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ERIA RACQ65 X@ktEFRZ, (PubMed)

No. RER EENES

#01 |"Arthritis, Rheumatoid/therapy"[Mesh] 52,962

#02 |"Pregnancy"[Mesh] OR "Pregnant Women"[Mesh] 992,563
"Antirheumatic Agents/therapeutic use"[Mesh] OR "Gold/therapeutic use"[Mesh] OR

403 "Leflunomide/therapeutic use"[Mesh] OR "Tacrolimus/therapeutic use"[Mesh] OR "Biological 608,176
Products/therapeutic use"[Mesh] OR "Biological Factors/therapeutic use"[Mesh] OR "Janus Kinase
Inhibitors/therapeutic use"[Mesh]

("Antirheumatic Agents"[PA] OR "bucillamine" [Supplementary Concept] OR "iguratimod"
[Supplementary Concept] OR "Tumor Necrosis Factor-alpha/antagonists and inhibitors"[Mesh] OR

404 "golimumab" [Supplementary Concept] OR "tocilizumab" [Supplementary Concept] OR "Janus Kinase 285.087
Inhibitors"[PA] OR "baricitinib" [Supplementary Concept] OR "tofacitinib"[Supplementary Concept] OR
"sarilumab"[Supplementary Concept] OR "peficitinib"[Supplementary Concept] OR
"upadacitinib"[Supplementary Concept]) AND "therapeutic use"[SH]

#05 |#1 AND #2 AND (#3 OR #4) 271
("rheumatoid arthritis"[TI] OR "arthritis rheumatoid"[TI]) AND (pregnant[TIAB] OR pregnancy[TIAB]

OR gestation*[TIAB]) AND (csDMARD*[TIAB] OR methotrexate[TIAB] OR gold[TIAB] OR
bucillamine[TIAB] OR salazosulfapyridine[TIAB] OR leflunomide[TIAB] OR tacrolimus[TIAB] OR
iguratimod*[TIAB] OR DMARD*[TIAB] OR bDMARD*[TIAB] OR "biological disease-modifying
antirheumatic drug*"[TIAB] OR "biological DMARD*"[TIAB] OR "biologic agent*"[TIAB] OR "TNF

#06 |inhibitor*"[TIAB] OR TNFi[TIAB] OR "Tumor Necrosis Factor inhibitor*"[TIAB] OR "TNF- 120
blocker*"[TIAB] OR "TNF-alpha inhibitor*"[TIAB] OR "TNF biologic*"[TIAB] OR Infliximab[TIAB] OR
Adalimumab[TIAB] OR Etanercept[TIAB] OR golimumab[TIAB] OR Certolizumab[TIAB] OR
tocilizumab[TIAB] OR abatacept[TIAB] OR "JAK inhibitor*"[TIAB] OR "Janus Kinase Inhibitor*"[TIAB]

OR tofacitinib[TIAB] OR baricitinib[TIAB] OR Sarilumab[TIAB] OR Peficitinib[TIAB] OR
Upadacitinib[TIAB])

#07 |#5 OR #6 336

#08 |#7 AND 2019:2022[DP] 71

#09 |#8 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 3

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

#8 AND ("Practice Guideline"[PT] OR "Practice Guidelines as Topic"[Mesh] OR "Consensus"[Mesh]

#11 |OR "Consensus Development Conferences as Topic"[Mesh] OR "Consensus Development 4
Conference"[PT] OR guideline*[TI] OR consensus[TI])

#12 |#8 AND "Review"[PT] 21

#13 |#9 OR #10 OR #11 OR #12 27

14 #8 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR )
(random*[TIAB] NOT medline[SB]))

#8 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR "Observational Study"[PT] OR

#15 |"Observational Studies as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR case 3
comparison*[TIAB]) NOT medline[SB]))

#8 AND ("Epidemiologic Methods"[Mesh] OR "Comparative Study"[PT] OR "Multicenter Study"[PT]

16 OR "Validation Study"[PT] OR "Evaluation Study"[PT] OR (("survival analysis"[TIAB] OR cohort*[TIAB] -
OR comparative stud*[TIAB] OR follow-up stud*[TIAB] OR prospective stud*[TIAB] OR Retrospective
study*[TIAB]) NOT medline[SB]))

#17 |(#14 OR #15 OR #16) NOT #13 23

#18 |#8 NOT (#13 OR #17) 21

e
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BEA RACQ65 @i#&zE= (Cochrane)
No. Y EENCE S
#01 ["rheumatoid arthritis":ti OR "arthritis rheumatoid":ti 12,501
#02 |pregnant:ti,ab,kw OR pregnancy:ti,ab,kw OR gestation*:ti,ab,kw 89,083
csDMARD*:ti,ab,kw OR methotrexate:ti,ab,kw OR gold:ti,ab,kw OR bucillamine:ti,ab,kw OR
salazosulfapyridine:ti,ab,kw OR leflunomide:ti,ab,kw OR tacrolimus:ti,ab,kw OR
iguratimod*:ti,ab,kw OR DMARD*:ti,ab,kw OR bDMARD*:ti,ab,kw OR "biological disease-
modifying antirheumatic drug*":ti,ab,kw OR "biological DMARD*":ti,ab,kw OR "biologic
#03 agent*":ti,ab,kw OR "TNF inhibitor*":ti,ab,kw OR TNFi:ti,ab,kw OR "Tumor Necrosis Factor 40,183
inhibitor*":ti,ab,kw OR "TNF-blocker*":ti,ab,kw OR "TNF-alpha inhibitor*":ti,ab,kw OR "TNF
biologic*":ti,ab,kw OR Infliximab:ti,ab,kw OR Adalimumab:ti,ab,kw OR Etanercept:ti,ab,kw OR
golimumab:ti,ab,kw OR Certolizumab:ti,ab,kw OR tocilizumab:ti,ab,kw OR abatacept:ti,ab,kw OR
"JAK inhibitor*":ti,ab,kw OR "Janus Kinase Inhibitor*":ti,ab,kw OR tofacitinib:ti,ab,kw OR
baricitinib:ti,ab,kw OR Sarilumab:ti,ab,kw OR Peficitinib:ti,ab,kw OR Upadacitinib:ti,ab,kw
#04 |#1 and #2 and #3 122
#05 |#4 Publication Year from Jan 2019 to December 2022 111
#06 |#5 CDSR 0
#07 |#5 CCRCT 111
®%ER 2023/2/8




BEA RACQ65 teHR= (EFi
No. G EEN ey
#01 |B9EIY 7 ~F/TH and (SH=¥ %, /BK) 37,243
#02  |#4R/TH or 4%/ TH or iHIRGHHE/TH 210,333
403 T T FEEENFA/TH or 1Y 7~ FE&HAI/TH or £EMFRIEAI/TH or BEIETRF 7 L 334,991
7 7 ETE - BBEYE/TH or "Janus Kinase Inhibitors"/TH
#04 |#1 and #2 and #3 268
(BAERY 7~ F/Tlor U~ FHEIEZ%/T or U 7~ FIRIE/TI) and BTHR/TA or 147/TA) and
(methotrexate/TA or X b kL &4 — k/TA or gold/TA or £8L%|/TA or bucillamine/TA or 7+ %
32 v /TA or "salazosu | fapyridine"/TA or %2 U > /TA or leflunomide/TAor L 7L/ T K
/TA or tacrolimus/TA or 2 0 1) LA X/TA or iguratimod/TA or 4 ' 7 K/TA or DMARD/TA
or IREBIEERE/TA or "biologic agent"/TA or £¥)FHIRA/TA or E£¥EEI/TA or bDMARD/TA or
"biological DMARD"/TA or "TNF-blocker"/TA or "TNF-alpha inhibitor"/TA or TNFFEZHI/TA or
#05 |TNFBEHZEZE/TA or TNF a BHZE/TA or infliximab/TA or 4 > 7 U %3 < 7/TA or etanercept/TA or 70
I &I+t 7 ~/TA or adalimumab/TA or 7 & YU i~ 7 /TA or golimumab/TA or I U L= 7/TA
or "certolizumab pegol"/TA or &)L k1) X< 7 /TA or tocilizumab/TA or k1) X< 7/TA or
abatacept/TA or 7/3&%+ 7 k/TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or
JAKI/TA or JAKBEZHI/TA or JAKBEZEZE/TA or baricitinib/TA or /N > F =7 /TA or
Tofacitinib/TA or k7 7> F =7 /TA or Sarilumab/TA or %V JL= 7 /TA or Peficitinib/TA or ~=
7 4 > F =7 /TA or Upadacitinib/TA or 7 /&> F =7 /TA)
#06  [#4 or #5 286
#07 |#6 and (DT=2019:2022) 89
#08 |#T7and (XX T7F UL R/THor Y AT T4 v 7L Ea—/THorBEHA KZ4>/TH) 6
#09 |#7 and RD=A X7 F U X ZEAAFZ4 V) 0
#10 |#7and (A X T F VS R/TAor VAT T4 v 7L E2—/TAorZEHA K54 /TA) 2
#11 |#8 or #9 or #10 6
#12  |#7and 5 > & LML/ TH 0
#13  |#7 and (RD=7 > & LA ELE R ER) 0
#14  |#7 and (7 > & L4L/TA or EAEAAL/TA) 0
#15  |#7 and (BRHFFRESM/TH or MRHIRFR TV A > /TH) 4
#16 |#7 and (RD=%#75 > & L L LLEGRER, LL BT 72) 1
#7 and (EFHFFR/TA or BFHIFZE/TA or BRERFFZR/TA or HEWTEFZT/TA or A ZHF3E/TA or FEFI
SERRFZT/TA or BIE ZHFZR/TA or a7k— MAR3E/TA or SBERFZE/TA or WTEHFZE/TA or N ARFEE
#17 |/TA or EIRAIBEMEREZR/TA or SUE IRIFER/TA or LR HEZE/TAor /XA Oy FFOY 7 b 0
/TA or #ZRFAE/TA or BREREER/TA or BIAEEER/TA or BIIMEEER/TA or FEIIAEEER/TA or EIVAE
HE/TA or 7 0 ZF —/N—FIF/TA)
#18 |(#12 or #13 or #14 or #15 or #16 or #17) not #11 4
#19 |#7 and (PT=REHREH CK=k ) 12
#20 |#19 not (#11 or #18) 8
®%ER 2023/2/8
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RA CQ65

PubMed Cochrane EhEE Others(
71 111 18 0

!

Total records identified through
database searching (n= 200 )

!

Additional records identified through

other sources (n= 7 )

!

Records screened (1st Screening)
(n= 207 )

l —

Records excluded
(n= 189 )

Full-text articles assessed for eligibility
(2nd Screening) (n= 18 )

—

Full-text articles excluded
with reasons

(n= 8 )

Studies included in qualitative synthesis
(h= 10 )

l

Studies included in quantitative synthesis

(meta—analysis) (n= 10 )

CQx &R EmX



&E$C RA CQ65

INATADYIRY

JERCTRHDYRY = INAF7AT—TIL
MERNEDFH FHER Risk of Bias for Non-randomized Studies (RoBANS) ZDith
== 7"7"13-[% = ~ > .
I . . T AR [T AE XIEE | XHERH SMED | BED |2 ALl [7OMHLA INATZADAAU (highDE=TEH
X . H § 3 7 I =T
TOMMLOER | EEA-REF | FE | NATE SIEGIM | (SUMERIM | REFIR (AR BR[O g (RO 1poi, w7 R |ERR)

s, IBREMTEENS L, BEDAITE
"E%ﬁ?fi%(* '2(')';'; ak—k [INFIREZE%ERTS |76 3 (3.9%) 262 7(2.7%) i i il |1 low low FEDORENT 4, BIE. i
Rl [CEALCEZEE=EBITELTLVELY,
ig?fi%(* ?g;’;‘“ter ak—k [INFRREZEAERTS |72 3 (4.2%) 77 5 (6.5%) low low low low low low

e TNFREE
Z;gz)ﬁfi%(* ggf;“bers ah—F |(adalimumab)EEET  [221 22 (10.0%) 106 8 (7.5%) low i low low low low 2 T BRI RN
aJl 117 %)

Z;%?Efiﬁ(* g(i;‘:mt””o ak—k [TNFIREZE%ERTS |65 3 (4.6%) 79 4 (5.1%) low i low low low low 2 T SR RN
Z;%?Efiﬁ(* gg;‘;‘a A ak—hk [INFIREZEEFERTS |24 1 (4.2%) 1 1(9.1%) low i low low low low 2 T SR RN

s, SESMMEKRBIT. LREEDTE
E;Z?Efi%(* g‘g‘;ze'e ak—k [INFIREZEAERT |92 7 (7.6%) 96 6 (6.3%) low i low low low i ENT+ (ERENSDRELL
IRl MERE SN TLVELY) ,
RO%ERES (K |Veber - ‘
=8 s Schoendorfer aO7x—bk |TNFREEZEZEHT S (421 21 (5.0%) 1385 21 (1.5%) high low low low low low EEOMA—)LAELY
QL 2015
ﬁ@i%fm% ?(ggglsG J7R—b |[TNFREEFEZFERTS (1027 169 (16.5%) 9346 1126 (12.0%)  [low low low low low low

o TNFEEE
;EO)EE%T R ggfgwbers a7/x—bk |(adalimumab)Z{#EH9 (229 10 (4.4%) 111 5 (4.5%) low high low low low low 2L ERMREIT
%
e R Py, JR—h [TNFIREEZFERTS (799 349 (43.7% 4836 2220 (45.9%)  |low low high low low high SINTWD, 7UMILEHEAL T
= MR, WA T—aTHREIhTL
E@E%#.i = \2/6th E a7R—b |[TNFREEZEZFERTS 380 12 (3.2%) 2476 49 (2.0%) low low low low low low




%BE D RACQ65 TbEFR7u77A/b TNF inhibitor for pregnant women

Certainty assessment No of patients “

Certainty Importance
o Study d Risk of bias Inconsistenc Indirectness Impr i Relatiie Absolute
studies Y i P treatment (95% 1) (95% CI1)

birth defect
7 Observatio Very seriousab.¢.d Not serious Not serious serious! none 60/971 (6.2%) 52/2016 (2.6%) OR 151 13 more per CRITICAL
nal study (0.89to 2.58) 1,000 @OOO
(from 3 Very low
fewer to 38
more)
neonatal infection
4 Observatio Very seriousab.c.d serious® Not serious serious' none 540/2435 (22.2%) 3400/16768 OR1.20 31 more per CRITICAL
nal study (20.3%) (0.84101.71) 1,000 @OO O
(from 27 Very low
fewer to
100 more)

Cl: confidential interval; OR: odds ratio
Explanations

a. Selection bias caused by the inadequate selection of participants

b. Selection bias caused by the inadequate confirmation and consideration of confounding variable
c. Performance bias caused by the inadequate measurement of exposure

d. Reporting bias caused by the selective reporting of outcomes

e. High rate of variation among studies.

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



BRI E RACQ65

7FLAN7AY

RoOFREHE (K#FH)

exposed unexposed Odds ratio Odds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Vv Allen KD2022 3 76 7 262 11.3% 1.50 [0.38, 5.93] N
+ Burmester GR2017 3 72 5 77 10.3% 063[0.14,2.72] —ad
+ Chambers CD2019 22 221 8 106 21.6% 135[0.58, 3.15] —t—
+ Diav-Citrin 02014 3 65 < 79 96% 091[0.20,4.21] —_—
v Hoxha A2017 1 24 1 1" 3.2% 043[0.02,7.66]
v Smeele HTW2022 7 92 6 96 15.1% 124 [0.40, 3.82] e
+ Weber-Schoendorfer2015 21 421 21 1385 290% 341[1.84,6.31] —-
Total (95% CI) 971 2016 100.0% 1.51 [0.89 , 2.58] ’
Total events: 60 52 ) . . .
Heterogeneity: Tau® = 0.15; Chi*=8.82, df =6 (P =0.18); I = 32% 0.01 0.1 10 100
Test for overall effect: Z= 153 (P=0.13) Favours [exposure] Favours [control]
Test for subgroup differences: Not applicable
EE P E RRRE
exposure unexposure Odds ratio Odds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
v Broms G2020 169 1027 1126 9346 36.7% 144121 ,1.72) -
v Chambers CD2019 10 229 5 M 8.3% 0.97[0.32, 2.90]
v Luu2018 249 799 2220 4835 376% 0.91[0.79, 1.06] -
v Vinet2018 12 380 49 2476 17.4% 162[085, 3.07 N
Total (95% CI) 2435 16768 100.0% 1.20 [0.84 , 1.71] ’
Total events: 540 3400 . . . .
Heterogeneity: Tau* = 0.08; Chi*=16.09, df =3 (P=0.001); F=81% 0.2 05 b 5
Test for overall effect: Z=0.99 (P =0.32) Favours [exposured] Favours [control]

Test for subgroup differences: Not applicable
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CQ (No.PICO)
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BEESNEARIET > XI(F7R0\,

IFX100mg. IFX BS 100mg DAk, ZNEn
60233.00 [, 24994.00 3 CT#&%%. ETN25mg > U~
<. ETN25mg >, ETN50mg ='J >, ETN50mg X
>. ETN BS 25mg U >=, ETN BS 25mgX>. ETN
BS 50mg ='J> =, ETN BS 50mg R>DOE(flE. &N
Z*1110860.00 . 10450.00 M. 22140.00 M.
20417.00 M. 6678.00 M. 6422.00 M. 12722.00

M. 12421.00 HT&%. ADA4OMg >U> >,
ADA40mg />, ADA BS 40mg >U>=. ADA BS
40mg R DEAM(E. E1FH 52931.00 . 51022.00
M. 29267.00 M. 27884.00 1 T&%3%. GOL50mg >
DEAfilF 109382 . CZP200mg > DEAfi(% 57116 M
Tohdo
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BESNEHRIEST > RIFR0,

MARBRYEH, A CL>TACEBEERRD. flEL
T. K& 50kg T. 3mg/kg. 6mg/kg. 10mg/kg Ti&5
Liziza. 38aBnRETHEI D L. EAEIBEAE.
IFX TlE. TN 1 1Az 18069.90 M.

27104.85 M. 45174.75 M. IFX BS Tl&. &nenin
R&izD 7498.20 M. 11247.30 . 18745.50 HTH 3
&L T, ETNA2 ETN BS 25mg #iE 2@, 50mg %
1EITHRSLESGES. 388BOBRETHREI DL, BEA
&i8%E(3. ETN25mg = U> = ETN25mg /R>,
ETN50mg =U>=, ETN50mg~X>. ETN BS 25mg =
>, ETN BS 25mg /<>, ETN BS 50mg >U><,
ETN BS 50mg R>dD 1 ihAdB D IChh D ERFENT
1. 26064.00 H. 25080.00 H. 26568.00 M.
24500.40 M. 16027.20 4. 15412.80 M. 15266.40
M. 14905.20 HC#%%. ffll&LT. CZP200 mgR>%& 2
BC—EE5Uma. 3E8B0RETHEID L. E
ABI8%R(E 1 " AdT=D 34269.60 A THD. HlELT
GLM50mgR> 1 A/ZH 18, 2A%ZH 1 Big5 U
a. EAEBLE 1 hABD 32814.6 . 65629.2 1
TH2.
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ERA RACQ66 itz (PubMed)
No. RER [EEN S
#01 |"Arthritis, Rheumatoid/therapy"[Mesh] 52,962
#02 [("Fertility/drug effects"[Mesh] AND "Male"[Mesh]) OR "Infertility, Male/chemically induced"[Mesh] 5,436
"Antirheumatic Agents/therapeutic use"[Mesh] OR "Gold/therapeutic use"[Mesh] OR "Leflunomide/therapeutic
#03 |use"[Mesh] OR "Tacrolimus/therapeutic use"[Mesh] OR "Biological Products/therapeutic use"[Mesh] OR "Biological 608,176
Factors/therapeutic use"[Mesh] OR "Janus Kinase Inhibitors/therapeutic use"[Mesh]
("Antirheumatic Agents"[PA] OR "bucillamine" [Supplementary Concept] OR "iguratimod" [Supplementary Concept] OR
"Tumor Necrosis Factor-alpha/antagonists and inhibitors"[Mesh] OR "golimumab" [Supplementary Concept] OR
#04 ["tocilizumab" [Supplementary Concept] OR "Janus Kinase Inhibitors"[PA] OR "baricitinib" [Supplementary Concept] OR 285,087
"tofacitinib"[Supplementary Concept] OR "sarilumab"[Supplementary Concept] OR "peficitinib"[Supplementary Concept]
OR "upadacitinib"[Supplementary Concept]) AND "therapeutic use"[SH]
#05 |#1 AND #2 AND (#3 OR #4) 12
("rheumatoid arthritis"[TI] OR "arthritis rheumatoid"[TI]) AND ((pregnancy[TIAB] OR gestation*[TIAB] OR fertility[TIAB]
OR infertility[TIAB]) AND (man[TIAB] OR male[TIAB])) AND (csDMARD*[TIAB] OR methotrexate[TIAB] OR gold[TIAB]
OR bucillamine[TIAB] OR salazosulfapyridine[TIAB] OR leflunomide[TIAB] OR tacrolimus[TIAB] OR iguratimod*[TIAB]
OR DMARD*[TIAB] OR bDMARD*[TIAB] OR "biological disease-modifying antirheumatic drug*"[TIAB] OR "biological
#06 |DMARD*"[TIAB] OR "biologic agent*"[TIAB] OR "TNF inhibitor*"[TIAB] OR TNFi[TIAB] OR "Tumor Necrosis Factor 7
inhibitor*"[TIAB] OR "TNF-blocker*"[TIAB] OR "TNF-alpha inhibitor*"[TIAB] OR "TNF biologic*"[TIAB] OR
Infliximab[TIAB] OR Adalimumab[TIAB] OR Etanercept[TIAB] OR golimumab[TIAB] OR Certolizumab[TIAB] OR
tocilizumab[TIAB] OR abatacept[TIAB] OR "JAK inhibitor*"[TIAB] OR "Janus Kinase Inhibitor*"[TIAB] OR tofacitinib[TIAB]
OR baricitinib[TIAB] OR Sarilumab[TIAB] OR Peficitinib[TIAB] OR Upadacitinib[TIAB])
#07 |#5 OR #6 19
#08 |#2 AND (#3 OR #4) 508
((pregnancy[TIAB] OR gestation*[TIAB] OR fertility[TIAB] OR infertility[TIAB]) AND (man[TIAB] OR male[TIAB])) AND
(csDMARD*[TIAB] OR methotrexate[TIAB] OR gold[TIAB] OR bucillamine[TIAB] OR salazosulfapyridine[TIAB] OR
leflunomide[TIAB] OR tacrolimus[TIAB] OR iguratimod*[TIAB] OR DMARD*[TIAB] OR bDMARD*[TIAB] OR "biological
disease-modifying antirheumatic drug*"[TIAB] OR "biological DMARD*"[TIAB] OR "biologic agent*"[TIAB] OR "TNF
#09 [inhibitor*"[TIAB] OR TNFi[TIAB] OR "Tumor Necrosis Factor inhibitor*"[TIAB] OR "TNF-blocker*"[TIAB] OR "TNF-alpha 285
inhibitor*"[TIAB] OR "TNF biologic*"[TIAB] OR Infliximab[TIAB] OR Adalimumab[TIAB] OR Etanercept[TIAB] OR
golimumab[TIAB] OR Certolizumab[TIAB] OR tocilizumab[TIAB] OR abatacept[TIAB] OR "JAK inhibitor*"[TIAB] OR "Janus
Kinase Inhibitor*"[TIAB] OR tofacitinib[TIAB] OR baricitinib[TIAB] OR Sarilumab[TIAB] OR Peficitinib[TIAB] OR
Upadacitinib[TIAB])
#10 |#8 OR #9 769
#11 |#10 AND 2019:2022[DP] 143
#12 |#11 AND ("Meta-Analysis"[PT] OR "Meta-Analysis as Topic"[Mesh] OR "meta-analysis"[TIAB]) 6
13 #11 AND ("Cochrane Database Syst Rev"[TA] OR "Systematic Review"[PT] OR "Systematic Reviews as Topic"[Mesh] OR 9
"systematic review"[TIAB])
#11 AND ("Practice Guideline"[PT] OR "Practice Guidelines as Topic"[Mesh] OR "Consensus"[Mesh] OR "Consensus
#14 |Development Conferences as Topic"[Mesh] OR "Consensus Development Conference"[PT] OR guideline*[TI] OR 0
consensus[TI])
#15 |#11 AND "Review"[PT] 35
#16 |#12 OR #13 OR #14 OR #15 44
7 #11 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[Mesh] OR (random*[TIAB] .
NOT medline[SBI))
#11 AND ("Clinical Trial"[PT] OR "Clinical Trials as Topic"[Mesh] OR "Observational Study"[PT] OR "Observational
#18 [Studies as Topic"[Mesh] OR ((clinical trial*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB]) NOT 5
medline[SB]))
#11 AND ("Epidemiologic Methods"[Mesh] OR "Comparative Study"[PT] OR "Multicenter Study"[PT] OR "Validation
#19 |Study"[PT] OR "Evaluation Study"[PT] OR (("survival analysis"[TIAB] OR cohort*[TIAB] OR comparative stud*[TIAB] OR 39
follow-up stud*[TIAB] OR prospective stud*[TIAB] OR Retrospective study*[TIAB]) NOT medline[SB]))
#20 |(#17 OR #18 OR #19) NOT #16 35
#21 |#11 NOT (#16 OR #20) 64

#®%H
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BEA RACQ66 @ii&zE= (Cochrane)
No. Gy IR
#01 ["rheumatoid arthritis":ti OR "arthritis rheumatoid":ti 12,501
407 (pregnancy:ti,ab,kw OR gestation*:ti,ab,kw OR fertility:ti,ab,kw OR infertility:ti,ab,kw) AND 16.993
(man:ti,ab,kw OR male:ti,ab,kw) '
csDMARD*:ti,ab,kw OR methotrexate:ti,ab,kw OR gold:ti,ab,kw OR bucillamine:ti,ab,kw OR
salazosulfapyridine:ti,ab,kw OR leflunomide:ti,ab,kw OR tacrolimus:ti,ab,kw OR iguratimod*:ti,ab,kw
OR DMARD*:ti,ab,kw OR bDMARD*:ti,ab,kw OR "biological disease-modifying antirheumatic
drug*":ti,ab,kw OR "biological DMARD*":ti,ab,kw OR "biologic agent*":ti,ab,kw OR "TNF
#03 inhibitor*":ti,ab,kw OR TNFi:ti,ab,kw OR "Tumor Necrosis Factor inhibitor*":ti,ab,kw OR "TNF- 40,183
blocker*":ti,ab,kw OR "TNF-alpha inhibitor*":ti,ab,kw OR "TNF biologic*":ti,ab,kw OR
Infliximab:ti,ab,kw OR Adalimumab:ti,ab,kw OR Etanercept:ti,ab,kw OR golimumab:ti,ab,kw OR
Certolizumab:ti,ab,kw OR tocilizumab:ti,ab,kw OR abatacept:ti,ab,kw OR "JAK inhibitor*":ti,ab,kw
OR "Janus Kinase Inhibitor*":ti,ab,kw OR tofacitinib:ti,ab,kw OR baricitinib:ti,ab,kw OR
Sarilumab:ti,ab,kw OR Peficitinib:ti,ab,kw OR Upadacitinib:ti,ab,kw
#04 |#1 and #2 and #3 53
#05 |#4 Publication Year from Jan 2019 to December 2022 49
#06 |#5 CDSR 0
#07 |#5 CCRCT 49
®%ER 2023/2/8




EHRA RACQ66 iRz (Ed:t

No. L RBRFEL
#01 |BEERY v~ FEYEE/TH 32,997
407 WY 7= FEEENAMB/THor In Y 7= FHA)/TH or £EMFHREF)/TH or EBEXRF 7L 7 7,3 NY 334,991

B - [EEHE/TH or "Janus Kinase Inhibitors"/TH
#03  |(4JBRESI/TH and B1E/TH) or TAEEE- B i/ TH 7,280
#04 |(#1 or #2) and #3 400

(BEETY v ~F/Tlor U 7~ FHRE8ENA/TI or U 7~ FEBIEI/TI) and (BF4R/TA or %5E/TA) and (B1E/TA or

%*/TA) and (methotrexate/TA or X b kL %4 — k/TA or gold/TA or £%%|/TA or bucillamine/TA or 7%

Z 2 > /TA or "salazosu | fapyridine"/TA or 5 U > /TA or leflunomide/TA or L 7L/ 2 K/TA or

tacrolimus/TA or 22 A Y s Z/TA or iguratimod/TA or 4 75 FE K /TA or DMARD/TA or &R BIEEHE/TA

or "biologic agent"/TA or £ HIEE|/TA or £¥&H|/TA or bDMARD/TA or "biological DMARD"/TA or
405 "TNF-blocker"/TA or "TNF-alpha inhibitor"/TA or TNFFEZEAI/TA or TNFFEZE®/TA or TNF a FEZE/TA or )

infliximab/TA or 4 > 7 VU %3~ 7/TA or etanercept/TA or T&X *JL+t 7 ~/TA or adalimumab/TA or 7 &

1) s~ 7 /TA or golimumab/TA or 3 i~ 7 /TA or "certolizumab pegol"/TA or £JL k) X< 7 /TA or

tocilizumab/TA or kU X< 7/TA or abatacept/TA or 7/3%+ 7"+ /TA or "Janus Kinase Inhibitor"/TA or

"JAK Inhibitor"/TA or JAKi/TA or JAKBEZEHI/TA or JAKBEZEE/TA or baricitinib/TA or /XU > F = 7/TA or

Tofacitinib/TA or k7 7> F = 7/TA or Sarilumab/TA or % U L= 7/TA or Peficitinib/TAor X7 4 ¥ F=

7'/TA or Upadacitinib/TA or 7/8Z > F =7 /TA)

(BE8R/TA or 4£5E/TA) and (B14£/TA or &x/TA) and (methotrexate/TA or X b kL &4 — +/TA or gold/TA or

£ 8% /TA or bucillamine/TA or 7> < 2 > /TA or "salazosu | fapyridine"/TA or </ U > /TA or

leflunomide/TA or L 7JL / = F/TA or tacrolimus/TA or X 7 B Y LA X/TA or iguratimod/TAor 4 7' 7 F &

K/TA or DMARD/TA or EEEB{E8HZE/TA or "biologic agent"/TA or £ ¥ H98IHEI/TA or &¥ELHI/TA or

bDMARD/TA or "biological DMARD"/TA or "TNF-blocker"/TA or "TNF-alpha inhibitor"/TA or TNFBEZEH
#06 |/TA or TNFREEZ/TA or TNF a FHZE/TA or infliximab/TA or 4 > 7 1) £ < 7 /TA or etanercept/TA or T X 24

)L+ 7+ /TA or adalimumab/TA or 7 X U Ls~ 7 /TA or golimumab/TA or 3 L~ 7 /TA or

"certolizumab pegol"/TA or &JL k U X< 7 /TA or tocilizumab/TA or kU X< 7/TA or abatacept/TA or

7 /&7 k/TA or "Janus Kinase Inhibitor"/TA or "JAK Inhibitor"/TA or JAKi/TA or JAKBEZEHI/TA or JAK

FEEEEE/TA or baricitinib/TA or /XU 5 =7 /TA or Tofacitinib/TA or b7 7> F =7 /TA or Sarilumab/TA

or ¥ 1L 7/TA or Peficitinib/TA or ~7 4 5 =7 /TA or Upadacitinib/TA or 7/8&> F =7 /TA)
#07 |#4 or #6 424
#08 |#7 and (DT=2019:2022) 47
#09 [#8and (XX T7F UL ZX/THor Y RTFRTF A4 v 7L Ea—/THor BEHA K74 /TH) 0
#10 |#8and RD=X£&TF U R ZEHAFZ14) 0
#11 [(#8and (XX T F VUL X/TAor Y RTF< T4 v 7L E1—/TAor ZEHA K54 /TA) 0
#12  |#9 or #10 or #11 0
#13  |#8 and T > & LLELEERER/TH 2
#14  |#8 and (RD=7 ¥ & L{LLLEHER) 1
#15 |#8 and (T ¥ & Lfb/TA or SEIEAL/TA) 1
#16  |#8 and (EHFAFTHEE/TH or BHEIMER TV A > /TH) 3
#17  |#8 and (RD=#7 > & L{bLLLEGRER, LA D) 1

#8 and (EFHIZR/TA or BBFHIFFZT/TA or ERERHIZT/TA or MEWTRFZE/TA or # M 2T/ TA or FERINTERAFZE
418 /TA or B ZFF/TA or 25— MFR/TA or BT/ TA or WTEFATR/TA or M AFRRR/TA or RIZAIBEMEHT )

%2/ TA or IUEIRFFF/TA or ZHEZRERMR/TAor XA Oy k7AYo b/TA or IZ2ARFAZE/TA or BRERER

/TA or 11855/ TA or ZE11AEEER/TA or S1IHEEER/TA or ZBIVAEEER/TA or 7 O XA —/N—FFFE/TA)
#19  |(#13 or #14 or #15 or #16 or #17 or #18) not #12 4
#20 [#8 and (PT=REHR K CK=k 1) 11
#21 |#20 not (#12 or #19) 9

%A 2023/2/8
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RA CQ66

PubMed EdiE

143 49 13 0

Cochrane Others(

)

Total records identified through

database searching (n =

205 )

Additional records identified through

other sources (n= 7 )

Records screened (1st Screening)

(n= 212 )

l —

Records excluded

(n= 193 )

Full-text articles assessed for eligibility
(2nd Screening) (n= 19 )

Full-text articles excluded
with reasons

(n= 10 )

Studies included in qualitative synthesis

(n= 9 )

Studies included in quantitative synthesis

(meta—analysis) (n= 5 )
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&RIC RACQ66

NATZADY R

FHERCTRHDYRY - RATRF=T 1L

TAR DR ERER Risk of Bias for Non-randomized Studies (RoBANS) Z Dt
T RhL
NAEE [AEE WEBRE  [NEREE EIIE{0) BED |_ e T bhL NATZDAX >k (highd & =32
T NNLOEE |EEL - BEF ik MAFE TIEEE EEfiE=A0) .
: ! LGB (4 N> MERIE |RERI |4~ b [ i T e TORNL |[BESATR |mEEH)
8
BOGERES (KF |L MD
)  ( 22;568” ak— b |[TNFREEEA RT3 253(15 (5.9%) 4861(329 (6.8%) low low low low low
BDEKRESE (K% |Lichtenstein GR TNFFEZEZE (Infliximab) %
ak— b 42|1 (2.4% 18(1 (5.6% [ [ [ [ [ EEa O S o
) 2018 RT3 (2.4%) (5.6%) ow ow |low ow ow % BB RIET
BOGEREE (KF [Micu MC
© . 20';: ak— b |[TNFREEEAERT 5 33(0 (0.0%) 121442(140 (0.12%) low low |low low low ST RRATRIT
TARY YT 4 RATABEETR
BORKET (K% |Weber-Schoendorfer C A(/:r4 JJ\QH T3>
%) 2014 ak— b |MTX%ZERT 2 88[1 (1.1%) 359(4 (1.1%) low unknown |low low low low TWBHRROEMPT I A— L7
7 COBBEEBEINTURL,
RoEERE (KF [Eck LK
%) % ® E 2;17 ak— bk [MTXZERY 2 127(4 (3.1%) 849549(28814 (3.4%) low low low low low low




EE D RACQES TEFLRFuTZrAI

Paternal exposure before conception: TNF inhibitor

Certainty assessment No of patients

No .Of Study d e | Risk of bias Inconsistency In ctness Imprecision Other considerations D W R ACULINE! ki
studies treatment treatment (95% CI1)

birth defect

Absolute
(95% Cl)

Importance

3 Observatio Serious 2 Not serious Not serious Very serious © Publication bias 16/328 (4.9%) 470/126321 (0.4%) OR 1.30
nal study (0.28 10 6.14)

1 more per
1,000
(from 3
fewer to 19
more)

DO00

Very low

CRITICAL

Cl: confidential interval; OR: odds ratio  a. Lack of blinding of outcome assessors b. Small studies have shown significant benefits.

Paternal exposure before conception: MTX

Certainty assessment

No of . . . . . - q q
Study desine | Risk of bias Inconsistency Other considerations

No of patients Effect

. 5 . Certainty Importance
With MTX without MTX Relative Absolute
treatment treatment (95% 1) (95% CI1)
birth defect
2 Observatio Serious @ Not serious Not serious Very serious® none 5/215 (2.3%) 28818/849908 OR0.94 2 fewer per CRITICAL
nal study (3.4%) (038102.33) 1,000 OO0
(from 21 Very low
fewer to 42
more)

Cl: confidential interval; OR: odds ratio

Explanations
a. Selection bias caused by the inadequate confirmation and consideration of confounding variable
b.The 95% confidence interval of the risk ratio includes both the decision thresholds of 0.75 and 1.25.




BERE RACQE6 7x+LXbFOv b

TNF FHE3R

RoOFREHE (K#FH)

TNFi exposure Control Odds ratio QOdds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
v Larsen 2016 15 253 329 4861 59.0% 0.87 [0.51, 1.48] _J_
+ Lichtenstein 2018 1 42 1 18  20.3% 0.41[0.02,7.02] -
v Micu MC 2019 0 33 140 121442 20.7% 12.89[0.79, 211.34] B N
Total (95% CI) 328 126321 100.0% 1.30 [0.28 , 6.14]
Total events: 16 470

Heterogeneity: Tau? = 0.98; Chi* = 3.81, df = 2 (P = 0.15); I* = 48%

Test for overall effect: Z=0.34 (P =0.74)
Test for subgroup differences: Not applicable

001 01 1 10

Favours [experimental]

100

Favours [control]

MTX
RoOFREHE (K#FH)
MTX exposure Control Odds ratio Odds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% ClI
Eck LK 2017 4 127 28614 849549 83.0% 0.93[0.534 , 2.51]
Weber-Schoendorfer2014 1 86 4 359 17.0% 1.02[0.11,9.24]
Total (95% CI) 215 8493808 100.0% 0.94 [0.38 , 2.33]

Total events: 5] 28818
Heterogeneity: Tau® = 0.00; Chi*=0.01,df =1 (P =0.94), P=0%
Test for overall effect: Z = 0.13 (P = 0.90)

Test for subgroup differences: Not applicable

001 01 1 10
Favours [experimental]

100

Favours [control]
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RA CQ66 : Bi* RA £2E®D)\— M F—HHRELDIH S, csDMARD, bDMARD, JAK PEEZERDIGS(ZIBADEZ S
BE BEFED/\— M —EEDBEMERAEE
T A : csDMARDs, bDMARDs. JAK BHEZEDIGS

3788 : csDMARDs. bDMARDs. JAK BEEZRODIERS

FEFIMOA (BEX) : BRER
BIXTIOBOL (BE) : 2L

HE B RABED/(— b —MHEZLEOHE. BRINDDE. BHOLEIERENNDOBIENRE & A (CREU &S

PrRRNWEEZ SNBM. DMARDs DN S DEBTEH

T%%O

HECAITDIRERT Y EFEALRZEH, B4 DMARDs OfERHY

HCHBNTEHESTENDIMN?

BTHD. Eim L. HBRZTULRIEOIEDIEBADRE
RADZEMECSNWTHE NI EINERFT T D LIIER

B¥ 1. BE CoORERMERSEN?

Ll UY—FIEF>VX EMRER
O LR Bt RA BED/— M —HHRZLEDIHS. BEISND3DE. BHED | KEUIIYFEZEDHA RSA[1]ICHNT, BHED/(\—H

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

O &cFEE

O BMSIEL

4 IERESIND DMARDs DBEHRE &SI (CRABE L IcEas it Th
B, Him L. BRZENUICZREBORDRENDRZEIDIRNEERS
N3N, DMARDs DZNSDBENEE(CRTIRERT —FFFEA
ERNz8, BED DMARDs DERNBADREM(CHNTHE SN
DNEDIHERINTDIZEFEETH D,

FT—HERL TVWDIHE, BRESNDDIHERP (CERINEFE
L. BMEz@al ChEz@mal. 5t oneEsSn
TH2M EE. BERIPOFFREIERLS, PRITENVET
HDIENS. ZREBOIERIEADERE N SVEIRRENS
nwZ EhEsHsNTLnD,

BE 2. EXUVLWHR FHSNDIEFEULVIIREEDEEDEDN ?

BB UB—FIEF>R B EE

O HIh SELABENRREDHDITET > X CET BREFFATD TLRL. Sl EFEULRICDVTORETFETD TLRNEDD, —
O /& R AZEICHITDMT XB KLU bDMARDs DBERE(FBESH
O THH. BEIUDYFEZENA RS> 2020 [2]DFEVDEE
O XEW TILTYUXALTE MTX BKU TNFi Z5E bDMARDs %510
O &FE=x —RRRREE S U THERENTLS,

® IMNS7RLN




B 3. EFXUKBVIR FHSNDZLEFT UL RBRUVIIREEDEEDEDN ?

FIR UY—FIEF>R BINNEER
O KEW TNFi & MTX DIRFE(ICLDHFEZHTmXPHME SNz, JAK EEE
O [CEAU TIEEHE L TWL B o iz,
O /hEn
e HIH 1. TNFi OS5 TNFi g5 SO T, EXQRTIMALELT
O &FIF EERAEER (GXEE) ORNMRE. 1000 &HED 1 (-3~
O BHB1RN +19) AEhN. #Exi%hER & LT OR1.30 (0.28~6.14)
2. MTX DS MTX IG5 LD T, ERIRTIMHLELT
EEREEER (GXEE) OEMMRE. 1000 &HD 2 (-21~
+42) N, #Ex1%18 & LT OR0.94 (0.38~2.33)
Tdhol.
ZDAho> DMARDs (CBE S BAFEE /AN D 1z,
EFULRUVIIRE. OTNFi D5 TNFi IS S DEEER,. @QMTX
MTX D5 (E MTX IS DR EB(CHIT M EHIT LTz,
B¥ 4. TEFORAOERE 3HRICEATILANRTET > XOBEE(EEDIEEN ?
HIR UB—FIEF>X BINNEER
® IFEICEK TIONALEMCODEDZIET > XDEREE. TNFi & MTX OIRE
O & DFENINE [FEICE] THS.
O
OB
O AT L
BHAES5 [MEHR AHEERRTDNHLAZEOREERITDINICOVTERRRERE(ESDE(EHDN ?
HIR UB—FIEF>X BINNEER

O EBRAHERMEFTZ(FHESDESHD
O EBRAHEREFTZ(HESDEDEIEERSH D
0 EELAHERUFZEESDEEFHESRRL

RA BMEE L ZDOFRKCED THRIEDERESFIEESFIHECHD. T
C(CEERAEREFZEESDEEH TS RNEEZISND.




O BEERAEREFIZ(HESDEE>RRL

B¥ 6. MRD/I\SVR LFULWHIREZFULSRBUVMIRD/INS D XENAB UL BB ZZIFI DN ?

I

UY—FIEF>VX

BIKEER

O tEBsHRM©MEN TS

O ksERhiBSES<ENTLD

O MABHEBEMBEENITNEZRF LR
O BZSLNMANEBNTND

O MANENTND

O &FE=x

® DHSIRL

LFUWIRICDWTHRET U TLVRLZSD, DS,

B 7. BAWHR CONAOBERMNMRENAFTLZGLEBEMBOESS5ZZRKFI DN ?

¥R

UY—FIEF>VX

EMNER

O EBMIROBRMMRN LN

O EBMBROBEBRMMRNBES <L
O MABLEBMBENINEZFFLN
O MADERMHNRABES LN

O MADERMHMRN LN

O &FEFH

o IRAAFIAL

BEESNEARIEST > R(F20N,

MTX EAfi(F5EFEN 2mgT 149.30 A, 1 RUvIN 2 mg
59.40 T4 3. IFX100mg. IFX BS 100mg MEAfi(E. £
NEN 60233.00 . 24994.00 TS, ETN25mg =\
>, ETN25mg~R>, ETN50mg = >, ETN50mg R
>. ETN BS 25mg ='J>=. ETN BS 25mg/X>. ETN BS
50mg =UJ>=. ETN BS 50mg R>DEAME. FNEN
10860.00 M. 10450.00 M. 22140.00 . 20417.00 M.
6678.00 M. 6422.00 4. 12722.00 F. 12421.00 BT
3. ADA40mMg > >, ADA40mg /R, ADA BS 40mg
= 1)>=, ADA BS 40mg R>DEAfE. ZNTN
52931.00 4. 51022.00 . 29267.00 F. 27884.00 HT
»%. GOL50mg > DML 109382 [, CZP200mg /R
DEAfiE 57116 FATHB.

B¥ 8. wEHRE BRFIACEDEEASLN?

R

UY—FIEF>X

EBMNEER




O KE7/aEh

O FREEDIENM

O ERTEZ R FEDEINFHL
O HEEDRD

O KSR

OR=F-F=F-3

® DHS57AL)

BESNEHRIET > RIFR0,

IIARBRY &, INA LKL > THEEEB[EFELD.

LT MTX8 mg/BZIe5 Liciza. 3 EIeiEnEETE
BI93dL, EABIBRELERRT 716.64H,. ZTRUYYIT
285.12 H T 3.

ffl& LT IFX Z4KE 50kg T. 3mg/kg. 6mg/kg.
10mg/kg THESUIEIBE. 3EBIEORETHET DL, @
ABiB%E(E. IFX TlE. enEN 1 H1BdH7=D 18069.90

M. 27104.85 M. 45174.75M. IFXBS Tl&. &hE¥n1
MABED 7498.20 3. 11247.30 M. 18745.50 T
Do

5l UT. ETNY2ETN BS 25mg Z:E 2@, 50mg ZiE 1 [O]
TIRSUBE. 3B8B0RETHEI S L. EAGIEEE
(&, ETN25mg =U>= ETN25mg >, ETN50mg =)
>, ETN50mg >, ETN BS 25mg =>U> =, ETN BS
25mg />, ETN BS 50mg =U>=. ETN BS 50mg >
D 1MABEDICHMNBDERIEENEN. 26064.00 M.
25080.00 H. 26568.00 4. 24500.40 H. 16027.20 M.
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