or peficitinib/TA or <4 Z 7 /TA or Smyraf/TA 86
6 Upadacitinib/TH or 7 /3% > F =7 /TA or upadacitinib/TA or U > 7 % 7 /TA or 180
Rinvoq/TA
#7 Filgotinib/TH or 7 4 JL 3 F = 7/TA or filgotinib/TA or ¥+t L #1/TA or Jyseleca/TA 120
#8 #2 or #3 or #4 or #5 or #6 or #7 6,064
#9 #1 and #8 1,394
#10 #9 and DT=1900:2022 1,394
#11 #10and (X 27 F VX /THor Y AT T4 v oL Ea—/THor 8&HAA K74 /TH) 56
#12 #10 and (RD=XZT7F U X ZEHA T4 ) 0
#13 #10and (X 2 T7F U R/TAor Y RTXT A4 v oL Ea—/TAor ZEHA K T4/ TA) 21
#14 #11 or #12 or #13 60
#15 #10 and S AHFZR/TH 254
#16 #10 and (RD=5 > & L L L&) 5
#10 and (S AFFZR/TA or BRARSRER/TA or 5 > & LA ELEXRER/TA or EVE AL LLENER/TA
417 or 55 | FHFER/TA or 100
2 11 1B5UER/TA or ZE IIIAEER/TA or 2B IVAEER/TA or 3ELMEFER/TA or RIZFIEFER/TA or
7 v & LEF/TA)
#18 (#15 or #16 or #17) not #14 276
#19 #10 not #18 1,118
¥%%B 2022/10/20




EHB RACQ27 XBMREZ7R—F v —Fk (RCT)

CQ&=S RA CQ27
i '\;IEEL”:; 5 CENTRALA S Embased: E ) ZDMOERIED O
via Fubme N + . TN + . TN + . SN 4 . P
ST L7 S F7E L 7= 30RE F7E L 7= 30RE F7E L 7= 30RE H5iE L 7= 303K
1407 1236 2456 276 0
FEESCB RN O CRRER EESEE Z D OIERED DEFE L 7= kK
(n= 4329 ) (n= 1046 ) (n= 0 )
2o —Z v T LI XERER (1st Screening) BRatk L 7= 32k #K
—_
(n= 4329 ) (n= 4318 )
WS % 574 L 7= 58308k (2nd Screening) Bk L 7= 50308k
(n= 11 ) (n= 5 )
<FRAFER >
1 cPHEEEBLST (n

BRFE ICHEAANT-HRE/
(n= 1

wige/ 6

l

SEREEICINZ TR
(n= 1 E)

(meta-analysis)

C/CHAEEA ST

cTHAVURERSD

O EELHI-ST

- Ongoing study

- Publication date$%2022/7/1L4f&

- (TNFOH)H A K74 >2014/20201
TTICHAAEN TS

(n
(n
(n
(n
(n
(n

o O O o o1 o o




ZEHB RACQ27 XEAMRZR7O—F v — b (notRCT)

CQ&ES RA CQ27
i '\;IEEL”:; 5 CENTRALA % Embasen* © EFiEh o Z D DERED ©
via Fubme N + - TR 4+ - TR e - TR I, . P
b L S 57 L 72 3CERER 57 L 72 3CERER 57 L 72 3CERER HE L 72 30EkEK
755 26 4670 1118 0
FEXBRBRINME D STRREL BB Z D DIFERIFED OFFE L 7= STEEK
(n= 5739 ) (n= 830 ) (n= 0 )
2 == L= XERE (1st Screening) Bk L 7= STERER
(n= 5739 ) (n= 5733 )
WS % 574 L 7= 58308k (2nd Screening) Beak L 7= 50308k
(n= 6 ) (n= 4 )
<BRHNEH >
1 cPHEEEBLST (n

BRFE ICHEA AN TR/ K
(n= 2

R/ 2

l

EREEICINZ TR
(n= 0 E)

(meta-analysis)

C/CHEEA ST

cTHAVUHERD

O EEL ST

- Ongoing study

- Publication date$%2022/7/1L4f&

- (TNFO#H)H A K7 4 22014/2020i
TTICHAAENT WS

(n
(n
(n
(n
(n
(n
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EHC RACQ27 /L7 AMD R4 (ACR50)

Intention—to—
treat

Unique ID
21

Study ID
ORAL Surveillance 2022

Experimental
MTX+TOF

Comparator
MTX+TNFi (ADA or ETN)

Outcome

Composite measures

Weight
NA

@e

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EHC RACQ27 /A FRADYARY(AHAQ-DI)

Intention—to—
treat

Unique ID
22

Study ID
ORAL Surveillance 2022

Experimental
MTX+TOF

Comparator
MTX+TNFi (ADA or ETN)

Outcome

HAQ-DI

Weight
NA

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



&HC RA CQ27 /XL F7ARM') X% (Serious adverse event , Serious infection)

Intention—to—
treat

Unique ID
24

Study ID
ORAL Surveillance 2022

Experimental
MTX+TOF

Comparator
MTX+TNFi (ADA or ETN)

Outcome
SAEs and SIEs

Weight
NA

+

D1

D2

D3

D4

D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



B D RACQ2? TE¥FYAXFu7 74 Question: JAKi compared to TNFi for MTX-IR patients with RA

Certainty

Certainty assessment

Absolute Importance

(95% CI)

Relative
(95% CI)

pelo Sty Risklot Inconsistency | Indirectness | Imprecisio
studies design bias y P

Outcomes used for the recommendation

ACR50 (4Y)
1 randomised | not serious not serious serious? seriousb none 422/854 424/826 RR 0.96 21 fewer per 1,000 CRITICAL
trials (49.4%) (51.3%) (0.8810 1.06) | (from 62 fewer to 31 @ @ O O
more) Low
AHAQ-DI (4Y)
1 randomised | not serious not serious serious? not serious none 569 539 - MD 0.02 lower CRITICAL
trials (0.08 Io_wer t0 0.04 @ $ @ O
higher) Moderate
Serious adverse event (4Y)c
1 randomised | not serious not serious not serious? serious? none 351/5073 306/4941 Rate ratio 7 more per 1000 CRITICAL
trials patient-years | patient-years 1.12 patient(s) per years @ @ @ O
(0.95t01.31) | (from 3 fewer to 19 Moderate
more)
Serious infection (4Y)e
1 randomised | not serious not serious not serious? serious? none 141/4931 119/4879 Rate ratio 5 more per 1000 CRITICAL
trials patient-years | patient-years 147 patient(s) per years @ @ @ O
(0.93t01.48) | (from 1 fewer to 12 Moderate
more)
Outcomes related to the recommendation
ACR20 (4Y)
1 randomised | not serious not serious serious? serious? none 654/854 639/821 RR 0.98 16 fewer per 1,000 CRITICAL
trials (76.6%) (77.8%) (0.93t0 1.04) | (from 54 fewer to 31 @ @ O O
more) Low
ACRT70 (4Y)
1 randomised | not serious not serious seriousa serious? none 256/855 238/826 RR 1.04 12 more per 1,000 CRITICAL
trials (29.9%) (28.8%) (0.90t0 1.21) | (from 29 fewer to 61 @ @ O O
more) Low
MACEf
1 randomised | not serious not serious serious? serious? none 47/5166 37/5045 Rate ratio 2 more per 1000 IMPORTANT
trials patient-years | patient-years 1.25 patient(s) per years @ @ O O
(0.81t01.92) | (from 1 fewerto 7 Low
more)
VTEe
1 randomised | not serious not serious seriousa seriousd none 17/5151 10/5025 Rate ratio 1 more per 1000 IMPORTANT
trials patient-years | patient-years 1.67 patient(s) per years @ @ O O
(0.76 t0 3.65) | (from O fewer to 5 Low
more)
Malignancys
1 randomised | not serious not serious serious? seriousd none 62/5491 42/5482 Rate ratio 3 more per 1000 IMPORTANT
trials patient-years | patient-years 1.48 patient(s) per years @ @ O O
(1.00t0 2.19) | (from O fewerto 9 Low
more)
Mortalitye
1 randomised | not serious not serious serious? serious? none 26/5173 17/5044 Rate ratio 2 more per 1000 IMPORTANT
trials patient-years | patient-years 1.49 patient(s) per years @ @ O O
(0.81t02.74) | (from O fewer to 6 Low
more)

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

Explanations

a. Differences in population

b. The total sample size is small

c. As the incidence rate for each group was not reported, time to last study treatment dose date was used as the risk period for SAE
d. The 95% confidence interval of the risk ratio includes the decision threshold of 1.25

e. Risk period: the minimum of event date, last contact date or last study treatment dose date +28 days

f. Risk period: the minimum of event date, last contact date or last study treatment dose date +60 days

g. Risk period: the last contact date



BRE RACQ27T 7#L X bh7A Yk

Outcomes used for the recommendation

ACR50 (4Y)
JAKI THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% C1 Yeal M-H, Random, 95% CI
CRAL Surveillance 2022 422 854 424 826 100.0% 0.96 [0.88, 1.06] 2022
Total {95% Cl) a54 826 100.0% 0.96 [0.88, 1.06] —aallie--
Total events 432 424
ity i t t t !
R R I T
Bst for overall effect 2=10.73 £ =043 Favours THFI Favours JAKI
AHAQ-DI (4Y)
JAKI TNFi Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Yea IV, Random, 95% CI
ORAL Surveillance 2022 -0.5 0,48 5BY -0.48 046 539 100.0% -0.02 [-0.0%, 0.04] 2022
Total (95% Cl) 560 530 100.0%  -0.02 [-0.08, 0.04] —-q-——
Heterogeneity: Mat applicable . t 1 ; {
. B -0.1 -0.04 a 0.05 0.1
Test far averall effect £=071 P = 0.48) Favours JAKI Favaurs THF
Serious adverse event (4Y)
Experimental Control Rate Ratio Rate Ratio
Study or Subgroup log[Rate Ratio] SE Total Total Weight I, Random, 95% CI I, Random, 95% CI
ORAL Surveillance 2022 011 008 A073 4941 100.0% 1.12[0.495 1.31] m
Total (95% CI) 5073 4941 100.0% 1.12 [0.95, 1.31] -=aiin.-
Heterogeneity: Mat applicable ID s Dl? } 155 2’
Test for overall effect: Z=138F =017 Favours JAKI Favours THFI
Serious infection (4Y)
Experimental Control Rate Ratio Rate Ratio
Study or Subgroup log[Rate Ratio] SE Total Total Weight I, Random, 95% CI IV, Random, 95% CI
ORAL Surveillance 2022 016 012 4931 4879 100.0% 117 [0.93, 1.48 ]
Total (95% CI) 4931 4879 100.0% 1.17 [0.93, 1.48] —=eni———
Heterogeneity: Mat applicable ID s Dl? } 155 2’
Test for overall effect: Z=133 F =018 Favours JAKI Favours THFI
Outcomes related to the recommendation
ACR20 (4Y)
JAKI THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% C1 Yeal M-H, Random, 95% CI
CRAL Surveillance 2022 Ba4 854 B39 821 1000% 0.98[0.93 1.04 2022
Total {95% Cl) a54 821 100.0% 0.98[0.93, 1.04]
Total events [afat 639
ity - t { t t |
?ETSTE;UQE”EIW" NfoT atm.]?_'hiaﬂhlﬁe1 =054 o7 0.85 ! 12 15
ect for averall effect 2= 0.61 F = 0.54) Fawours TMFi Favours JAK



ACRT0 (4Y)

JAKI THFi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% C1 Yeal M-H, Random, 95% CI
CRAL Surveillance 2022 286 885 233 826 100.0% 1.04[0.90,1.21] 2022
Total {95% Cl) 855 826 100.0% 1.04 [0.90, 1.21] ——en i
Total events 256 238
ity - t { t
?ETSTE;DQEHEIW" NfoT atm.]zhiaﬂhlﬁe1 =0.61 o7 0.85 ! 12 15
Bst for overall effect 2= 10.51 £ = 0.61) Favours THFI Favours JAKI
MACE
Experimental  Control Rate Ratio Rate Ratio
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI1
ORAL Surveillance 2032 022 022 A166 A045 100.0% 1.25([0.81, 1.9
Total (95% CI) 5166 5045 10000% .25 [0.81, 1.92] ~—_——
?mste I’ngBnBI'fsfil NfoT atpg'hiaflﬂeﬂ =03 05 07 1I 15 2
estfor overal effect 2=1.00 F = 0.32) Fawours JAKI Favours TRFI
VTE
Experimental  Control Rate Ratio Rate Ratio
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 95% CI IV, Randonmy 95% €I
ORAL Surveillance 2022 nsl 0.4 5151 A025 100.0% 1.67 [0.76, 3.65
Total {95% CI} 5151 5025 100.0% 1.67 [0.76, 3.65] — e ——
?ETSTE;DQEHEIWH [1'11’Dft atpgliafl;? =02 05 07 ! 15 2
est for verall effect Z=1.27 (F = 0.20) Favours JAKI Fawours THFi
Malignancy
Experimental  Control Rate Ratio Rate Ratio
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 95% CI IV, Randonmy 95% €I
ORAL Surveillance 2022 03w 02 5491 54582 100.0% 1.481[1.00, 219
Total {95% CI} 5491 5482 100.0% 1.48 [1.00, 2.19] +=am———
?ETSTE;DQEHEIWH [1'11’Dft atpgliaflgeﬁ =00 05 07 ! 15 2
est for verall effect Z=1.95 F = 0.09) Favours JAKI Fawours THFi
Mortality
Experimental Control Rate Ratio Rate Ratio
Study or Subgroup log[Rate Ratio] SE Total Total Weight I, Random, 95% CI I, Random, 95% CI
ORAL Surveillance 2022 04 03AN 5173 044 100.0% 145081, 274 ]
Total (95% CIy 5173 5044 100.0% 1.49[0.81,2.74) — = ——
?e’[sterfugenewil anr’[ afli]?_'hiaflgg _0s D.'S D.'? ; 1..5 2
est for overall effect: Z2=1.28 (P = 0.20) Favours JAKI Favours THFi



&# F RA CQ27 Evidence to Decision =—J)JL

CQ (No.PICO)

RA CQ27 : MTX THRA TN THEEU LDOEBEEMZE I D RAFRE(C, REIVAEERICELT, MTX & JIAKBEERDOHAE, MTX & TNFBBEZEOHACLLARBEAN ?

FBE  MTX THRA TR RA BE

A : MTX +JAK PEEER

3488 : MTX + TNF PEEER

FED AL (BX) : ACRS0. HAQ Z{LE. EEREEER. ERIBRE

BIX77D hAL (EE) : ACR20. ACR70. MACE. VTE. Malignancy. Mortality

BER BV OYFOREOFEREE, FI MTX TEEZHIEL., IR TDRVGE(SEINEEZIRFT T D, AREIRIAMBICHIZS, MTX THRAT27/2 RA BE(C. JAKEHEZFEMD
TNF BEEZREMICIL U CTRIMNICEANZIRET TDC LIE, BEAHRECEE CTHD.

B¥ 1. BE CoOREMERSEN?

Ll UB—FIEF>X EMNER

O LR FETY OV FOREDRELRRESE. FI MIX TEEZMIEL. IRATD7R | BARTHEY DVFICEER SN JAK BHERE 51858
O &ES5K, LR BEICBINEERZIRT I B[1]. F. BRERBEICDIEDS. MTX THRA | T, 2B RS> 2020 FEkiFRK DEMENZ
O HESL, [FW THIRBECEMFNRFN IAK BERDOVWITNOEBINAENRNICER | TET>XBLUERND D, BE. RHITDILEN
® (I NEREF T DI LG COBEFEREICHITDERBIRREDTZH(CEE TH 3. INAK BEZEORPNZEMMERN(TSEB =N
O &cFEFH Do TWha,

O IMBEIEN

BE 2. EFXULLVWMR FHSNZILEFULVIIREEDEREDEDN ?

s Ub—FIEF>R EMHEE
O HFH 24 JEEFD MTX +JAK BEEE(E, MTX+TNF BEERE DT,

O h&EW EARTINILELT

O 1. ACRS50:ZERLEIS (BRSHAEPIME 4 F£)DHEXIZIRIE 1000 AdizD

O RZE( 21(—62~31) N4 AEXIRHER(E RR 0.96 (0.88~1.06)

@ =FEFE 2. HAQZ1L (24 Bl D hRDFIE(E. —0.02 (—0.08~ 0.04)

O OB ERD. BEULVHRISESETH D




B 3. EFXUKBVIR FHSNDZLEF UL RBUVIREEDEEDEDN ?

¥IHR UB—FIEF>R EMEEEE

O KEFWN EAZHARI TP OME 4 D MTX +JAK FEEE(E. MTX+TNF JEEZE & DL The French national health data system[2], The
O /® T. US Corrona RA registry[3]ZH6 &IC Uz 1 FUED
® /ALY BRIRFZIHLAELUT, RN D DEREATICHNTIE. MTX+IAKRE
OFor-w) 1. EERBEBRFMHEWRIRE LT 1000 AHED 7 (-3~19) A& 48 | F(@E. MTX+TNFBEEZECLE L TREMICEFRM D
OR=F-F=F-3 MR IERR 1.12 (0.95~1.31). feERESN TS,

O IMBEIEN

2. ERTIBGME(FHEXIRIR & LT 1000 ATz 5 (- 1~12) ALEHN. 8%
MRELUTRR 1,17 (0.93~1.48)TH D Iz,

WRERDEE(CTIEBICHVTE

MACE. VTE. malignancy. mortality (CDWTId. MTX+IJAK EEZ(ICH
WT. MTX+TNFEEZEEREE LU TOINEEINMERD. malignancy (CDWT
(F. MR E LT 1000 Adp7zD 3 (0~9) AtEhl, HExRIERE LU TRR
1.48 (1.00~2.19)Tdh D7,

D b5 T7IL(CQIL)DHTH. 24 BIFTIF. LFEURVIIRDEFR
WA 1 FRFICBNTE. TDOERREIRDERN DD, SAREHIR & &
BICEBFULRVMREG, NI DEEN DD,

INSHSHENICHEIL T, FERSNDIEZULSRBVHREINEUTZ,

JAK JHEZE TH D TOF, BAR D, mlREEHIFAED
24 B ORANZ M OBRNMBEIEFERBERE LT
RRESNTUVD, A CQ LIFHRNEIXDEFEEE
EFN. INFEEROMBERVN FAELHBOT
—5EBELUTERT D,

TOF OMHERELFIFABRTE[4]. £HARIT 7,021 EHE
PUBTORRERD>IE. FHEER 63.1 K. &
5,598 f3ll (79.7%). RABEZHIET. ERLREEER(E
13.3% (932/7,021 ). EERBREE 7.69%
(540/7,021 . FE4ER 3.66/100 AE), BELHR
95 (4 2.02% (142/7,021 . FELESR 0.93/100 ALE)
T. ¥BEESHEERES(E 9,71% (682/7,021
B, FLEE 4.73/100 AF). BHEE (U (EES
) (& 2.45% (172/7021 fl. FER 1.12/100 A
), DIBEAR> N 0.68% (48/7,021 i, FER
0.31/100 A%F) . ZREPEHARIASEE (L 0.16%(11/7,021
B, FELER 0.07/100 AF)THo Iz,

BAR ORI 2BIHE TIE[5]. 3 FHREET 4,720
NSO RERDIE, FIFHS 63.9 /%, X
3,792 I (80.3%). 3 FEZST. EELNEEERE




12.71% (600/4,720 f5l, FE4ER 10.42 AEE). EER
RELME (L 5.68% (268/4,720 fl. FAER 3.05/100 A
), IEEEZDLERBEBE 8.45% (399/4,720
B, FEHEE 4.68/100 AF), BHEE (U>)(EzS
) (& 2.08% (98/4,720 . FEEE 1.09/100 A
), DIEAR> N 0.68% (32/4,720 B, FEX
0.35/100 A4F) . ZREREHARIASIE (S 0.49%(23/4,720
fl, FELESR 0.25/100 AE) T Iz,

B¥ 4. TEFOROERE 2RICEATIEANBRIET > XOEEE(FEDIREN ?

Ll UB—FIEF>X EMNER
O JERITIR ERRTIALDSEHCEHTDINMADMREIETHTIFTT, BN B

® & T, BIR2AHMERDEH. EXIZT I MALADRTIET > ILANILOES

O B MR &UT.

o=

O FHAMRERL

B¥ 5. B ALHTERTDMILAZEDREERT IMCONWTEERRMERMEN(ESDE(EHDN ?

Ll UB—FIEF>X EMNER

O EBRAHERMEFTZ(FHESDESHD

O EBRAHEREFTZ(HESDED0IEERSH D

o EELAHEREFZEESDEEFHESRRL
O BEBRAHEREFTZ(FHESDEE>RRL

BIETY DN FE2EIA RS2 2020 1R (CRMELIZY INFRDEZ IR
EULETIO— MERZSREUL, —MINRBRECHEANE L EFEES
KOWME (CMMEZH < EEZS5N. 7D MIAICHT BMMEFROEERA(CRT
BESDEFPRNEDEEZISND,

FERTIMAAR. UIORFEMEOREEDSL)
BEREDRRBRECERRT D MO LEERLTS

D, MERCH T DEERAFERIZ(HESDEES
51BN EERD, TRABZENA RS> 2020)

IR=T K2 B,

B¥ 6. MRD/I\SVR LFUWVWHIREZFULSRBUVMIRD/INS D XENAE UL (BB ZXIFI DN ?

¥R

UB—FIEF>X

EMEER




O tEBBMENTLD

o LEEMIBABESENTLD

O NMABHEBEMBRBENITNERF LR
O BBELSLNMANENTLD

O MAPMBENTNSD

OR=F-F=F-3

O ISR

BFUVVNRDORESFETHFTEFTTH DN, BFULLRBUVIREEE (/NS
WA'Z <D TS, HEMRIRNSHEHICHRIL T, BEULLVVIRELFL
<IRVMRDINS > R(E. MTX+TNFBREENSZTSENTULD,

Fle. AEBEROESDICERASNIZEIEST > X THhS Oral surveillance 58
ERODT—ATld, MTX+IAK FEEZED MTX+TNF AEER(CH I D ELEE &
MACE OFESEE D HR D 95%EFXRBID LR(E. IESHET—2%BX T
(Y

BRIR7D MALADNNH (. EREHARIRRE 4 £
TACR501'47.6 THd. &ELLT. ACR20 D
NNH (& 62.5. ACR70 @ NNT (£ 83.3 ThD.
ACR20, ACR50 ([ NNH T&D. ACR70 (X NNT T
BTLITER. ERERBESERONNH (31429, &
BETRRAMIED NNH (3 200 Toh o e

B 7. BAMNMR TONAOEAMMIRENATLFERMBOEESEZZRFIT DN ?

FIiR

UY—FIEFT>VR

EBNNEER

O EBIERDERIIIERMN KLY

O BB OERMMRENEZES < K0
O MABHEBREVWINEZRF LR
O NMADBRAMMRABES < LU

O NMTADBERMZIRMA KN

O EFE=x

o IRAMFRRAL

QALY 72 EBERMMR(CH T DHEADRNY. TEFT X (R0,

—HEHRHZ= TOF10mg. BAR 4mg. PEF150mg.
UPA 15mg. FIL200mg & UT. EMZENEN
5319.80 M. 5274.90 4. 4577.80 F. 5089.20
M. 4893.60 A T3 (2023 & 4 AR,
IFX100mg. IFX BS 100mg OFffil&. &NEN
60233.00 M. 24994.00 HT#H»% (SCRmED
41.5%) .

ETN 25mg > UJ> =, ETN 25mg <>, ETN 50mg
= U>> ETN 50mg >, ETN BS 256mg=>1UJ>
<. ETN BS 25mg /<>, ETN BS 50mg > UJ>3,
ETN BS 50mg > DFffi(&. &€ 10860.00
FH. 10450.00 M. 22140.00 4. 20417.00 M.
6678.00 . 6422.00 H. 12722.00 H. 12421.00
AT&®d (FEFamD 57.5%~61.5%) .

ADA 40mg = J>=>, ADA 40mg R~ ADA BS
40mg =Y >=. ADA BS 40mg R> DFEAf(E. &N
N 52931.00 M. 51022.00 M. 29267.00 M.




27884.00 0 T#H3 (SEHHBD 54.7%~55.3%) .
(2023 4F 4 BIRTE).

B 8. pEHRE ERFARIEOEBEAESLN?

¥R

UB—FIEF>X

EMEEER

O RES7MEM

o hEEDIEN

O EHTEDIFEDENR
O hFEEDFD

O RS

O cFEFH

O PS50

2N

DOAGRBRFE, AL K> THESEBEERSD, JAK
FEEZRCDVWTCIF. ROFDZH. EMTHERER
ERFRV,. BEREBAKE. JAKEEFEN. TNFEE
F&FO5, —7. INFEERICDVWTE. EEBS
TEEHEEDZHDRME. HLU. BEAYEINE., E1F
Bl FRBDIZHOERE. HFRIEFREMNEREDER
PECD. B TFIEHDOIZHDRDIGERZET DiHa
5D

fleLT3FEBOBRETHET DL, EAGEREG
1 /7,A 30 H. TOF10mg. BAR 4mg. PEF 150mg.
UPA 15mg. FIL 200mg (&. ZNZ¥1N 47878.20
M. 47474.1 H. 4120.02 4. 4580.28 H.
4404.24 B&72D, 55D 7 &1 111715.80 A,
110772.90 M. 96133.80 . 106873.20 M.
102765.60 A (FHERRF 2 FE RERRREIE & 712
B

TNF BBZEZ(CDWVTIE,

f5l& LT IFX TIE. 4AE 50kg T 3mg/kg.
6mg/kg. 10mg/kg TS UIZBE. 3 EI&iEnEE
TEtET2 & AAGEREIE. TNETN1IMNBBLED
18069.90 4. 27104.85 . 45174.75 M. IFX BS
Tl ZNEN 1 HHADIZD 7498.20 M. 11247.30
4. 18745.50 A T&» 3.




ETN > ETN BS 25mg Zi8 2[al. 50mg %z 1 [
TS UIEHE. 3ERB0RETHETD L. EA
B&i8%E(d. ETN 25mg = U> =, ETN 25mg X2,
ETN 50mg = J>=, ETN 50mg ~R>. ETN BS
25mg >U>=, ETN BS 256mg~X>. ETN BS
50mg =U>=, ETN BS 50mg R>®dD 1 i HBZD
[CHBDERIFENEN. 26064.00 A, 25080.00
. 26568.00 . 24500.40 4. 16027.20 M.
15412.80 . 15266.40 4. 14905.20 HT®H 3.

ADA Y ADA BS 40mg 7 2 B[ (C 1 B 5 LTz
A, 3EEBORETHEI D & BEARIBLARE.
ADA 40mg > > =, ADA 40mgR>. ADA BS
40mg = J> =, ADA BS 40mg > ®dD 1 MABIED
[Ch2ERIFENEN. 31758.60 A. 30613.20
M. 17560.20 9. 16730.40 T3 2. (202354
AIRTE).

—EHiEH. FEECEIHEEEEM I 650 = (33!

§187T 1950 ) BAYENE(EHY 3 A 580 =
(3&I&i8T 1740 M)

SHRAEFEEME L. 370 =< (3EI&ET1110M)

¥ 9. 7k

CDOFERIRSERRHEFRE(CEOTREREDN ?

IR

UB—FIEF>X

EMNER




O LWz 2L BEOHCRIBRAEISETHDEDD, BFULBIR

O BE5L, WX ELFULRBRUVIRD/INS IS (F. MTX+IAK BE
® BESL, FW EE. MTX+TNF BEEEFEBCERBEBLUBRKEIC
O Fn EDTHTESKZEHRBERREER D,

O EFES=E FRBORZWERICLDERE. EEHOECEBEE
O ISR FZffERD., E5CHENREIEERREINd &

ZENS, BEBLUVEKRECED T, KEHENG
B 565 TS5 < ZHRERREER D,
EMFHEE JAK BERETNTNORIERTE

BEID.
B# 10. RT00HEE ZONMAEIEITeEEN ?
L UY—FIEFX ENEES
O LW N E(IHDEOD., EE550FFNEECAIBZEEEEET
O BESL, LWRE HD. TEHEEQCIRBEEROIN#ENESTD
@ BT, Fn M. MTX+TNF EEE, MTX+JAK BBEERIEBICE
O Fun ENFHOEEREERTH D,
O cFFE
O ISR

SER

1. Kawahito Y, et al. Drug treatment algorithm and recommendations from the 2020 update of the Japan College of Rheumatology clinical practice guidelines for the
management of rheumatoid arthritis-secondary publication. Mod Rheumatol. 2023;33(1):21-35

2. Hoisnard L, et al. Risk of major adverse cardiovascular and venous thromboembolism events in patients with rheumatoid arthritis exposed to JAK inhibitors versus
adalimumab: a nationwide cohort study. Ann Rheum Dis. 2023;82(2):182-188

3. Kremer IM, et al. Postapproval Comparative Safety Study of Tofacitinib and Biological Disease-Modifying Antirheumatic Drugs: 5-Year Results from a United States-Based
Rheumatoid Arthritis Registry. ACR Open Rheumatol. 2021;3(3):173-184

4. J7AY At BV WVEIEFERER Vol.15
HAA -1V —AStt. AT MEIEEAER Vol.8



BRIA RACQ28 x@itezxz, (PubMed)

No. RER LN

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

2[reumat*[tiab] OR revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR 173,786
artrit*[tiab] OR diseas*[tiab] OR condition*[tiab] OR nodule*[tiab])

3|felty*[tiab] AND syndromel[tiab] 772

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

5|#1 OR #2 OR #3 OR #4 208,087
"janus kinase inhibitors"[mh] OR "janus kinases"[mh] OR "janus kinase inhibitor*"[tiab] OR

6 "JAK inhibitor*"[tiab] OR JAK1*[tiab] OR JAK2*[tiab] OR JAK3*[tiab] OR TYK2*[tiab] OR 24,266
tsDMARD*[tiab] OR "ts DMARD*"[tiab] OR "targeted synthetic DMARD*"[tiab] OR '
jakinib*[tiab]

. tofacitinib[nm] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] » 487
OR CP690*[tiab] OR CP-690*[tiab] '
baricitinib[nm] OR baricitinib[tiab] OR "baricitinib phosphate"[tiab] OR "baricitinib

8|phosphate salt"[tiab] OR Olumiant[tiab] OR INCB028050[tiab] OR INCB-28050[tiab] OR 998
LY3009104[tiab] OR LY-3009104(tiab]
peficitinib[nm] OR peficitinib[tiab] OR Smyraf[tiab] OR ASP015K[tiab] OR ASP-015K[tiab]

9|OR AS1940150BR[tiab] OR AS-1940150BR[tiab] OR JKT201A[tiab] OR JKT-201A[tiab] 97

10 upadacitinib[nm] OR upadacitinib[tiab] OR Rinvoq[tiab] OR ABT494[tiab] OR ABT- 396
494[tiab] OR A1293543[tiab] OR A-1293543[tiab]

1 filgotinib [nm] OR filgotinib[tiab] OR Jyseleca[tiab] OR GS6034[tiab] OR GS-6034[tiab] OR 208
GLPG0634[tiab] OR GLPG-0634[tiab]

12(#6 OR #7 OR #8 OR #9 OR #10 OR #11 25,804

131#5 AND #12 2,269
("randomized controlled trial"[pt] OR "controlled clinical trial"[pt] OR "clinical trial"[pt] OR

" "drug therapy"[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR 4613589
placebo[tiab] OR trial[tiab] OR groups[tiab]) NOT ("case reports"[pt] OR "case B
report*"[tiab] OR "case series"[tiab]) NOT ((animals[mh]) NOT (humans[mh]))

15|#13 AND #14 1,467

16/#15 AND 1900/1/1:2022/6/30[dp] 1,407

%8 2022/9/20




BRIA RACQ28 k&%= (Cochrane)

No. BB RERHEL

#1 MeSH descriptor: [Arthritis, Rheumatoid] explode all trees 6,535
(rheumatoid:ti,ab OR reumatoid:ti,ab OR reumatoid:ti,ab OR rheumat*:ti,ab OR

#2 reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR 20,946
artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab)

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

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

#5 #1 OR #2 OR #3 OR #4 21,781

#6 MeSH descriptor: [Janus Kinase Inhibitors] explode all trees 102

#7 MeSH descriptor: [Janus Kinases] explode all trees 159
("janus kinase" NEXT inhibitor*):ti,ab OR ("JAK" NEXT inhibitor*):ti,ab OR JAK1*:ti,ab OR

#8 JAK2*:ti,ab OR JAK3*:ti,ab OR TYK2*:ti,ab OR tsDMARD*:ti,ab OR ("ts" NEXT 2,157
DMARD*):ti,ab OR ("targeted synthetic" NEXT DMARD*):ti,ab OR jakinib*:ti,ab

49 tofacitinib:ti,ab OR tasocitinib:ti,ab OR Xeljanz:ti,ab OR Jakvinus:ti,ab OR CP690*:ti,ab OR 1,008
CP-690*:ti,ab
baricitinib:ti,ab OR "baricitinib phosphate":ti,ab OR "baricitinib phosphate salt":ti,ab OR

#10 Olumiant:ti,ab OR INCB028050:ti,ab OR INCB-28050:ti,ab OR LY3009104:ti,ab OR LY- 573
3009104:ti,ab

411 peficitinib:ti,ab OR Smyraf:ti,ab OR ASP015K:ti,ab OR ASP-015K:ti,ab OR 53
AS1940150BR:ti,ab OR AS-1940150BR:ti,ab OR JKT201A:ti,ab OR JKT-201A:ti,ab

412 upadacitinib:ti,ab OR Rinvoq:ti,ab OR ABT494:ti,ab OR ABT-494:ti,ab OR A1293543:ti,ab OR 555
A-1293543:ti,ab

13 filgotinib:ti,ab OR Jyseleca:ti,ab OR GS6034:ti,ab OR GS-6034:ti,ab OR GLPG0634:ti,ab OR 310
GLPG-0634:ti,ab

#14 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR12 OR #13 3,085

#15 #5 AND #14 1,272
("randomized controlled trial":pt OR "controlled clinical trial":pt OR "clinical trial":pt OR [mh
"drug therapy"] OR randomly:ti,ab OR randomized:ti,ab OR " randomised":ti,ab OR

#16 1,542,458
placebo:ti,ab OR trial:ti,ab OR groups:ti,ab) NOT ("case reports":pt OR "case" NEXT
report*:ti,ab OR "case series":ti,ab) NOT ([mh animals] NOT [mh humans])

#17 #15 AND #16 with Publication Year from 1900 to 2022, in Trials 1,236

t®5%H
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ERA RACQ28 ikiEZR= (Embase)

No. RHR IRIRIFEL
1|'rheumatoid arthritis'/exp OR 'rheumatoid arthritis' 267,158
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR 273177
artritis:ti,ab OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) '
3|felty*:ti,ab AND syndrome:ti,ab 890
4|caplan*:ti,ab AND syndrome:ti,ab 193
5[#1 OR #2 OR #3 OR #4 346,422
'janus kinase inhibitor'/exp OR 'janus kinase inhibitor*':ti,ab OR 'jak inhibitor*":ti,ab OR jak1*:ti,ab OR jak2*:ti,ab OR jak3*:ti,ab OR tyk2*:ti,ab 48,901
OR tsdmard*:ti,ab OR 'ts dmard*"ti,ab OR 'targeted synthetic dmard*"ti,ab OR jakinib*:ti,ab
tofacitinib:tn OR tofacitinib:ti,ab OR tasocitinib:ti,ab OR 'tofacitinib citrate':ti,ab OR xeljanz:ti,ab OR jakvinus:ti,ab OR cp690*:ti,ab OR 'cp 4881
690*":ti,ab
baricitinib:tn OR baricitinib:ti,ab OR 'baricitinib phosphate':ti,ab OR 'baricitinib phosphate salt':ti,ab OR olumiant:ti,ab OR incb028050:ti,ab OR 1784
'incb 28050":ti,ab OR ly3009104:ti,ab OR 'ly 3009104":ti,ab
peficitinib:tn OR peficitinib:ti,ab OR smyraf:ti,ab OR asp015k:ti,ab OR 'asp 015k":ti,ab OR as1940150br:ti,ab OR 'as 1940150br':ti,ab OR 140
jkt201a:ti,ab OR 'jkt 201a'":ti,ab
10{upadacitinib:tn OR upadacitinib:ti,ab OR rinvoq:ti,ab OR abt494:ti,ab OR 'abt 494":ti,ab OR a1293543:ti,ab OR 'a 1293543"ti,ab 957
11|filgotinib:tn OR filgotinib:ti,ab OR jyseleca:ti,ab OR gs6034:ti,ab OR 'gs 6034"ti,ab OR glpg0634:ti,ab OR 'glpg 0634":ti,ab 538
12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 74,668
13|#5 AND #12 7,446
14|'randomized controlled trial'/de 732,318
15['controlled clinical trial'/de 438,142
16{random*:ti,ab,tt 1,840,691
17|'randomization'/de 95,145
18|'intermethod comparison'/de 290,190
19|placebo:ti,ab,tt 348,579
20[{compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,218
2 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR comparing:ab OR 2575763
comparison:ab) R
22|(open NEXT/1 label):ti,ab,tt 100,580
23|((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,328
24|'double blind procedure'/de 199,930
25|(parallel NEXT/1 group*):ti,ab,tt 30,169
26|crossover:ti,ab,tt OR 'cross over':ti,ab,tt 118,792
. ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR patient OR 129 684
patients OR subject OR subjects OR participant OR participants)):ti,ab,tt !
28|assigned:ti,ab,tt OR allocated:ti,ab,tt 459,239
29| (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 428,348
30|volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,712
31|'human experiment'/de 596,570
32|trial:ti,tt 377,291
13 #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR 5.971 444
#32
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR databases)):ti,ab,tt) NOT
34|('comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'randomly 2,925
assigned':ti,ab,tt)

35 'cross - sectional study' NOT (‘randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 'randomised 345.056
controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group"ti,ab,tt OR 'control groups':ti,ab,tt) '
36|'case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled"ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,243
37|'systematic review":ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,107
38|nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,130
39|'random field*"ti,ab,tt 2,752
40|('random cluster' NEAR/4 sampl*):ti,ab,tt 1,587
41|review:ab AND review:it NOT trial:ti,tt 1,018,130
42|'we searched':ab AND (review:ti,tt OR review:it) 43,885
43|'update review'":ab 126
44|(databases NEAR/5 searched):ab 57,821

(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR
45(piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR 1,175,482
monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
46|'animal experiment'/de NOT (‘human experiment'/de OR 'human'/de) 2,466,595
47]#34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 4,086,137
48(#33 NOT #47 5,286,004
49|#13 AND #48 2,517
50|#49 AND [1900-2022]/py 2,456

#®%H
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BEXA RACQ28 XmRER (EHES

No. Y RERHEL

#1 BEENY v~ F/TH or B8ERY 7 < F/TA or "rheumatoid arthritis"/TA 109,548
"Janus Kinase Inhibitors"/TH OR "Janus Kinase"/TA OR JAK/TA OR tsDMARD/TA OR “ts

#2 DMARD”/TA OR “targeted synthetic DMARD”/TA OR 2 &R BIEERIETT Y 7~ FE/TA 5,891

3 Tofacitinib/TH or b 7 7 > F =7 /TA or tofacitinib/TA or tasocitinib/TA or £IL¥ >V /TA 1,083
or Xeljanz/TA or Jakvinus/TA

#4 Baricitinib/TH or /X 1) > F = 7/TA or baricitinib/TA or #JL X T > k/TA or Olumiant/TA 552

#5 Peficitinib/TH or =7 1 > F =7 /TA or peficitinib/TA or A~ 4 Z 7 /TA or Smyraf/TA 86

46 Upadacitinib/TH or 7 /8% < F =7 /TA or upadacitinib/TA or U > 7+ v 7 /TA or 180
Rinvog/TA

#7 Filgotinib/TH or 7 4 LI F = 7/TA or filgotinib/TA or ¥+t L #3/TA or Jyseleca/TA 120

#8 #2 or #3 or #4 or #5 or #6 or #7 6,064

#9 #1 and #8 1,394

#10 #9 and DT=1900:2022 1,394

#11 #10and (A X7 F U R/THor Y AT T4 v 7L Ea—/THor 8EAA K Z 4~ /TH) 56

#12 #10 and (RD=X X7+ U X BZBEHA T4 V) 0

#13 #10and (A X7+ U R/TAor Y AFRT4 v 7L Ea—/TAor BEHA T4/ TA) 21

#14 #11 or #12 or #13 60

#15 #10 and /> ABT5E/TH 254

#16 #10 and (RD=7 > & L 1L LL B EER) 5
#10 and (M ABFZ/TA or BREREER/TA or 7 > X LA LLERGRER/TA or EAEALELEGEAER/TA or

417 2 | HEHER/TA or 100
2 1118358/ TA or B INAERER/TA or FEIVIEEER/TA or FELMRER/TA or RIZEMEER/TA or &
> & LENT/TA)

#18 (#15 or #16 or #17) not #14 276

%®%H 2022/10/16




HEFB RACQ28 NEMRR7O—Fv— b
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E¥C RACQ28 /N7 RAM') R4 (DAS28-CRP remission, ACR50)

l::;rtltion_to_ Unique ID StudvID  Experimental Comparator Qutcome Weight D1 D2 D3 D4 D5 Overall
ORAL Step cal3  NA NA DAS ACR i T S Y @ Lowrisk
BALANCET ca13  NA NA DAS ACR ! o e v+ (v ! Some concerns
FINCH2 cal3  NA NA DAS ACR i T S Y ® o i
RA-BEACON ~ CQi3  NA NA DAS ACR i o e v+ (v
SELECT BEYOND CQi3  NA NA DAS ACR i ® ® ® ® ® @ ot Randomisation process

D2 Deviations from the intended interventions
D3 Missing outcome data
D4 Measurement of the outcome

D5 Selection of the reported result



#HC RACQ28 NAFTRDYRT(AHAQ)

l::;rtltion_to_ Unique ID StudvID  Experimental Comparator Qutcome Weight D1 D2 D3 D4 D5 Overall
ORAL Step cal3  NA NA HAQ i T S Y @ Lowrisk
BALANCET cai3  NA NA HAQ ! I T S ¢ I Some concerns
FINCH2 cal3  NA NA HAQ i T S Y @ rienrisk
RA-BEACON ~ CQ13  NA NA HAQ i I T S ¢
SELECTBEYOND CQ138  NA NA HAQ i ® ® ® ® ® @ ot Randomisation process

D2 Deviations from the intended interventions
D3 Missing outcome data
D4 Measurement of the outcome

D5 Selection of the reported result



EHHC RA CQ28 /SAF7AMIJA% (Serious adverse event , Serious infection )

:::;::tlon_to_ Unigue ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
ORAL Step cQ13 NA NA SAE infection 1 I T S ) @ Lowrisk
BALANCET cai3 NA NA SAE infection 1 I T Y I Some concerns
FINCH2 cQ13 NA NA SAE infection 1 I T S ) ® i ik
RA-BEACON cai3 NA NA SAE infection 1 s+ o+ o+ (v
SELECT BEYOND ~ CQ13 NA NA SAE infection 1 I T S ) D1 Randomisation process

D2 Deviations from the intended interventions
D3 Missing outcome data
D4 Measurement of the outcome

D5 Selection of the reported result



EED RACQ28 =Tvb ¥

Certainty assessment

Y RA7m 774N Question: JAKi+MTX compared to PBO+MTX for bDMARD-IR

Ne of A n . A " - Other
5 Study design Risk of bias Inconsistency Indirectness Imprecision N n JAKi+MTX
studies considerations

PBO+MTX Relative Absolute Certainty LIS
(95% CI) (95% CI)
Outcomes used for the recommendation
ACR50 (12w)
5 randomised not serious not serious not serious seriousa none 226/674 (33.5%) 761679 (11.2%) RR 297 221 more per 1,000 CRITICAL
trials (2.35103.77) (from 151 more to 310 @ @ @O
more) Moderate
DAS28-CRP remission (12w)
5 randomised not serious not serious not serious serious? none 149/673 (22.1%) 481679 (7.1%) RR 3.08 147 more per 1,000 CRITICAL
trials (2.26 10 4.18) (from 89 more to 225 @ @ @O
more) Moderate
AHAQ (12w)
5 randomised not serious not serious not serious serioust none 640 623 - MD 0.26 lower CRITICAL
trials (0.32 lower to 0.21 @ @ @ O
lower) Moderate
Serious adverse event
5 randomised not serious not serious not serious very seriouse none 271674 (4.0%) 19/680 (2.8%) RR1.19 5 more per 1,000 CRITICAL
trials (0.49 to 2.90) (from 14 fewer to 53 @ @ O O
mare) Low
Serious infection
5 randomised not serious not serious not serious very seriouse none 5/676 (0.7%) 6/681 (0.9%) RR 0.86 1 fewer per 1,000 CRITICAL
trials (0.27 t0 2.68) (from 6 fewer to 15 @ @ O O
more) Low
Outcomes related to the recommendation
ACR20 (12w)
5 randomised not serious not serious not serious serious? none 387/673 (57.5%) 193/679 (28.4%) RR 2.03 293 more per 1,000 CRITICAL
trials (1.77102.32) (from 219 more to 375 e @ @O
more) Moderate
ACR70 (12w)
5 randomised not serious not serious not serious serious? none 103/673 (15.3%) 29/679 (4.3%) RR 3.66 114 more per 1,000 CRITICAL
trials (2.09 t0 6.42) (from 47 more to 231 @ @ @O
more) Moderate
DAS28-ESR remission (12w)
2 randomised not serious not serious not serious serious? none 19/296 (6.4%) 41296 (1.4%) RR4.71 50 more per 1,000 CRITICAL
trials (1.62t0 13.71) (from 8 more to 172 @ @ @O

more)

Moderate

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

Explanations

a. The total sample size and the total number of events are small
b. The 95% confidence interval of the mean difference includes the minimally important difference of -0.22
c. The 95% confidence interval of the risk ratio includes both the decision thresholds of 0.75 and 1.25




BRE RACQ28 7xL X h7Ov b

Outcomes used for the recommendation

ACR50 (12w)

JAKIHMTX PBO+MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Burmester 2013 (ORAL STEF) 3| 132 11 131 139% 316[1.68 5.99] —_—
Genavese 2016 (RA-BEACOMN) a0 177 14 176 181% 3.4858[2.04 6.19 —=
Genavese 2018 (SELECT-BEY O MND) 59 165 200 169 263% 3.02[1.91, 479 —&
Genavese 20149 (FINCHZ) B3 147 22 148 30.3% 288[1.88 447 —
Kremer 20116 (BALAMCE [y 19 53 g 55 11.4% 218[1.09 4.40 I
Total (95% CI) 674 679 100.0% 2.97 [2.35, 3.77] &
Total events 235 Th
Heterogeneity: Tau : D.?El; Chi*= 120, df =4 (P=0.88); F=0% 'D.D1 Df1 7 1'D 100
Test for averall effect: £ = 9.06 (F = 0.00001) Favours [PEO+MTH] Favours [JAIMTH]
DAS28-CRP remission (12w)
JAKI+MTX PBO+MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Burmester 2013 (ORAL STEF) 71 B 13 13.0% 4,47 [1.91, 10,48 -
Genavese 2016 (RA-BEACON) 2 17T T 178 146% 398178 887 s —
Genavese 2018 (SELECT-BEY O NDY) 7 164 16 168 341% 303179 517 ——
Genavese 2019 (FINCHZ) 33147 12 148 24.5% 277[1.49 518 —
Kremer 2016 (BALAMCE [y 14 a3 7 85 13.8% 2,080,891, 474 T
Total (95% CI) 673 679 100.0% 3.08 [2.26, 4.18] L
Total events 1449 48
Heterogeneity: Tau®= 0.00; Chi*= 214, df =4 (P=0.713; 1= 0% I f t |
] 0.01 0.1 10 100
Test for overall effect Z=7.19 (F = 0.00001) Favaurs [PRO+MTX] Favaurs [JAKI+MTH]
AHAQ (12w)
JAKI+MTX PEO+MTX Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean SO Total Weight IV, Random, 95% CI IV, Random, 95% CI
Burmester 2013 (ORAL STEF) -0.43 04327 117 -018 04345 118 -0.25[-0.36, -0.14] —a—
Genmese 2016 (RA-BEACORN) -0.41 0B0O6F 177 -017 0EDG 176 -0.24 [-0.37, -0.11] — =
Genavese 2018 (SELECT-BEY QMDY -0.41 08691 156 -016 05483 145 -0.25[-0.38, -0.12] —_—
Genovese 2019 (FINCHZ) -085 089 137 023 086 129 -0.32 [-0.46, -0.18] —
Kremer 2016 (BALANCE Iy -0.5 0.7256 53 -0.2 0.3693 55 -0.30[-0.52, -0.08] I —
Total (95% CI) 640 623 100.0%  -0.26 [0.32,-0.21] &
Heterogeneity: Tau®= 000, Chi®= 093 df =4 (P=0591}, 7= 0% 5_1 —DIS b IJI:S ]
Test for verall effect: Z=870(F = 0.00001) Fa\-’DLII’.S LAKIFMTK] Favours [F'EIO+MT>{]
Serious adverse event
JAKI+MTX PBO+MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Burmester 2013 (ORAL STEF) 20133 B 132 18.7% 0.33[0.07, 1.61] . —
Genavese 2016 (RA-BEACON) " 177 T 178 33.4% 1.56 [0.62, 3.94] T
Genavese 2018 (SELECT-BEY O NDY) 8 164 0 169 8.3% 17.82[1.02, 301.02]
Genavese 2019 (FINCHZ) 4 147 4 148 23.4% 1.01 [0.26, 3.95] —
Kremer 2016 (BALAMCE [y 2 a3 2 85 15.2% 1.04 015 7.10 I E—
Total (95% CI) 674 680 100.0% 1.19 [0.49, 2.90] e =
Total events 2 14
Heterogeneity: Tau®= 0.40; Chi*= 664, df = 4 (P =016}, 1= 40% 'D.DIJQ D.'1 1'D SEIEi

Test for overall effect Z=038F =070

Fawours [JAKI+MTX] Favours [PEO+MTE]



Serious infection

JAKI+MTX PBO+MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Burmester 2013 (ORAL STEF) o 133 o132 Mot estimahle
Genavese 2016 (RA-BEACON) 3177 3178 51.6% 0.99 [0.20, 4,88
Genavese 2018 (SELECT-BEY O NDY) 1 164 0 183 127% 308013, 7533
Genavese 2019 (FINCHZ) 1 147 2148 228% 0.50[0.05, 5.44 =
Kremer 2016 (BALAMCE [y 0 55 1 56 12.9% 0.34 [0.01, 815
Total {95% CI) 676 681 100.0% 0.86 [0.27, 2.68] —=ouiiin--
Total events g g
Heterogeneity; Tau = U.HD; Chi =_1.1 T, df=3(F=076)F=0% 'D.D1 El.'1 1'D 1E|IZ|'
Test for overall effect: 2= 0.27 P = 0.74) Fawnurs [JAKI+MTX] Favours [PEO+MTX]
Outcomes related to the recommendation
ACR20 (12w)
JAKI+MTX PBO+MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Burmester 2013 (ORAL STEF) a5 132 320013 13.9% 1.71[1.19 2,45 -
Genavese 2016 (RA-BEACON) s 177 48 176 24.2% 2.03[1.54, 2.67] -
Genavese 2018 (SELECT-BEY O NDY) 106 164 48 168 Z61% 2280175 297 &+
Genavese 2019 (FINCHZ) ar 147 46 148 25.8% 212163 277 &+
Kremer 2016 (BALAMCE [y il a3 19 55 10.0% 1.68[1.10, 2,60 —_—
Total {95% CI) 673 679 100.0% 203[1.77,2.32] L ]
Total events 387 1493
Heterogeneity: Tau®= 0.00; Chi*= 2.40, df = 4 (P = 0.66); 1= 0% I f t |
] 0.01 0.1 10 100
Test for overall effect £=10.24 (P = 0.00001) Favaurs [PRO+MTX] Favaurs [JAKI+MTH]
ACRT0 (12w)
JAKI+MTX PBO+MTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Burmester 2013 (ORAL STEF) 19 132 213 11.8% BEI[211, 37779
Genavese 2016 (RA-BEACON) a0 177 4 178 18.4% 487 [1.73,14.29 -
Genavese 2018 (SELECT-BEY O NDY) 19 164 11 168 28.3% 1.78[0.87, 362 T
Genavese 2019 (FINCHZ) 32147 10 148 29.7% 3.22[1.64, 6.31] —
Kremer 2016 (BALAMCE [y 14 a3 2 55 11.9% 26 [1.73, 30,44 e —
Total {95% CI) 673 679 100.0% 3.66 [2.09, 6.42] -l
Total events 103 29
Heterogeneity: Tau®= 0.16; Chi*= BES, df = 4 (P =015 7= 40% I f t |
] 0.01 0.1 10 100
Test for overall effect £=4.53 (F = 0.00001) Favaurs [PRO+MTX] Favaurs [JAKI+MTH]
DAS28-ESR remission (12w)
JAKIHMTX PECOHMTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight WM-H, Random, 25% CI M-H, Random, 95% CI
Burmester 2013 (ORAL STEFR) 2 1149 2 120 4B.8% 403 [0.87,18.600 —
Genmvese 2016 (RA-BEACOM) 11 177 2 176 51.2% A4T[1.23, 24,37 ——
Total (95% CIy 29 296 100.0% 4.71[1.62,13.71] —~oniiine-
Total events 149 !
ity = . = - - == | } t {
Heterogeneity: Tau®=0.00; Chi*= 008, df=1{(P=078) IF=0% 001 0 ] 0 1m0

Test for overall effect; £= 285 F = 0.004)

Fawours PBO Fawours JAKI



&Rl F RA CQ28 Evidence to Decision =—2JJL

CQ (No.PICO)

RA CQ28 : bDMARD THIRATD THEEL LOEETENEZHE IS RAEHIC, MTX & JAK BEEOHABTBERM?
£E : bDMARD THIRA TR THEELU LOKRBEHNMTEIT S RAES

A : MTX+IAK BREE
FFEE : MTX

FEF7D ML (BEX) : ACR50. DAS28(CRP)EfFE, HAQ ZLE. ERIEEER. EFTNBIVE
BIR7D MAL (BE) : AC20. ACR70. DAS28(ESR)EfE.

B HEY OV FOREDRELRE. FI MTX TEEZRMIEL.
BT EL BESGEHRECEETH D,

WRATD15E(C bDMARD JBEZFIRT D. bDMRAD TEXRA T RA BE(C. JAK HEENERANZRET T

B¥ 1. BE COREMERSIEDN?

| Ub—FIEF>X ENNELE

O LWnx bDMARD $WEA+RD T (EATERE (CH T DRDEEER(E BATREE DO F(CER SN JAK FEEZE(E 5 & T. BHATD
O BE5L, LR JCR A RS54 > Tld phase 3 ([C%H T DM[1]. JAKBEEFEN | HERBEINTVD JIAKAEREEH DN, MENRBRALEINET
O HsESL, FWN EHTH2IN ZIRFI T D EIFEERREETH D, AEBHME | SN TLVIRL,

o (L) KFIETHD.

O EFES=E

O IS5

BE 2. EXUVLWHMR FHSNBLEFTULLIREEDEEDEDN ?

H UH—FIEF>X EMREE

O HFH MTX+JAK FAESE(E, MTX EDHET. BEART Y NOAICE | BEBRT7Y MAACEULT,

O Ih&EW LT 1. ACR20 (1238) ([CEIT 3 JAK FASEEDIEEMEE. 1,000 A
® 1. ACRS50ZERE (12i8) ([CRY 3 IAK FAEEBOEIR | 55720 293 (219~375) AdEhl. HEMMRE 2.03 (1.77~

O A= (£, 1,000 Ad7=0 221 (151~310) AMEhN. HEMHME | 2.32) .

O =FXF (¥ RR2.97 (2.35~3.77) .

O IS5




2. DAS28-CRP EffERZR (12:8) fexizhER(d. 1,000 A
&Iz 147 (89~225) Ai&EHN, IR, RR 3.08
(2.26~4.18) .

3. HAQZML (12i8) #Edsh®R(F. —0.26 (—0.32~—
0.21)

2. ACR70 (123i8) (CBI9 D JAK FHEFERFOIEXMER(E. 1,000 A
»izh 114 (47~231) A, HEIHREFE. 3.66 (2.09~
6-42) o

B 3. EFXUKBVMIR FHISNDZLEFZ UL RBRUVIIREEDEEDEDN ?

1 UB—FIEF>X EMNES

O K&EL MTX +JAK BRZEZ(E. MTX EDLE T, EXR7D MAOAICEH JAK BHEE TH S TOF BKU BAR D, TilREEHIFABEDER
O LT BIEFEAERE UTARSNTNB[2] [3]. ACQ &IFHRNERR
® /N0 1. ERLEEERICEAT D JIAK BEREFOMEXIRR(E. DHEEESSENTLDIN, 24 BRODFT—925EEUTERY
O HIH 1,000 A&pfzD 5 (-14~53) A, HEXHREF 1.19 | B,

O EFS=E (0.49~2.90) .

O IS5

2. EERCRIEICRIT D JAK PEESER ORI, 1,000
A=D1 (-6~15) NEA. HEMRF0.86 (0.27~
2.68) .

A CQ THRFILTZ 54D RCT DFERT(F. 12 BFTOEESR
EFREEFEPBPECEALUT, JAKIAEROFZER [FS
F] Thole. —A. ABICHITD IAK BEEOTHIREATE
RTIEEEESSHN 24 BETIC4.30~4.91%. EERRIE
$H¥1.90~2.88% (4.87~6.64 - 100 AF) THD
BEERICHAUTERBNZT —FEZEREL. EHL LR
RiE ] EHErUE.

TOF OMEREEHIAET(E 24 BIFIC 7,021 B2 ERTOI SR
DTz, ¥4 63.0 k. Wt 5598 Hll (79.7%). BHintE 248
BIOEHERT. EERBEER(E 4.91% (337/6,866 ). EE/RRHK
ZYIE(S 2.88% (198/6,866 5l FELEXK 6.64 - 100 AF). BEFELH
RIBZ (& 0.58%(40/6,866 Hl)T. IEFZSHLHFREEZ (L
3.57% (245/6,866 #l. FLEZR 8.25- 100 AfF). BHESRE
0.42% (29/6,866 #l. F42 0.80 - 100 ALFF). ([DLMMEANR> ME
0.10% (7/6,866 5. FEAZRK 0.23 - 100 AfF). FEPERARIMAIE (S
0.06%(4/6,866 ). FhZEA£AE(F 0.01% (1/6,866 Hl) TH DTz

BAR OMEREEHIAET (& 24 B (C 4731 BNLZEEFAT DTSR
Elxofz. FIFED 63.9 k. X% 3799 I (80.3 % ). FtA%E 24
BEREIOEHERT. EFELBEEERE 4.3% (203/4731 i, FEXR
13.42 - 100 AfF). ERHE/REIYE(L 1.9% (90/4731 fl. FER
4.87 - 100 AF). EHERTIRAEZE0.3% (15/4731 Hl. FAER
0.81 - 100 AfF)T. IFEEZSHILFHIRAEZE 3.1% (146/4731




fBll, FEAER 7.96 - 100 AF). EBMHAES(E 0.4% (17/4731 HI0 F
43 0.91 - 100 AF)., LMIMEBEAARD MME0.1% (7/4731 i, R4
F 0.38 - 100 AfF), ZFEPERARMNATAE /FHZEARAENS 0.1% (7/4720
5, FEAER 0.38 - 100 AF)Th oz,

B¥ 4. TEF > XADOHERE

MR(CEITDEARNBITEST > AOERMESEDIREN ?

¥R UB—FIEF>X EBNNEER
O JERICIK BRI MHLOERICENT, JAKPAERFEFT UL\BIR

® 1K DEMHFEET. LEULRBUVDRENEEINTHD. &

o HCEoTAUAMTERM D Zlzsd, 2RELTOIET>

OB ADHERMEFEXRZT D MO LOFTREENTIET>ILA

O AL WAL, Ml &UT.

B¥E 5. [@EHR A4ANDEBRTDNHLAZ EOREERIDINCOVWTEBRRRIMERMEN(ESDE(EHDM ?

Ll UB—FIEF>X EBINNEER

OBERAERMFZRESDEHD

O BEERAEREFZ(HESDED0EERSH D

@ EEIAHERETZEESDEEFHESRAL
OFEBLRAERMETIZ(HEISDEEFRL

BETY DN FE2EA A RS> 2020 fERBF (CEMLIZU DY
FROZEMREUCT 2T — MERZSREUZ, —AREIR
BEGHEBANE L EEFEFROWE (CMEEZH EEXS
N 7O MIACKH T BMEROERECEHT DESDEES
RVWEDEEZSND,

FERF I MAAER UIVFEFIEDRTEDE VEREDEE
RECERRT DI MHLGERUTH D, MMERICSITDIEERRA
BRFL(FESDEFBESBNEERD, TRAZELNARSA
220200 9NR—T w2 B,

B¥ 6. HRD/IS>R

EFUVHIREZFULRBUVIRD/ISZXENAE UL (FHEBMBZERFTDH ?

R

UB—FIEF>X

EMEER

O hEEEMEN TS

O IEBEfsSZES5 <ENTVD

O NMABHEBEMBRBENTNERF LR
0 BEZSINMAMEBNTLD

O MAPMBNTNSD

OR=F-F=F-3

O OB

IEF>XIOT7AILE LV SoF F—TILHSEFE ULIFHIR
EEBFULLRBRUIRD/INS > X(FE MTX+IAK EEENBZT S
BNTW3EEX S,

ACR50 ZRZE (1238) (CBI9 3 NNT (4.5, DAS28-CRP EfffiE
RRE (1238) (CBA9 3 NNT (£ 6.8, EELNEEERICEAI S NNH
(3 200, EELRRBEICES TS NNH (£ 1000 Tholz.




BE 7. BAMNMR TONAOEAMMIRENTATZFERNBOEESEZHRHFIT DN ?

HlI R UB—FIEF>X EBMNER
O HBIRDOERMMRN LN BRAXRIRZRET UIZHm (IR0, A (&

O BMBROBEBRMUNRNBES <L
O MABLBHBENINEZF LN
O MADERMMRMNBES <L

O MADERMMRERN LN

O cFEFH

TOF10mg : 5319.80 H
BAR 4mg : 5274.90 HH
PEF 150mg : 4577.80 H
UPA 15mg : 5089.20 {4
FIL 200mg : 4893.60 M

o HAMFERL T33(2023 £ 4 BRTE).
B¥ 8. wEHRE BRFAFEDEEAELN?
¥R UB—FIEF>X EMNER

O KE713tEhn

® EEDIENN

O ERTEDFE DB
O hEEDRD

O RERXED

O &cFEFH

O IMBEIEN

EORDIZH, BINTREREREREI.

PIARBRY D, ALK > CTHEEBEERD. fleLT3EE
BoBETHEI DL, EARIBEEE 1 /A 30 H. TOF 10mg.
BAR 4mg. PEF 150mg. UPA 15mg. FIL 200mg (&. &NEN
47878.20 4. 47474.10 4. 4120.02 H. 4580.28 M. 4404.24
A&, 50D 7 81(C8Hh25 111715.80 H. 110772.90 M.
96133.80 . 106873.20 . 102765.60 BlItt=REF Tz (ZE
REERRREIBE L10D,

Bi¥ 9. FRlE COBRRKEEBLGHEZHEECLOTHIEREDON ?

| Ub—FIEF>X ENNELE

O LWWnX AN@) EBHDBCEBERITELETH DN, bDMARD THRATIREED
O BE5K, LNX SAREIRENMER D C EFERES LUBECEDTEF UL,

O HBESL, (F

o I\

O &FExF

O IMBEIEN




B¥ 10. RITOUHEN TONMAFEITOIED ?

HlI R UB—FIEF>X EBNKEER

O LNz 2NV TSN TVDEAITH D, ERNTHERTETHD.
O &8T5, LR

O HESL, [FW
® (I

O &cFEFH

O IMBEIEN

SER

1. Kawahito VY, et al. Drug treatment algorithm and recommendations from the 2020 update of the Japan College of Rheumatology clinical practice guidelines for the
management of rheumatoid arthritis-secondary publication. Mod Rheumatol. 2023;33(1):21-35

2. Jr7AT—A=H. IV VEIEERBER Vol. 14

3. BRAM—SrUU—-H%Astt. AL MEEFERIER Vol.7



BRIA RACQ29 x@itez®z, (PubMed)

No. EEERY IR R

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

2[reumat*[tiab] OR revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR 173,786
artrit*[tiab] OR diseas*[tiab] OR condition*[tiab] OR nodule*[tiab])

3|felty*[tiab] AND syndromel[tiab] 772

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

5|#1 OR #2 OR #3 OR #4 208,087
"janus kinase inhibitors"[mh] OR "janus kinases"[mh] OR "janus kinase inhibitor*"[tiab]

6 OR "JAK inhibitor*"[tiab] OR JAK1*[tiab] OR JAK2*[tiab] OR JAK3*[tiab] OR TYK2*[tiab] 24,966
OR tsDMARD*[tiab] OR "ts DMARD*"[tiab] OR "targeted synthetic DMARD*"[tiab] OR Y
jakinib*[tiab]

. tofacitinib[nm] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] 2487
OR CP690*[tiab] OR CP-690*[tiab] ’
baricitinib[nm] OR baricitinib[tiab] OR "baricitinib phosphate"[tiab] OR "baricitinib

8|phosphate salt"[tiab] OR Olumiant[tiab] OR INCB028050[tiab] OR INCB-28050[tiab] OR 998
LY3009104[tiab] OR LY-3009104(tiab]
peficitinib[nm] OR peficitinib[tiab] OR Smyraf[tiab] OR ASP015K[tiab] OR ASP-015K[tiab]

9|OR AS1940150BR[tiab] OR AS-1940150BR[tiab] OR JKT201A[tiab] OR JKT-201A[tiab] 97

10 upadacitinib[nm] OR upadacitinib[tiab] OR Rinvoq[tiab] OR ABT494[tiab] OR ABT- 396
494[tiab] OR A1293543[tiab] OR A-1293543[tiab]

1 filgotinib [nm] OR filgotinib[tiab] OR Jyseleca[tiab] OR GS6034[tiab] OR GS-6034[tiab] OR 208
GLPG0634[tiab] OR GLPG-0634[tiab]

12(#6 OR #7 OR #8 OR #9 OR #10 OR #11 25,804

131#5 AND #12 2,269
("randomized controlled trial"[pt] OR "controlled clinical trial"[pt] OR "clinical trial"[pt] OR

" "drug therapy"[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR 4613589
placebo[tiab] OR trial[tiab] OR groups[tiab]) NOT ("case reports"[pt] OR "case T
report*"[tiab] OR "case series"[tiab]) NOT ((animals[mh]) NOT (humans[mh]))

15|#13 AND #14 1,467

16|#15 AND 1900/1/1:2022/6/30[dp] 1,407

¥%%B 2022/9/20




&ERA RACQ29 x@it@®:= (Cochrane)

No. N R

#1 MeSH descriptor: [Arthritis, Rheumatoid] explode all trees 6,535
(rheumatoid:ti,ab OR reumatoid:ti,ab OR reumatoid:ti,ab OR rheumat*:ti,ab OR

#2 reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR 20,946
artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab)

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

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

#5 #1 OR #2 OR #3 OR #4 21,781

#6 MeSH descriptor: [Janus Kinase Inhibitors] explode all trees 102

#7 MeSH descriptor: [Janus Kinases] explode all trees 159
("janus kinase" NEXT inhibitor*):ti,ab OR ("JAK" NEXT inhibitor*):ti,ab OR JAK1*:ti,ab OR

#8 JAK2*:ti,ab OR JAK3*:ti,ab OR TYK2*:ti,ab OR tsDMARD*:ti,ab OR ("ts" NEXT 2,157
DMARD*):ti,ab OR ("targeted synthetic" NEXT DMARD*):ti,ab OR jakinib*:ti,ab

49 tofacitinib:ti,ab OR tasocitinib:ti,ab OR Xeljanz:ti,ab OR Jakvinus:ti,ab OR CP690*:ti,ab OR 1,008
CP-690*:ti,ab
baricitinib:ti,ab OR "baricitinib phosphate":ti,ab OR "baricitinib phosphate salt":ti,ab OR

#10 Olumiant:ti,ab OR INCB028050:ti,ab OR INCB-28050:ti,ab OR LY3009104:ti,ab OR LY- 573
3009104:ti,ab

411 peficitinib:ti,ab OR Smyraf:ti,ab OR ASP015K:ti,ab OR ASP-015K:ti,ab OR 53
AS1940150BR:ti,ab OR AS-1940150BR:ti,ab OR JKT201A:ti,ab OR JKT-201A:ti,ab

1 upadacitinib:ti,ab OR Rinvoq:ti,ab OR ABT494:ti,ab OR ABT-494:ti,ab OR A1293543:ti,ab 555
OR A-1293543:ti,ab

13 filgotinib:ti,ab OR Jyseleca:ti,ab OR GS6034:ti,ab OR GS-6034:ti,ab OR GLPG0634:ti,ab OR 310
GLPG-0634:ti,ab

#14 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR12 OR #13 3,085

#15 #5 AND #14 1,272
("randomized controlled trial":pt OR "controlled clinical trial":pt OR "clinical trial":pt OR

16 [mh "drug therapy"] OR randomly:ti,ab OR randomized:ti,ab OR" randomised":ti,ab OR 1542 458
placebo:ti,ab OR trial:ti,ab OR groups:ti,ab) NOT ("case reports":pt OR "case" NEXT ' '
report*:ti,ab OR "case series":ti,ab) NOT ([mh animals] NOT [mh humans])

#17 #15 AND #16 with Publication Year from 1900 to 2022, in Trials 1,236

®%B 2022/10/19




ERA RACQ29 kiEZR= (Embase)

No. R IRIREFEL
1|'rheumatoid arthritis'/exp OR 'rheumatoid arthritis' 267,158
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab 273177
OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) '
3|felty*:ti,ab AND syndrome:ti,ab 890
4|caplan*:ti,ab AND syndrome:ti,ab 193
5[#1 OR #2 OR #3 OR #4 346,422
'janus kinase inhibitor'/exp OR 'janus kinase inhibitor*':ti,ab OR 'jak inhibitor*":ti,ab OR jak1*:ti,ab OR jak2*:ti,ab OR jak3*:ti,ab OR tyk2*:ti,ab OR 48,901
tsdmard*:ti,ab OR 'ts dmard*":ti,ab OR 'targeted synthetic dmard*"ti,ab OR jakinib*:ti,ab
; tofacitinib:tn OR tofacitinib:ti,ab OR tasocitinib:ti,ab OR 'tofacitinib citrate":ti,ab OR xeljanz:ti,ab OR jakvinus:ti,ab OR cp690*:ti,ab OR 'cp 690*"ti,ab 4881
baricitinib:tn OR baricitinib:ti,ab OR 'baricitinib phosphate':ti,ab OR 'baricitinib phosphate salt':ti,ab OR olumiant:ti,ab OR incb028050:ti,ab OR 'incb 1784
28050":ti,ab OR ly3009104:ti,ab OR 'ly 3009104":ti,ab
peficitinib:tn OR peficitinib:ti,ab OR smyraf:ti,ab OR asp015k:ti,ab OR 'asp 015k":ti,ab OR as1940150br:ti,ab OR 'as 1940150br":ti,ab OR jkt201a:ti,ab 140
OR 'jkt 201a"ti,ab
10{upadacitinib:tn OR upadacitinib:ti,ab OR rinvoq:ti,ab OR abt494:ti,ab OR 'abt 494":ti,ab OR a1293543:ti,ab OR 'a 1293543"ti,ab 957
11|filgotinib:tn OR filgotinib:ti,ab OR jyseleca:ti,ab OR gs6034:ti,ab OR 'gs 6034"ti,ab OR glpg0634:ti,ab OR 'glpg 0634':ti,ab 538
12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 74,668
13|#5 AND #12 7,446
14|'randomized controlled trial'/de 732,318
15['controlled clinical trial'/de 438,142
16{random*:ti,ab,tt 1,840,691
17|'randomization'/de 95,145
18|'intermethod comparison'/de 290,190
19|placebo:ti,ab,tt 348,579
20[{compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,218
2 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR comparing:ab OR 2575763
comparison:ab) T
22|(open NEXT/1 label):ti,ab,tt 100,580
23|((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,328
24|'double blind procedure'/de 199,930
25| (parallel NEXT/1 group*):ti,ab,tt 30,169
26|crossover:ti,ab,tt OR 'cross over"ti,ab,tt 118,792
. ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR patient OR patients OR 129 684
subject OR subjects OR participant OR participants)):ti,ab,tt !
28|assigned:ti,ab,tt OR allocated:ti,ab,tt 459,239
29| (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 428,348
30|volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,712
31|'human experiment'/de 596,570
32|trial:titt 377,291
13 #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 5,971,444
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR databases)):ti,ab,tt) NOT
34|('comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'randomly 2,925
assigned':ti,ab,tt)

35 'cross - sectional study' NOT (‘'randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 'randomised 245056
controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group"ti,ab,tt OR 'control groups':ti,ab,tt) '
36('case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled"ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,243
37|'systematic review":ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,107
38|nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,130
39|'random field*"ti,ab,tt 2,752
40|('random cluster' NEAR/4 sampl*):ti,ab,tt 1,587
41|review:ab AND review:it NOT trial:ti,tt 1,018,130
42|'we searched':ab AND (review:ti,tt OR review:it) 43,885
43['update review'":ab 126
44|(databases NEAR/5 searched):ab 57,821

(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR
45(piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR 1,175,482
monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
46|'animal experiment'/de NOT ("human experiment'/de OR 'human'/de) 2,466,595
47]#34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 4,086,137
48(#33 NOT #47 5,286,004
49|#13 AND #48 2,517
50|#49 AND [1900-2022]/py 2,456
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BRIA RACQ29 x@txRzm (EHsk

No. Uy kY EENCEA

#1 BEEnY 7 ~F/TH or BEET Y 7 < F/TA or "rheumatoid arthritis"/TA 109,548
"Janus Kinase Inhibitors"/TH OR "Janus Kinase"/TA OR JAK/TA OR tsDMARD/TA OR “ts

72 DMARD"/TA OR “targeted synthetic DMARD”/TA OR #ZR)& &R BIEERIEI Y 7~ FEK/TA 5,891

“ Tofacitinib/TH or k7 7> F =7 /TA or tofacitinib/TA or tasocitinib/TA or €L >/ /TA 1083
or Xeljanz/TA or Jakvinus/TA '

#4 Baricitinib/TH or /XU & F = 7/TA or baricitinib/TA or /)L 2 > +/TA or Olumiant/TA 552

#5 Peficitinib/TH or * 7 « & F = 7/TA or peficitinib/TA or 2~ 4 Z 7 /TA or Smyraf/TA 86

6 Upadacitinib/TH or 7 /3% > F =7 /TA or upadacitinib/TA or U > 7 % v 7 /TA or 180
Rinvoq/TA

#7 Filgotinib/TH or 7 4 JLIF =7 /TA or filgotinib/TA or >+ L #1/TA or Jyseleca/TA 120

#8 #2 or #3 or #4 or #5 or #6 or #7 6,064

#9 #1 and #8 1,394

#10 #9 and DT=1900:2022 1,394

#11 #10and (X 2 T7F U Z/THor Y AT T4 v oL Ea—/THor ZEAA K74 > /TH) 56

#12 #10 and (RD=XZT7F U X ZEHA T4 ) 0

13 #10and (X2 T7F U R /TAor Y RTIXT A v 7L Ea—/TAor BEHA K Z4 >/ TA) ’1

#14 #11 or #12 or #13 60

#15 #10 and S AHFZR/TH 254

#16 #10 and (RD=5 > & L L L&) 5
#10 and (/N AFFZ/TA or BRIRELER/TA or 5 > & LML ELEEAER/TA or EF AL LLEEER/TA

417 or 55 | FHFER/TA or 100
2 11 FB5UER/TA or ZE IIIAEER/TA or B IVAEER/TA or 3ESMEFER/TA or RIZFIEFER/TA or
7 v & LEE/TA)

#18 (#15 or #16 or #17) not #14 276

®%H 2022/10/16




AHRA RACQ29 x#kiR%= (not RCT) (PubMed)
No. EEERY IR R

1|"arthritis, rheumatoid"[mh] 122,884
"(rheumatoid[tiab] OR reumatoid[tiab] OR reumatoid[tiab] OR rheumat*[tiab] OR

2|reumat*[tiab] OR revmat*[tiab]) AND (arthritis[tiab] OR artritis[tiab] OR arthrit*[tiab] OR 174,019
artrit*[tiab] OR diseas*[tiab] OR condition*[tiab] OR nodule*[tiab])"

3|felty*[tiab] AND syndrome[tiab] 772

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

5|#1 OR #2 OR #3 OR #4 208,359
"janus kinase inhibitors"[mh] OR "janus kinases"[mh] OR "janus kinase inhibitor*"[tiab]

6 OR "JAK inhibitor*"[tiab] OR JAK1*[tiab] OR JAK2*[tiab] OR JAK3*[tiab] OR TYK2*[tiab] 24,346
OR tsDMARD*[tiab] OR "ts DMARD*"[tiab] OR "targeted synthetic DMARD*"[tiab] OR Y
jakinib*[tiab]

. tofacitinib[nm] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] 2508
OR CP690*[tiab] OR CP-690*[tiab] ’
baricitinib[nm] OR baricitinib[tiab] OR "baricitinib phosphate"[tiab] OR "baricitinib

8|phosphate salt"[tiab] OR Olumiant[tiab] OR INCB028050[tiab] OR INCB-28050[tiab] OR 1,005
LY3009104[tiab] OR LY-3009104(tiab]
peficitinib[nm] OR peficitinib[tiab] OR Smyraf[tiab] OR ASP015K[tiab] OR ASP-015K[tiab]

9|OR AS1940150BR[tiab] OR AS-1940150BR([tiab] OR JKT201A[tiab] OR JKT-201A[tiab] 97

10 upadacitinib[nm] OR upadacitinib[tiab] OR Rinvoq[tiab] OR ABT494[tiab] OR ABT- 399
494[tiab] OR A1293543[tiab] OR A-1293543[tiab]

1 filgotinib [nm] OR filgotinib[tiab] OR Jyseleca[tiab] OR GS6034[tiab] OR GS-6034[tiab] OR 231
GLPG0634[tiab] OR GLPG-0634/[tiab]

12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 25,900

13]|#5 AND #12 2,290
("randomized controlled trial"[pt] OR "controlled clinical trial"[pt] OR "clinical trial"[pt] OR

1 "drug therapy"[sh] OR randomly[tiab] OR randomized[tiab] OR randomised[tiab] OR 4622418
placebo[tiab] OR trial[tiab] OR groups[tiab]) NOT ("case reports"[pt] OR "case T
report*"[tiab] OR "case series"[tiab]) NOT ((animals[mh]) NOT (humans[mh]))

15|#13 NOT #14 808

16|#15 AND 1900/1/1:2022/6/30[dp] 755

®%B 2022/10/20




ERA RACQ29 x@it@zxE=z (not RCT) (Cochrane)

No. N R

#1 MeSH descriptor: [Arthritis, Rheumatoid] explode all trees 6,535
(rheumatoid:ti,ab OR reumatoid:ti,ab OR reumatoid:ti,ab OR rheumat*:ti,ab OR

#2 reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab OR arthrit*:ti,ab OR 20,946
artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab)

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

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

#5 #1 OR #2 OR #3 OR #4 21,781

#6 MeSH descriptor: [Janus Kinase Inhibitors] explode all trees 102

#7 MeSH descriptor: [Janus Kinases] explode all trees 159
("janus kinase" NEXT inhibitor*):ti,ab OR ("JAK" NEXT inhibitor*):ti,ab OR JAK1*:ti,ab OR

#8 JAK2*:ti,ab OR JAK3*:ti,ab OR TYK2*:ti,ab OR tsDMARD*:ti,ab OR ("ts" NEXT 2,157
DMARD*):ti,ab OR ("targeted synthetic" NEXT DMARD*):ti,ab OR jakinib*:ti,ab

49 tofacitinib:ti,ab OR tasocitinib:ti,ab OR Xeljanz:ti,ab OR Jakvinus:ti,ab OR CP690*:ti,ab OR 1,008
CP-690*:ti,ab
baricitinib:ti,ab OR "baricitinib phosphate":ti,ab OR "baricitinib phosphate salt":ti,ab OR

#10 Olumiant:ti,ab OR INCB028050:ti,ab OR INCB-28050:ti,ab OR LY3009104:ti,ab OR LY- 573
3009104:ti,ab

411 peficitinib:ti,ab OR Smyraf:ti,ab OR ASP015K:ti,ab OR ASP-015K:ti,ab OR 53
AS1940150BR:ti,ab OR AS-1940150BR:ti,ab OR JKT201A:ti,ab OR JKT-201A:ti,ab

1 upadacitinib:ti,ab OR Rinvoq:ti,ab OR ABT494:ti,ab OR ABT-494:ti,ab OR A1293543:ti,ab 555
OR A-1293543:ti,ab

13 filgotinib:ti,ab OR Jyseleca:ti,ab OR GS6034:ti,ab OR GS-6034:ti,ab OR GLPG0634:ti,ab OR 310
GLPG-0634:ti,ab

#14 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR12 OR #13 3,085

#15 #5 AND #14 1,272
("randomized controlled trial":pt OR "controlled clinical trial":pt OR "clinical trial":pt OR

16 [mh "drug therapy"] OR randomly:ti,ab OR randomized:ti,ab OR" randomised":ti,ab OR 1542 457
placebo:ti,ab OR trial:ti,ab OR groups:ti,ab) NOT ("case reports":pt OR "case" NEXT ' '
report*:ti,ab OR "case series":ti,ab) NOT ([mh animals] NOT [mh humans])

#17 #15 NOT #16 with Publication Year from 1900 to 2022, in Trials 26
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HRA RACQ29 k&%= (not RCT) (Embase)

No. R IRIREFEL
1|'rheumatoid arthritis'/exp OR 'rheumatoid arthritis' 267,158
(rheumatoid:ti,ab OR reumatoid:ti,ab OR revmatoid:ti,ab OR rheumat*:ti,ab OR reumat*:ti,ab OR revmat*:ti,ab) AND (arthritis:ti,ab OR artritis:ti,ab 273177
OR arthrit*:ti,ab OR artrit*:ti,ab OR diseas*:ti,ab OR condition*:ti,ab OR nodule*:ti,ab) '
3|felty*:ti,ab AND syndrome:ti,ab 890
4|caplan*:ti,ab AND syndrome:ti,ab 193
5[#1 OR #2 OR #3 OR #4 346,422
'janus kinase inhibitor'/exp OR 'janus kinase inhibitor*':ti,ab OR 'jak inhibitor*":ti,ab OR jak1*:ti,ab OR jak2*:ti,ab OR jak3*:ti,ab OR tyk2*:ti,ab OR 48,901
tsdmard*:ti,ab OR 'ts dmard*":ti,ab OR 'targeted synthetic dmard*"ti,ab OR jakinib*:ti,ab
; tofacitinib:tn OR tofacitinib:ti,ab OR tasocitinib:ti,ab OR 'tofacitinib citrate":ti,ab OR xeljanz:ti,ab OR jakvinus:ti,ab OR cp690*:ti,ab OR 'cp 690*"ti,ab 4881
baricitinib:tn OR baricitinib:ti,ab OR 'baricitinib phosphate':ti,ab OR 'baricitinib phosphate salt':ti,ab OR olumiant:ti,ab OR incb028050:ti,ab OR 'incb 1784
28050":ti,ab OR ly3009104:ti,ab OR 'ly 3009104":ti,ab
peficitinib:tn OR peficitinib:ti,ab OR smyraf:ti,ab OR asp015k:ti,ab OR 'asp 015k":ti,ab OR as1940150br:ti,ab OR 'as 1940150br":ti,ab OR jkt201a:ti,ab 140
OR 'jkt 201a"ti,ab
10{upadacitinib:tn OR upadacitinib:ti,ab OR rinvoq:ti,ab OR abt494:ti,ab OR 'abt 494":ti,ab OR a1293543:ti,ab OR 'a 1293543"ti,ab 957
11|filgotinib:tn OR filgotinib:ti,ab OR jyseleca:ti,ab OR gs6034:ti,ab OR 'gs 6034"ti,ab OR glpg0634:ti,ab OR 'glpg 0634':ti,ab 538
12|#6 OR #7 OR #8 OR #9 OR #10 OR #11 74,668
13|#5 AND #12 7,446
14|'randomized controlled trial'/de 732,318
15['controlled clinical trial'/de 438,142
16{random*:ti,ab,tt 1,840,691
17|'randomization'/de 95,145
18|'intermethod comparison'/de 290,190
19|placebo:ti,ab,tt 348,579
20[{compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 599,218
2 (evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR compared:ab OR comparing:ab OR 2575763
comparison:ab) T
22|(open NEXT/1 label):ti,ab,tt 100,580
23|((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 263,328
24|'double blind procedure'/de 199,930
25| (parallel NEXT/1 group*):ti,ab,tt 30,169
26|crossover:ti,ab,tt OR 'cross over"ti,ab,tt 118,792
. ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention OR interventions OR patient OR patients OR 129 684
subject OR subjects OR participant OR participants)):ti,ab,tt !
28|assigned:ti,ab,tt OR allocated:ti,ab,tt 459,239
29| (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 428,348
30|volunteer:ti,ab,tt OR volunteers:ti,ab,tt 273,712
31|'human experiment'/de 596,570
32|trial:titt 377,291
13 #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 5,971,444
((random* NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire* OR survey OR surveys OR database OR databases)):ti,ab,tt) NOT
34|('comparative study'/de OR 'controlled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'randomly 2,925
assigned':ti,ab,tt)

35 'cross - sectional study' NOT (‘'randomized controlled trial'/de OR 'controlled clinical study'/de OR 'controlled study'/de OR 'randomised 245056
controlled':ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'control group"ti,ab,tt OR 'control groups':ti,ab,tt) '
36('case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled"ti,ab,tt OR 'randomized controlled':ti,ab,tt) 20,243
37|'systematic review":ti,tt NOT (trial:ti,tt OR study:ti,tt) 223,107
38|nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 18,130
39|'random field*"ti,ab,tt 2,752
40|('random cluster' NEAR/4 sampl*):ti,ab,tt 1,587
41|review:ab AND review:it NOT trial:ti,tt 1,018,130
42|'we searched':ab AND (review:ti,tt OR review:it) 43,885
43['update review'":ab 126
44|(databases NEAR/5 searched):ab 57,821

(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR
45(piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR 1,175,482
monkeys:ti,tt OR trout:ti,tt OR marmoset*:ti,tt) AND 'animal experiment'/de
46|'animal experiment'/de NOT ("human experiment'/de OR 'human'/de) 2,466,595
47]#34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 4,086,137
48(#33 NOT #47 5,300,445
49|#13 NOT #48 4,670
50|#49 AND [1900-2022]/py 4,670
#®%HB 2022/10/15




EFIA RACQ29 @@zl (not RCT) (EES

No. Uy kY EENCEA
#1 BEEnY 7 ~F/TH or BEET Y 7 < F/TA or "rheumatoid arthritis"/TA 109,548
"Janus Kinase Inhibitors"/TH OR "Janus Kinase"/TA OR JAK/TA OR tsDMARD/TA OR “ts
#2 DMARD"/TA OR “targeted synthetic DMARD”/TA OR #ZR)& &R BIEERIEIL Y 7~ FEK/TA 5,891
“ Tofacitinib/TH or k7 7> F =7 /TA or tofacitinib/TA or tasocitinib/TA or €L >/ /TA 1083
or Xeljanz/TA or Jakvinus/TA '
#4 Baricitinib/TH or /XU & F = 7'/TA or baricitinib/TA or /L 2 > +/TA or Olumiant/TA 552
#5 Peficitinib/TH or * 7 4 F = 7/TA or peficitinib/TA or <4 Z 7 /TA or Smyraf/TA 86
6 Upadacitinib/TH or 7 /8% > F =7 /TA or upadacitinib/TA or U > 7 % 7 /TA or 180
Rinvoq/TA
#7 Filgotinib/TH or 7 4 JL IF =7 /TA or filgotinib/TA or >+ L #1/TA or Jyseleca/TA 120
#8 #2 or #3 or #4 or #5 or #6 or #7 6,064
#9 #1 and #8 1,394
#10 #9 and DT=1900:2022 1,394
#11 #10and (X 2 T7F U ZX/THor Y AT T4 v oL Ea—/THor ZEAA K74 > /TH) 56
#12 #10 and (RD=XZT7F U X ZBEHA K T4 ) 0
13 #10and (X2 T7F U R /TAor Y RTIXT A4 v oL Ea—/TAor ZEHAKFZ4 >/ TA) ’1
#14 #11 or #12 or #13 60
#15 #10 and S AHFZR/TH 254
#16 #10 and (RD=5 > & L L L& HER) 5
#10 and (S AFFZR/TA or BRARRER/TA or 5 > & LA ELEXER/TA or EVE AL LLENER/TA
417 or 55 | FHFER/TA or 100
2 11 185UER/TA or Z IIIAEER/TA or B IVAEER/TA or 3ELMEFER/TA or RIZFIEFER/TA or
7 v & LEF/TA)
#18 (#15 or #16 or #17) not #14 276
#19 #10 not #18 1,118
¥%%B 2022/10/20
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#HHC RACQ29 /NATRAMD') X% (DAS28-CRP remission, ACR50 )

Intention—to—
treat

Unique ID
cQi14

Study ID Experimental
Rubbert-Roth 2020 UPA

Comparator
ABT

Outcome
DAS/ACR

Weight
NA

a

D1

D2

D3

D4

D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



E¥C RACQ29 /NAFTAMDYRY(AHAQ)

Intention—to—
treat

Unique ID
cQi14

Study ID Experimental
Rubbert-Roth 2020 UPA

Comparator
ABT

Outcome

HAQ

+

D1

D2

D3

D4

D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



EHC RA CQ29 /SATFRAM'JR%Y(SAE, serious infection)

Intention—to—
treat

Unique ID
cQi14

Study ID Experimental
Rubbert-Roth 2020 UPA

Comparator
ABT

Outcome Weight 1 D2 D3
AE* NA + + +

*=serious adverse event and serious infection

D1

D2

D3

D4

D5

Low risk
Some concerns

High risk

Randomisation process

Deviations from the intended interventions
Missing outcome data

Measurement of the outcome

Selection of the reported result



ZHD RACQ2 =—EF>RFmT77A/L Question: JAKi compared to bDMARDs for bDMARDSs-IR/-intolerant RA

Certainty assessment Ne of patlents

; Certainty Importance
No.of | Study | Risk of Other Relative Absolute
studies | design bias Inconsistency | Indirectness | Imprecision considerations JAKi | bDMARDs (95% Cl) (95% Cl)

Outcomes used for the recommendation

ACR50 (24w)
1 randomi not not serious not serious seriousa none 180/303 | 153/309 RR 1.20 99 more OPPO CRITICAL
sed serious (59.4%) | (49.5%) | (1.04to1.39) | per 1,000 Moderate
trials (from 20
more to
193 more)
DAS28-CRP remission (24w)
1 randomi not not serious not serious seriousa none 139/303 | 97/309 RR 1.46 144 more @@@Q CRITICAL
sed serious (45.9%) | (31.4%) | (1.19t01.79) | per 1,000 Moderate
trials (from 60
more to
248 more)
AHAQ (24w)
1 randomi not not serious not serious serious? none 303 309 - MD 0.13 @@@O CRITICAL
sed serious lower
trials (0.24 lower Moderate
to 0.02
lower)
SAE (24w)
1 randomi not not serious not serious | very seriousc none 10/303 5/309 RR 2.04 17 more @@OO CRITICAL
sed Serious (3.3%) (1.6%) (0.71t0 5.90) | per 1,000 Low
trials (from 5
fewer to 79
more)
Serious Infection (24w)
1 randomi not not serious not serious | very seriouse none 3/303 1/309 RR 3.06 7 more APOO CRITICAL
sed serious (1.0%) (0.3%) |(0.32t029.25) | per 1,000 Low
trials (from 2
fewer to 91
more)




Certainty assessment Ne of patlents

; Certainty Importance
No. of Study Rlsk of Other Relative Absolute

Outcomes related to the recommendation

ACR20 (24w)
1 randomi not not serious not serious seriousd none 239/303 | 228/309 RR 1.07 52 more @@@O CRITICAL
sed serious (78.9%) | (73.8%) | (0.98t01.17) | per 1,000 Moderate
trials (from 15
fewer to
125 more)
ACRT70 (24w)
1 randomi not not serious not serious serious? none 113/303 | 82/309 RR1.41 109 more BPPO CRITICAL
sed serious (37.3%) | (26.5%) | (1.11t01.78) | per 1,000 Moderate
trials (from 29
more to
207 more)

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

a. The 95% confidence interval of the risk ratio includes the decision thresholds of 1.25

b. The 95% confidence interval of the mean difference includes the minimally important difference of -0.22
¢. The 95% confidence interval of the risk ratio includes both the decision thresholds of 0.75 and 1.25

d. The total sample size is small



BRE RACQ29 7#L X k7 BOvw b

Outcomes used for the recommendation

ACR50 (24w)
JAKi hDMARD s Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Randoem, 95% CI
Rubhbert-Roth 2020 180 303 163 309 100.0% 1.20[1.04, 1.39
Total (95% CI) 303 300 100.0% 1.20[1.04, 1.39]
Total events 180 163
_I:EtsterngEHEIl':.f;I Nf?t atpgjliazhlid =0.01 0.08 02 i 5 el
est for overall effect: Z=2.44 F = 0.01) Favours [BDMARDS]  Favours [JAK
DAS28-CRP remission (24w)
JAKi hDMARD s Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Randoem, 95% CI
Rubhbert-Roth 2020 139 303 97 309 100.0% 146118, 1.79
Total (95% CI) 303 300 100.0% 146 [1.19, 1.79] -l
Total events 1349 a7
Heterogeneity: Mat applicable IZIIS IZIIT ; 155 2'
Test for cwerall effect: £ =362 (F = 0.0003) Favours [BDMARDS]  Favours [JAK
AHAQ (24w)
JAKI bOMARD s Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight N, Random, 95% CI IV, Random, 95% CI
Rubhert-Rath 2020 -0.79 07077 303 -066 07147 309 100.0% -0013 [-0.24, -0.02]
Total (95% CI 303 300 100.0%  -0.13 [0.24, -0.02] -esultee--
Heterogeneity: Mot applicable + f t t
i _ -0.8 -0.25 ] 0.25 0.5
Test for overall effect 2= 226 F = 0.02 Fawours [JAKI] Favours [BOMARDS]
SAE (24w)
JAKi hDMARD s Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Randoem, 95% CI
Rubhbert-Roth 2020 10 303 5 309 100.0% 204 [0.71, 5.900 -
Total (95% CI) 303 300 100.0% 2.04[0.71, 5.90] -~saiine--
Total events 10 ]
?Ets? rngEHEIl':.f;I Nf?t atpgjlia1h|§2 =01 00t 01 1 10 100
estfor overall effect 2=1.32 F =0.19) Favours [JAK] Favours [hDMARDs]
Serious Infection (24w)
JAKi hDMARD s Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Randoem, 95% CI
Rubhbert-Roth 2020 3 303 1 309 1000% 306 [0.32, 29.29)
Total (85% CI) 303 309 100.0% 3.06 [0.32, 29.25] ——ne BN
Total events 3 1
Heterogeneity: Mat applicable t t l J
Test for cwerall effect £ =097 (F = 0.33) 0.01 0.1 1 10 100

Favours [JAK] Favours [hDhdARDs]



Outcomes related to the recommendation

ACR20 (24w)
JAKi hDMARD s Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Randoem, 95% CI
Rubhbert-Roth 2020 239 303 228 309 100.0% 1.07 [0.98, 1.17] 7
Total (95% CI) 303 300 100.0% 1.07 [0.98, 1.17] i
Total events 234 228
Heterogeneity: Mat applicable 055 IZIIT ; 155 '
Test for cwerall effect £=148F =0.14) Favours [BDMARDS]  Favours [JAK
ACR70 (24w)
JAKi hDMARD s Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Randoem, 95% CI
Rubhbert-Roth 2020 113 303 82 309 1000% 141 111,179
Total (95% CI) 303 300 100.0% 141111, 1.78] -
Total events 113 az
Heterogeneity: Mat applicable l t —
Test for wwerall effect: £ =2 83 (F = 0.004) 05 07 1 15 2

Favours [iDMARDs] Favours [JAKD
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CQ (No.PICO)

RA CQ29 : bDMARD THRER+H THEEMN LOKEESERET S RA BE(C, JAK FAEENDIZS(E bDMARD [CHATERH ?

B : bDMARD THEF+9 THEEMU LOKEBEBEEET S RA BE

A 1 MTX +JAK PRZEE

388 : MTX+ bDMARD

FE7 ML (EAX) : ACR50, DAS28(CRP)EMER, HAQZ(LE. EEAEEER. BELBLE

SR N4 (BE) : AC20, ACR70. DAS28(ESR)EfR.

BE  EHUOTFOREDEEAREE, T3 MTX TAREMIEL. PER+/25E(C bDMARD JAEERIAT 5. bDMRAD TEMERH72 RA BE(C. JAK FEEEADZEE ED
bDMARD ADEEDNTNAERNERT T3 LM, ARGHRECEETHS.

B¥ 1. BE CoORERMERSEN?

Ll UY—FIEF>VX EMNER
O LWWX bDMARD #IRA+3 2 (EAMERE (CH 1T DRDEEER (&

O &BESL, WX JICR 3 RS> Tl(d phase 3 [CHZHTDH[1]. L\IND

O HESL, FW bDMARD &7z (3 JAK [HERZRIRY 2WNIEELBEETHD.

® (I AREIBLEEIETHD,

O EFSFH

O IMB5IEN

BEE 2. EFXULLVWMR FHSNZLEFZULLVIIREEDEEDEDN ?

I UY—FIEF>VX EBNNEER

OForps) bDMARD & JAK BREZEDLER T, EXRT7D MIACELT EERFTIMAOACEAULT,

® /=) 1. ACRS50ERZE (24i8E5) (CRIY 2 JAK BHERBOEMMIR | 1. ACR20 (24 188F) (CBII D JIAK PAEFERFDIEIIZIR (.
O (F. 1,000 A&7z 99 (20~193) AN, BXFNRE 1,000 Adpfeh 52 (-15~125) AEH. BXZIRE 1.07
O KEW RR1.20 (1.04~1.39), (0.98~1.17),

O &FEFH

O IMBIEN




2. DAS28-CRP EffEmKER (24 :8KF) DfExdzhiR(E. 1,000
AHTzh 144 (60~248) AEhl. HIFNRFE. RR1.46
(1.19~1.79).

3. HAQ ZftE (24 18K) DExizhRIE. —0.13 (-0.24~—
0.02).

ACR50(24 3B)ERK (% bDMARD(ABT)HY 49.5%. JAK FEEZR
(UPA) 1'59.4%Tdh 0. LEDRFTEBEENDLTLE

. mEEBCEVEDEERU,

RELD, BEFEULLVIRICEL T, B5NIEIRTOIEET JAK

FEEREDEFDONKRE. MEFNEECENTHDILELEF/SND

DHROEEZZERBL. EFEULLRIRE VN &UTz.

2. ACR70 (24 :88f) (CBIT D JIAK BHEZEEFOMEIIFNRE.
1,000 A&z 109 (29~207) AiEpl. HEMIFHRE. 1.41
(1.11~1.78),

1 DoithR (ABT =) & UPA 15mgQD ODLEER) (CE DL 2
&. i bDMARD & JAK BHER(IC—METEDDIT TR,

B 3. EXUKBVMIR FHSNDZLEF U RBUVDIREEDEEDEDN ?

1 UB—FIEF>R EMHESE

O K&EL bDMARD & JAK BHEZEDLEE T, EXRF D MAIAICELT BAE2., LEER 1 DORRBRCED<HERTHD.

e 1. EELDAEERICEAT S JAK AEEEFOiEXdsIRE. 1,000

O M A0 17 (=5~79) AiEhl. #ExI%IRERR 2.04 AHERTIE, BEREGEEER48E)FEAZR(T ABT H' 1.6%.
O HIH (0.71~5.90), UPA D' 3.3% T D, EE/RBIAE(24 B FRERL ABT 1
O TFEE 2. EELQBAMECEYT D IAK EEREIOEMRE. 1,000 A | 0.3%. UPAN 1.0%THo/z (BEEEL).,

O BMS51EN

HBED 7 (-2~91) At&Ehl. HHMIZRERR 3.06 (0.32~
29.25).

SEZ L1023 JAK HEROTIREEHRE T IEEEEERN 24
BEFETIC 4.3~4.91%., EFERBPAEN 1.9~2.88% (4.87~
6.64 - AfF) THD. AFHERD UPA DEFE U <1RVVHR(ETHA
ENBEENTHD. UPA DEFU IRVVEIRF/NE LAY,
(ABT KD EXRSMEREICH D EZHREL. EFULRRVDIR
(& TR EHBRUTZ,

£EZE LT, TOF KLU BARI OfREEHIFABDER TS,
TOF TIIEEREEERE 4.91%. EFELRBRIYES 2.88%Tdh
D. BARI TIEERBEEHR(E 4.3%. ELERBIYIEE 1.9%
THhoTz. [2] [3]

£Z &L UT. select-compare ittfg (MTX-IR BEXR) Tl
EERBESR (26W) UPA N 3.7%. ADAN4.3%TH 0.
EELRBYE (26W) (Z UPA 1.8%. ADA 1.5% CH o/, [4]




B¥ 4. TEF O ADHER M

MRICEITDEHRNBIEST > XOERMEFEDREN ?

) iy UH—FIEF>X BB
O IEE(CR BRI MHALADERICENT, JAK EER(FEE UL RN

| JEli¥ =B, BEULRUVIRBTIERENTS D, BECED

O TRUABTIERM>fEfzth. £EKEUTOIET > ADOHEENE

oR=" (FERRRT I SMHAOFTEHEVNIET > ALANILEZRAL.,

O BHAAFRRL MKl &UT=.

B# 5. i A4HQEERTD MHOLZEOEEERITDINCODVWTEERAERENREISDE(EHDH ?

) iy UH—FIEF>X BB

O EBRAHERMEFTZ(FESDESDD

O EBRAHERMFTZ(HESDED0IEERSH D

@ EELAHRETZEESDEEFHESRRL
O BEBRAHEREFTIZ(FHESDEEFRRL

BB DX F S RS> 2020 1R BF(CEBELIZU DN F
ROSZEMRELVET > — MERESREUZ, —INREE
(FRE XN E CERRAEFROME (CMEZS < EEX5N. 7
D AL T DMMEBRDEERME(CE T DESDE(FDTRNED
EEZBND.

FERTDI MAOAR, UVIOXFEFECREEDE EBREDR
BRE(CERRT T MOLEERLTHED., MERCHSITIEE
IRAERFC(FESDEEFHETSRBNEERD, [RAZEN

1 R3514220200 9R—2 K2 B,

B¥E 6. HRDINSR LFEUVWIREEHFLLLR

WHRDI\S > RENTAE UL (FHEBMIRZESZFFT DN ?

I

UY—FIEF>VX

EBNNEER

O tEBsHRMENTLD

O ksERhBSES<ENTULD

O MABHEBEMBEENITNEZRF LR
O BZSLNANEBNTND

O TABENTNSD

® =FEEH

O BMSIE

EFULWIRTHD 248D [ACR50]. [DAS28CRP Ef# .
THAQ Z{tE] (F JAK PAEZFAFH bDMARD BF K D> TS
M BRUKIBUVNIRTH D [ERLEEER] [EHE/RYE]
(CDWNWTE JAK FAERBTIBMUTZ. BFEUVBRELEFTLLLRR
UVEIRDIS DR (ITA LB RO EB5 5 —7HDdr a3 F5 U

RrWEUTE.

ACR50 ERE (24:8) (CBI9 S NNT (d10.1, DAS28-CRP &
BRERE (2438) (CEIF 2 NNT (3 6.9, EFLREESRCEHT
2 NNH (% 58.8. EFEVBAAE(CRAY D NNH (3 142.9 THD
-

BHE2 CREITEHULTED., BWERVWINOERITES
<. BEWCT DI T IV Dz,

¥ 7. BAMNMR ZONMADERMRETAE

FESLEBHBD EE 5235 DM ?

¥R

UY—FIEF>VX

EMEEER




O B IRDOBERMMREN LN

O EBMBBOBEBRMMNRNBES <L
O MABLEBRBENINEFFLRN
O MADERMHNRABES <L

O MADERMMRN LN

O &cFEFH

o IRAMFERL

BRXMREIRET UTS5mSEiR0N,

ABT SUEE#EH 250m g (X 54,444 A/HRTH D,
UPA 15mg(d 5,089.20 H T3,

(&%)
ABT BRI R IARECKIDESENEDD.
%2582 T DAS28CRP MZELEDZE (UPA — ABT) (&,
60 kg>Ki#: 7T ABEH - 0.44 (-0.83~-0.05)
60kg LUt : T ABEH —0.53 (—0.73~—0.33)
THH., BRPRCDOVWTIEAREICLDENIEN DT,
CDERREER CI3Z < DERE(572 AH 470 A)H 60kg AET
ooz,

B¥ 8. wEHRE BRFIACEDEEASLN?

¥R

UY—FIEF>VX

EMEEER

O KRS8

O FREEDIEN

O B|RTEZ 3 (FEDEINEHL
O HEEDRD

O KSR

® =FEFH

O IHBIR0N

AN

ABT BB ERA TR, BANRY R, BEMREOERERZ
WEET DM, UPA TIEREE UL,
BEBANSENEARECKIDERENERDZD. [EFE
F| THD. MAREDFR, RACK>THSEIBIZERD
A BCEE3ETHETDE. ABT (O—FT+a>J7ZE LR
L) TIE 4BEHZD. 32,666.40 [ (60 kg=kiis) .
48,996.60 F (60 kgl 100kg LA F). 65,332.80 4 (100
kg#8) &712B. UPA Tld. 42,749.30 B THB. %0 7 &
ABT Tld. &476,221.60 M. 114,332.40 @, 152,443.20
M. UPAT(399,748.30 B&iD. HARMRRFFEREFRR
ReEsR3,

¥ 9. FRME COBRRBKRGEBLGANEZEBEHRECLOTHHEREDON ?

¥R

UY—FIEF>VX

EMEEER




O LWWZ

O &5, LWWR
O HsESL, FWN
® (FL)

O EFx&x

O OB

AKCQ ICEEBEX DS A MELLESERER (L 1 $RDAHTHD.
bDMARD & JAK FEEZEDK(CEAN &R EIRRI BICIETE
FTUOANRELTWS,

ZEHER T IAK AEENBRECEN DR TH A @
FREBCEVWVAMMEZRLUTVZ, £, BESBRICEALTSE
JAK BHEENSUMERCH D 2. BESNDEHEANDOEELRNE
EERBLUVEERBRIEDOREERTH DIz, AHBR(CBWNTE
bDMARD & JAK BHEZEDBSZRE TSRV EHIBTUTZ,

MEZEFICHEELTVDN, EREESEE. BERGICEOTE
REMER D ERF>EFULWNWEER D, Flo. —HDORFIDHEE
(IS DEEEE DRI B < PIEEEN' S B .

B 10. RiTOUAENE

EITRlREN ?

R

UY—FIEF>X

BMEEER

O LR

O &5, LWR
O HsESL, FWN
® (FL)
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O OB

U

FERSN TV DIERFBOLLE TH D, MEXEREEICERNTHER
FIRETH Do

SE R

1. Kawahito Y, et al. Drug treatment algorithm and recommendations from the 2020 update of the Japan College of Rheumatology clinical practice guidelines for the

management of rheumatoid arthritis-secondary publication. Mod Rheumatol. 2023;33(1):21-35

2. J7AY KA. BILV > VEIEERER Vol.14
3. BRM—3S/UU—#%A&H. AT MEEERIBR Vol.7

4. Fleishman RM, et al. Upadacitinib versus placebo or adalimumab in patients with rheumatoid arthritis and an inadequate response to methotrexate: results of a phase 3,

Double-Blind, randomized controlled trial. Arthritis Rheumatol. 2019;71(11):1788-1800




BEHA

RA CQ30 Xak#xEZE = (PubMed)

Search
Query Results
number
"Arthritis, Rheumatoid/drug therapy"[Majr] OR ("Arthritis, Rheumatoid/therapy"[Majr] AND ("Drug Therapy"[Mesh] OR 22162
"Antirheumatic Agents/therapeutic use"[Mesh])) Y
("Antirheumatic Agents"[PA] OR "Tumor Necrosis Factors/antagonists and inhibitors"[Mesh] OR "golimumab"[Supplementary
Concept] OR "Tocilizumab"[Supplementary Concept] OR "Sarilumab"[Supplementary Concept] OR "Janus Kinase 258 394
Inhibitors"[Mesh] OR "tofacitinib"[Supplementary Concept] OR "baricitinib"[Supplementary Concept] OR '
"peficitinib"[Supplementary Concept] ) AND "therapeutic use"[SH]
3[#1 AND #2 AND (tapering[TIAB] OR titration*[TIAB] OR spasing[TIAB] OR discontinu*[TIAB] OR withdraw*[TIAB]) 1,876
"rheumatoid arthritis"[TI] AND (TNF inhibitor*[TIAB] OR Infliximumab*[TIAB] OR Adalimumab*[TIAB] OR Etanercept*[TIAB] OR
A Golimumab*[TIAB] OR Certolizumab-Pegol*[TIAB] OR Abatacept*[TIAB] OR Tocilizumab*[TIAB] OR Sarilumab*[TIAB] OR Janus 140
Kinase Inhibitors*[TIAB] OR tofacitinib*[TIAB] OR baricitinib*[TIAB] OR peficitinib*[TIAB]) AND (tapering[TIAB] OR
titration*[TIAB] OR spasing[TIAB] OR discontinu*[TIAB] OR withdraw*[TIAB]) NOT medline[SB]
5|#3 OR #4 2,016
6(#5 AND 2012:2019[DP] 837
7|1#6 AND (JAPANESE[LA] OR ENGLISH[LA]) 823
8|#7 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 59
. #7 AND ("Cochrane Database Syst Rev"[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as Topic"[Mesh] OR 6
"systematic review"[TIAB])
10 #7 AND ("Practice Guideline"[PT] OR "Practice Guidelines as Topic"[Mesh] OR "Consensus"[Mesh] OR "Consensus 13
Development Conferences as Topic"[Mesh] OR "Consensus Development Conference"[PT] OR guideline*[TI] OR consensus[Tl])
11|#8 OR #9 OR #10 95
19 #7 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR (random*[TIAB] NOT 198
medline[SB]))
13 #7 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR case 999
comparison*[TIAB]) NOT medline[SB]))
14|(#12 OR #13) NOT #11 190
15 #7 AND ("Epidemiologic Studies"[Mesh] OR "Epidemiologic Research Design"[Mesh] OR "Comparative Study"[PT] OR 412
"Multicenter Study"[PT] OR ((cohort*[TIAB] OR comparative stud*[TIAB] OR follow-up stud*[TIAB]) NOT medline[SB]))
16|#15 NOT (#11 OR #14) 256

541



&EHA RACQ30 XktEFER (Cochrane)

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




EHA RACQ30 XHBRER (EdiE)

#1 BEET) VT EWEE/TH or (BAET) DI F A /TH and EMEEL/TH) 29,462
#2 )X FHI/TH or “Janus Kinase Inhibitors”/TH 160,637
#3 #1 and #2 and GAE/TA or R 5REIRIER/TA or H1E/TA or IKE/TA) 1,843
BEER1) < F /Tl and (JAKBEEZ/TA or JAKREZEHI/TA or tofacitinib/TA or N7 F=T
44 /TA or Qaricitinib/TA or INYUF=T/TA or ’{7499::7ZTA or peficitinib/TA or 9T T74& 24
< F =T /TA or upadacitinib/TA) and (H=E/TA or I 5 EIRER/TA or F1E/TA or {KE
/TA)
#5 #3 or #4 1,844
#6 #5 and (DT=2012:2019) 975
#7 #6 and (A7 F 1) R/TH or YRATITA yHLE1—/TH or BEHARS4>/TH) 12
#8 #6 and (RD=A2T7F ) R ZEHARSAY) 0
#9 #6 and (AT FVR/TA or VATITAVILE1—/TA or BEHARZA2/TA) 4
#10 #7 or #8 or #9 13
#11 #6 and 9T ABFZE/TH 51
#12 #6 and (RD=54 Lk LLERERER) o
#6 and (/F AW/ TA or E PRERER/TA or SUF LML ELBEAER/TA or EAE AL LB ER
#13 /TA or EIHEERER/TA or FEIHERER/TA or FIHERER/TA or FEIVAEERER/TA or JEL 14 16
EX/TA or RIZM4EER/TA or S LEIHF/TA)
#14 (#11 or #12 or #13) not #10 53
#15 #6 and (EEHEHEM/TH or BEMHAETH A /TH) 162
#16 #6 and (RD=#54 L1t L ERERER L BB ZE) 86
#6 and (JEFTHZE/TA or EXBIFFZS/TA or EIROIEEME T/ TA or WERTHZE/TA or %
R HBE/TA or /1AAAYrTATTHIR/TA or $2ARFAE/TA or EGERFFZE/TA or Eﬁgﬁﬁ
#17 T/TA or HtBREAZE/TA or BRRIEHAZE/TA or BAREHIZE/TA or ﬁﬁu*‘}ﬂ@ﬁ}f /TA or Bl 27
REAZE/TA or A7K—EFZE/TA or BEREAZE/TA or BREIHIZE/TA or LLERRRZE/TA or 0
AA—/N—FFZE/TA)
#18 (#15 or #16 or #17) not (#10 or #14) 142

208



EFB RACQ30 X#E#mFRIO—Fvy—hk

JAKi 7

®R%=H 2020/7/30

PubMed Cochrane ErhiE Others(

541 0 208 0

)

Total records identified through

database searching (n= 749 )

Additional records identified through

other sources (n= 0 )

|

Records screened (1st Screening)

(n= 749 )

l

Full-text articles assessed for eligibility

(2nd Screening) (n= 3 )

R d luded * ArticleX>bookMreview, fEn - 455
— soords exclude - rk— MR SEAIN IR S DIREERIR
(n= 746 ) R
CQxt R IR

Full-text articles excluded
with reasons

(n= 0 )

l

Studies included in qualitative synthesis

(n= 3 )

l

Studies included in quantitative synthesis

(meta-analysis) (h= 0 )




FHC RACQ30 IETURTOT7AIL

JAKi 7: JAKIHEE TERF I IER B ZHMHEEHIZILTOIRAEEICIAKIAEEDF EIXFTREN ?

HFROEN (Summary of findings)

FESRYEET{l (Certainty assessment)
_ .

WMEH Efﬁ 1MMPAD DM

HRICAWVEIETY2TO0771)

CDAIE R /(3B & B BB (baricitinibi B 4858)
1 SV LME ; - ; ; 164/245 196/245 RR 0.84 DOOD )
a AT | RHEARTT | EEITA | AT 7L EiUN
[1] ER RATT i RACT ARAITTR £ (66.9%) (80.0%) (0.75 to 0.93) =
BB 6 (baricitinibii E4858)
1 PYZIN|4 sescrus | cw . PSS [ 15/278 19/281 RR 0.80 @00 )
o o SR I TE ST ISR/ Pl NS ) G50 041 to 150 & LN
HROSELRDIMD7ZI FHLDIET Y ATOTZA I
CDAIZ fRH/(HE £ 5 75 B (baricitinibi B 1238)
1 ZIR(4 NN [y— e g | g s 203/245 228/245 RR 0.89 DOOD
[1] SHER ATy AEATG A BT ATy ATy 7oL (82.9%) 93.1%) (083 to0 0.95) . Gigd
B 5 A (baricitinibil 2 4858)
1 FUALE | s | spm ETISEIN 2 59/278 78/281 RR 0.76 PSSO
[1] HSHER ATy AEATG A BT ATy YRS 2L (24.9%) (30.6%) (057 to 1.03) i HE
tofacitinib®) F L $E$EZE (tofacitinibFR L5258 )
1 B T TESI AN — 20/54 10/10 LT52:8#ICSDAL 7 T LI7oF= 10} 1q -
(2] BEER |spscma® | FHAT | wdcs Al 7L 7% (100 |ERERIZ20PGTTH R, EFI7YF TR ORI LITEESE [ . b
B FEE R LE, .
tofacitinibFRILF (3 M B OFE MK E
FIPOFZICENERS LUHE & B BB LT o768 FEH(C
1 \ LR WA MEER WU, NIPYFoTERRIRBELTERELRLEER | 9000 A
(3] BRI SHER A AT b7 7L 0.73/ N4 0.44/ N4 004/ N |BFR. BREGHILFETIS/ AE, MEHTO4/AE, # ey
(n=19) (n=31) (=i (BETOM/AFTHL, BREBHEREUTAORCONT[ - g
Bk, B

#1. RRDISWISHERED FRELBMNZNZh . [MHLLFIEIE RESNSELERRO.I5EMELAEBILRUSNIBEERRII26ONAEEATLD
#2. RRDIS%ISHERHED FRELBMNZENE N, [$RLFELILMHELLFIRIERIFSNHEERRO.752EA TS

#3. M- FUEDREESUH LTIFAL

#4. BT IV WAV DI

#5. A ANDSUF LEShTOEW, RN EL D,

#6. YT ILEA DI

EEIER
1. Takeuchi T, et al. Ann Rheum Dis 2019;78:171-8
2. Kubo S, et al. Rheumatology 2017;56:1293-301

3. Mori S, et al. Clin Rheumatol 2019;38:3391-400



ZEHD RA CQ30 AL RRFOvVE

B F 72 I3ERBESIE(48E)

Baricitinib 2mg  Baricitinib 4mg Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Takeuchi ARD2019 164 245 196 245 100.0% 0.84 [0.75, 0.93]
Total (95% ClI) 245 245 100.0% 0.84 [0.75, 0.93] ]
Total events 164 196
Heterogeneity: Not applicable ! t t t 1

e - 0.01 0.1 1 10 100
Test for overall effect: Z = 3.23 (P = 0.001) Baricitinib4mgM A H £ Ly Baricitinib2mgD A HE L

ERLEIER (488)
Baricitinib 2mg  Baricitinib 4mg Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 85% CI M-H, Fixed, 85% CI
Takeuchi ARD2019 15 278 19 281 100.0% 0.80 [0.41, 1.54] —:'—
Total (95% CI) 278 281 100.0% 0.80 [0.41, 1.54)
Total events 15 19 [
Heterogeneity: Not applicable ‘D. o1 0t1 i 1|0 105

Test for overall effect: 2 = 0.67 (P = 0.50) Baricitinbdmg® A ALY  Baricitinib2mgd A A5 L\

TR - HEREESME(12:E)

Baricitinib 2mg  Baricitinib 4mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Takeuchi ARD2019 203 245 228 245 100.0% 0.89 [0.83, 0.95]
Total (35% CI) 245 245 100.0% 0.89 [0.83, 0.95] (]
Total events 203 228

i

Heterogeneity: Not applicable ¢ .

Lo _ 001 0.1 1 10 100
Tentfor overall efiect Z=2A31=0.0000) Baricitinibdmg® ALY  Baricitinib2mg® 75 A4 Ly

B RIER(48:8)
Baricitinib 2mg  Baricitinib 4mg Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Takeuchi ARD2019 59 278 78 281 100.0% 0.76 [0.57, 1.03]
Total (95% CI) 278 281 100.0% 0.76 [0.57, 1.03]
Total events 59 78

Heterogeneity: Not applicable r '

A _ 0.01 0.1 1 10 100
Test for overall effect: Z = 1.78 (P = 0.07) baricitinbdmg®FAELY  baricitinb2mgD A A S LA
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