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beta 2 glycoprotein I[tiab] OR beta 2GPI[tiab] OR "aPL positive"[tiab])

#2 Search ((primary prevention[mh] OR prophylaxis[tiab] OR asymptomatic[tiab] OR "prevention and control"[sh] OR "first thrombotic event"))
#3 Search ((((cases[tiab] OR patients[tiab]) NOT ("a case"[tiab] OR "a patient")) OR follow-up studies[mh] OR randomized controlled trial[pt] OR
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#4 Search #1 AND #2 AND #3)
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IETFTVAFAT774)L RCT*

Certainty assessment No of patients Effect Certainty Importance
ot (.)f Stqdy Rigk ot Inconsistency Indirectness Imprecision .Other. LLIDV none eIl e

studies design bias considerations 81mg (95% CI) (95% CI)

—Riute (BZEHHTY 2.3 §)
62 more per

1 t‘;iir;(liomised serious! |not serious serious 2 Zfery serious * none 3/48 0/50 %Ir\llf;ﬁltz Infinity) (15232 59 8 fower s?é)R(;%OW CRITICAL
to 131 more)

LT (TRE Y EEBR)

1 t‘;iir;(liomised serious! |not serious serious 2 :ery serious* none 1/48 1/50 {E)RO(IWCé 16.2) (1frr(r)lrcr.1r e55p.62rfi£21(') s?é)R(;%OW CRITICAL
to 56.9 more)

EELHMm

1 :j\ir;(liomised serious! |not serious not serious Zery serious none 0/48 0/50 Not etsimable Not etsimable s;ECJDR?{%OW CRITICAL

EELGAEER

1 :j\ir;(liomised serious! |not serious not serious Zery serious ™ none 0/48 0/50 Not etsimable Not etsimable s;ECJDR?{%OW CRITICAL

CI : confidence interval, RR : risk ratio

* FEASNEEOOT—2HFAETETHRITTERL 7Y A LXK, RICEEHE L TLVERNL
1: event HMADLEN 128, HBAFELYERELITEU OGN

2: BRI TIEHEVEFLHEEHEEND

3: AR - HUT LML RBEEFREORELH -GN

4: AV MA—)LTARY FFEELGL
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Certainty assessment No of patients Effect Certainty Importance

No of Study Risk of Other LDA+ L Relative Absolute

Inconsistency Indirectness Imprecision

studies considerations = Warfarin (95% CI) (95% CI)

domi t iousd
1 ran. omise | no . not serious not serious? | Y SO | None 0/84 0/82 Not estimable Not estimable LOW CRITICAL
d trial serious 4
M SE D FEAE
randomise |serious very serious? RR 0.98 1 fewer per 1,000 VERY
1 ) ] not serious not serious? Y None 4/84 4/82 (0.25 to 3.8) (from 66 fewer to 64 CRITICAL
d trial 5 LOW
RR 1.06 more)
Hin GEEE)
. . . . 131 more per 1,000
d . . 3, RR Infinit,
1 ran. omse s1er10us not serious not serious? |\ SO I None 11/84 0/82 ity . (from 59 more to VERY CRITICAL
d trial 4 (NaN to Infinity) 903 more) LOow

CI : confidence interval, RR : risk ratio
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Risk of Bias for Non-randomized Studies
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9iE 151 45 9iE 151 45 BRI
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HEDT Y b A LIPHEZETIHRREIN TG
LY
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el e [ — 7o ™~ -
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Certainty assessment assessment

No ofeveent/ patients Effect Certainty Importance
No of Study Risk of . . o Other . without Relative Absolute
studies design bias LbieTsEs iy beeitEe e (o o considerations il IB (00 HCQ (95% CI) (95% CI)
2 BEHMR serious’ |not sereous  |not sereous | .Y None 0/126 0/151 |not estimable |not estimable ®000 CRITICAL
serious? 3 very Low
— R 1% D FEIE
367 fewer per 1,000
. . . RR 0. ’
2 BEHMR serious’ |not sereous |not serious not serious |None 23/126 83/151 0-33 (from 471 fewer to ®000 CRITICAL
(0.22 to 0.49) very Low
263 fewer)
H 1
2 BEHMR serious’ |not sereous |not sereous | 'Y .5 |None 0/126 0/151 |not estimable |not estimable ®000 CRITICAL
serious? very Low
CI : confidence interval, RR : risk ratio
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®PubMed #F#EH
#1 Search: Antiphospholipid Syndrome[mh] OR antiphospholipid*[tiab] OR anti-phospholipid*[tiab]
#2 Search: Thromboembolism[mh] OR Venous Thromboembolism[mh] OR Embolism[mh] OR Pulmonary Embolism[mh] OR Thrombosis[mh] OR Upper
Extremity Deep Vein Thrombosis[mh] OR Venous Thrombosis[mh] OR Thromboembolism[tiab] OR Venous Thromboembolism[tiab] OR Embolism[tiab] OR
Pulmonary Embolism[tiab] OR Thrombosis[tiab] OR Upper Extremity Deep Vein Thrombosis[tiab] OR Venous Thrombosis[tiab] OR Deep Vein Thrombosis|[tiab]
OR Deep Venous Thrombosis[tiab] OR Thromboemboli*[tiab] OR Emboli*[tiab] OR Thrombotic*[tiab]
#3 Search: (((cases[tiab] OR patients[tiab]) NOT ("a case"[tiab] OR "a patient")) OR Multicenter Study[pt] OR follow-up studies[mh] OR randomized controlled
trial[pt] OR systematic[sb] OR controlled clinical trial[pt] OR comparative study[pt] OR meta-analysis[pt] OR cohort studies[mh] OR case-control studies[mh]
OR epidemiologic studies[mh]) AND ("1988/01/01"[PDat] : "2018/09/30"[PDat]) NOT (animals[mh] NOT humans[mh])
#4 Search: #1 AND #2 AND #3

B®#%H : 2019/1/10

SEFHRER
#1 Y UIEERRERE/TH or (1Y) Y EEEHiA/TH)
#2 FARIMAZZEARAE/TH or EEARMAZAE/TH or TAEAREAZEME/TH or FZEARIE/TH or FEEREFARMAREE/AL
#3 #1 and #2
#4 #3) and PT=5#45%k <)
#5 @(#4) and (PT=[RZEH)
#6 1 4/AL or —f5I/AL or 1 SEBI/AL or —¥EI/AL or 1 F#iHI/AL or —Ffi5l/AL or BRHI/AL
#7 #5 not #6
®%EH : 2019/3/2

¢ CENTRAL %X

#1 (antiphospholipid syndrome):ti,ab,kw (Word variations have been searched)

®%A : 2018/12/21
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Certainty assessment

Other
considerations

Noe of
studies

MmiSFEFS (REBER) [AF]

Risk of
bias

Study

. Imprecision
design p

Inconsistency Indirectness

FIaaLFas FORENHZEE, JLI727I) 0ELLRERAMN?

No of events/person-year

GC v h&E

HILIE 3

L7y

Relative
(95% CI)

Effect

Absolute
(95% CI)

Certainty

Importance |

observational
studies

very
serious !

very

serious 2 : o4
serious 3

not serious none

18/75.9

3/79.2

RR 4.79
(0.17 to
133.11)

157 more per

1,000 person-

years
(from 1 more
to 314 more)
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EX

EfGHM

observational
studies
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very

not serious : .
serious 3

not serious none

0/56.8

1/188.4

RRO
(0 to NaN)

5 fewer per

1,000 person-

years

(from 15.7
fewer to 5.07
more)
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(£ Him)

observational
studies

very
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very

not serious :
serious 33

not serious none

0/56.8

4/188.4

RRO
(0 to NaN)

21 fewer per

1,000 person-

years
(from 41.8
fewer to 0.65
fewer)

e®000
VERY LOW

Z 0t

CI : confidence interval, RR : risk ratio
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#L

E=& ) VU EFFE-IC
BEhSRAEE

MRLOBEEE

HREREF OREFIREIOVTISEOMEDAREIEDRMIIZ SN TIND,




CQ2-2 FFARMIBE CREL =Y VIEERFERBOMZFHARIZENT, L7 ) VERRELBEERED LS oAFRRAMN?

IETAF7AT774)L RCT*

Certainty assessment No of patients Effect
Bl it Smefy s ol Inconsistency Indirectness Imprecision inIt_:I;gllsli-t Standard STy | ALl SeRany SPOHECE
studies  design bias . - considerations T VKA (95% CI)  (95% CI)
migREHEFE (1 £)
19 more
. 1,000
randomised . . . very RR 2.07 per & 0000
1 trials serious ! not serious not serious cerious & 4 none 2/56 1/58 (0.19 to 22.21) ;from 41 VERY LOW FX
ewer to
78 more)
migfEHESE (2 )
36 more
. per 1,000
randomised . . . very RR 3.11 [ Jelele)
1 trials serious ! not serious not serious serious & 4 none 3/56 1/58 (0.33 to 28.99) Efrom 32 VERY LOW gX
ewer to
104 more)
MmigfEREFE (RREIRE)
65 more
. 1,000
randomised . . . . RR 2.44 per &, [_Jejele)
2 trials serious ! not serious serious 2 serious 3 none 12/110 5/113 (0.88 to 6.71) E‘from 4 VERY LOW FX
ewer to
135 more)
mighEHEH (RRHR) FHIRMSERTE APS BHEDH
49 more
. per 1,000
randomised . . . very RR 3.21 [ Jelele)
1 trials serious ! not serious not serious serious & 4 none 3/42 1/45 (0.35 t0 29.71) Efrom 40 VERY LOW gX
ewer to
138 more)
ERE (RKRERE)
18 more
. 1,000
randomised . . S very RR 3.08 per & 0000
2 trials serious ! not serious serious serious 4.5 none 2/110 0/113 (0.33 t0 29.17) glxg ltg VERY LOW FX

53 more)




EfGHD (REHERE)
17 fewer
. per 1,000
randomised . . . very RR0.74 [_Jejele)
2 trials serious ! not serious not serious serious &4 none 5/110 7/113 (0.24 to 2.24) (from 75 VERY LOW EX
fewer to
42 more)
B (RIEEHEE)
0 per
randomised very RR 1.02 1,000 [ Jelele)
2 trials serious ! not serious not serious serious 4 none 3/110 3/113 (0.22 to 4.83) (from 31 VERY LOW E-DN
fewer to
32 more)

CI : confidence interval, RR : risk ratio

*  BRASNZLOOT—ADFATETHENTEGN 227V FALIE, FRITEH L TLEL

1: LEaA—ITEFENZ 2 DOMBDZOMD /AL TABVNTHAEET, 55 1 2(F, £AERPBICETE28HORE SN INR Z LB -1/ TE > - HIMIEEEERHT 17/43%. ZEBEET 11/19% TH Y AEEE
M oDREHRICHEBER TEEREEND -2 . BLUMBEERGOBEKICES T, MEERED INRABE INR DA 5T, AEE INR Z TFE>TWV =&

2: LEa—I[C8FNEHRICEVTHRMSEREEEDEENLED V4 ULEEFA TS0 (HMOEEIZDOWTIEEEESEEALE L)

3: ARk - U TNEHRBERREOEEEZ B -

4 HREFTEOEEXMEIELLGRE L BLLETORNSOBRKRRBEZEZ F1- CARY FRENGZL



CQ2-2 FFARMIBE CREL =Y VIEERFERBOMZFHARIZENT, L7 VERRELEEBRED LS oAFRRAMN?

IETFRFOT774)L ERCT*

Certainty assessment

No of
studies

Study
design

Risk of
bias

MmiSFEFS (REBER) [AEF]

Inconsistency Indirectness

Imprecision

Other
considerations

No of events/person-year

mAE
INITFIY

HERAE

DT 7IY

Effect

Relative
(95% CI)

Absolute
(95% CI)

Certainty

Importance

fewer to 143
more)

114 fewer
per 1,000
4 observational serious ! | serious 3 not serious serious 4 5 none 5/401.3 55/416.7 %R()gtlf person-years | @000 EX
studies ’ ’ 1 ,'75) (from 227 VERY LOW
’ fewer to 1
fewer)
HERRE (RRETE) [NEF]
6 fewer per
1,000 person-
observational S . . very RRO years @000
1 studies serious not serious not serious serious 6 none 0/19 1/174 (0 to NaN) | (from 17 VERY LOW BX
fewer to 5.48
more)
ERCHD (BR\RH) [N4£]
36 more per
: RR 8.36 1,000 person-
4 obse?vatlonal serious ! [ not serious not serious serious 4 none 15/401.3 1/416.7 (2.13 to years @000 BX
studies VERY LOW
32.83) (from 0 to 72
more)
ELC (RRERE) [AfF]
41 more per
1,000 person-
. RR 4.58 ’
observational S . . very years @000
1 studies serious not serious not serious serious 4 none 1/19 2/174 i()84147 ;:0 (from 61 VERY LOW BX

CI : confidence interval, RR : risk ratio

O Ul A W N g

RASNEZLOOT—ALFRATETHEITELEL 277 FHLIE, RIZEEHL TLVEL
LEa—I2EENTz 4 DOMBEDBIRNA TRARVNTNIEE T, 1 EORBDRENA TANETH 1=

LEa—ICEENT 1 DOMRDFBIRNA FRAARVITNIEETH- 1=

I ZRE=83%N=OKRESHEEMUNH I, D 3 DOMEENBREEENERETH o~ Ames DOMEENAHOBERAENEREIC/NESL, £RELTE-—EHE MFA 12EEDE
CARY R U TIVHLAREEFREOEEEF L SHN
CNRHEEEOEEREISHLLAE L HLEBEEONS DEEKRRNEEZEC
a2 kA=)l andlor MTATANY FFEELL




CQ22 HiRMRETHRELER) VIEEBHRAEBEROMRFHABRICBLT, TUI77) VEIEAELEEREDEL SAFAN?

Evidence to Decision +— 7L

COMBEEEEEDL B VEEERKERE (APS) OXEREILX., BEMBHIRMASEOCTERELE
DIFREHETT , APS BATCHMBRENEXRELNIZHZAZHANEETT, D

Oz W27 DHEDESZ T Y KERE (VKA) (XMREDABEOFHIC FE»)JT?'
i OBF6<LWR M., —ATHIMEEMERZXL 5 2FZITT, AERELALNBZITESHRELDIC
BB | OBF5 <& HOnHEEROBERELEEYVET, APSBEICEVTEDEEDAERENE

[ =AY AThoIZHRETHI_ELILIEELREETT,

OsFEETETHD

Obhh s i

FHEIALIEFELLHRIIENRFERE LD LEA—LEBIEDERXNESE - HEFS L VBT MARECHIRMASES &K U
SLE EENEFENHEIG

2 | Open £ WEE (7 HBIROEE  SLE
F | Onxn Crowther MA - 2003 RCT 6%  14%
S OrthZ i Finazzi G - 2005 RCT 69% 13%
B | Ox %; Rosove MH - 1992  3E RCT 56% 20%
Rivier G - 1994 JE RCT 48% 26%
o T Khamashta MA - 19953F RCT 54% 45%
C.)ifé‘ff‘%% Ames PRJ - 2005 JE RCT 74% 0%
\b d: \
2‘(4:0) RCT (Crowther MA - 2003, Finazzi G * 2005 (WAPS)) A
FHEINLIEFLLGLWHRIEIENIZTEXRE BALTY FALTHAMREBSE (RERBEE) CO\T. SHEVKAD @ 2HDORCTALIEERTY FALTHS
o 13_5;’€_§LF:)VKAI ST AMEREEIEL 1000 ALfY 65 ABUY (4 DAL~ EHMIZONT, SEE VKA OZHERE
o L VKA (2% 53 EfEIE 1000 A %=
OX=1N o EARGTILALTHAMERE (RBEEH) [COWVT. FHEE VKA ORF Y 96 Axg?,—\ (;1?]1%;%;1\&204 CARVN
OthZpE iﬁgﬁ VKA 1233 23R #EFEEF 1000 AZF=Y 18 AZ LY (16 D75 LV~53
2 \ o
oz o EANTYLALTHAEBMMMICONT, FHE VKA OEERME VKA
[Sx39 DRRHEEMEIL 1000 AZ7=Y) 17 AD7ELY (75 DIgLv~42 £LY),
T 0 FAHETYMNALTHAETIZONT., SE VKA DIEEBRE VKA [Zxtd
2 8$)§§§f% BIEHTEMEIZ 1000 A7=Y 0 ABLY (31 DAELN~32ELY),
\'O LY
f ¢ 4 ®D3E RCT (Rosove MH -+ 1992, Rivier G - 1994, Khamashta MA = 1995,
< Ames PRJ - 2005) HbB N )
VA Y L EK’;?? FHLTHAMBIEBRKIZC DT, S8E VKA OIZEEE VKA
%; L:\?Wéaﬁ%#ﬁﬁﬁli 1000 A - 7Y 114 HD 7% (227 Dlgv~1 g
5 1#D3E RCT (Ames PRJ - 2005) M5

o FALETFTYMNLTHAMEREICDONT., ERE VKA DIELERE VKA I
I BERMEEMEIE 1000 A - LY 6 DAL (17 DA V~55 NS

AN

4 M3E RCT (Rosove MH + 1992, Rivier G * 1994, Khamashta MA - 1995.

Ames PRJ - 2005) H5 N

o FALHTYMALTHAZTEAHMIZTONT., EAE VKA DIELRE VKA
2% 9 HENRHEEMEL 1000 A - FHF=Y 36 By (0~72 ZLV),

14 ®3IE RCT (Ames PRJ - 2005) 5 N )

® FAUTYRALTHBRELIZDONT, FE#E VKA OIFERE VKA [TxT
DEHBEHETEMIL 1000 A - FL=Y 41 521y (61 DELV~143 BLY),
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IEFURTAT7Z7AILT, 24D RCT ZMAELEIET VROEERKEE., A
SNFETIRALIZEWT TERBITIE] THofz, MREFRHICHT IEEE
VKA DIZHEE VKA (233 53R (&, RCT £3ERCT DENEFNOHEHER
T. BH2ARAZRLTEY. DROEFMNEIET O RADOMHERMEIL NFEREITIE]
&Lt

Shifh - M e
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ARDBEBLET I MALEEDEREERT HH
ISOVWTERLGTHERMEEHLHH
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>S9

NUA

EFLWHREEFLLBVLHREDNIS VR
[FRAAEEIFaY FO—LEXZRET EH

Qarvro—LzxiFd s
OHFH<arvrO—ILEXHET S
OffAbar brOo—LEXEFELAEL
OBZL{NMAZXETS

Ot AZXZHTS
OTFEETHS

O i ALy

LE2—IZ&FENT=-2 D0 RCT TIXEAE VKA [F1Z#58E VKA B LIMET 2 DO RCT & 4 DD RCT DENFIDHE

HEBLSELIMREAERTEGM o7 (L LAEBMSELAATHo12). ER
THIM, EEORBEIZENTY, SREAREFERERRTENEN 1=, F
;’J:\ ?’30)7@ FALIZODWTHER YRV EZATIRREELZFT HIHERTIEL
N DTz,

BE. 4 DD RCT DHEHKETIE. EXBTY MHLTHSIEELHMIZD
WT. S58E VKA OIZHEEE VKA (ST SR HEEMEIE 1000 A - £H-Y 36
H2<, EFELLBLHRLAA DN -, MBEBRICHNTH, RCT LIFELS
FRDOMBETH 1=,

R CTMREBRSLUVEEHMIZ O TER
E VKA OIZH#RE VKA [T T R EE
IFRLGDERZR LTV, BEZMERAN

5. EERED VKA (FIZERE VKA & HHE

L. MBEBHEEIAE~FL., EEHMIITE
~EMTEIENBEINSDN., 2 D0 RCT
?ﬁﬁbtﬁ%ﬁslhtﬁﬁiéﬁ%f&o

FNEHRELT. 120 RCT (Crowther
MA - 2003) I%. INRIZCEAL T3 ERTCTER
Ihf-p. SREHABIZBIT2REDBRTEIN
= INR % E[E > 1=/ TE > =-HBEIIERERFHT
17/43%, 1ZHEREFT 11/19%ThHY . MitHE
FbF., SEAERER 6 Bl 4 1], 1ZEERERE 2
{5l 1 45A% INR2 REDABE LT E=1E WF
hit#THo-Z D, BHESNT=- VKA R
BIBEADT RETZSVADEESAT I AL
gmﬁﬁgtixﬁ%%%&ﬁbtﬂ%ﬁﬁ&
—H. 4DDFERCTDS55L 3 DDHE
(Rosove MH - 1992, Rivier G = 1994,
Khamashta MA - 1995) TH#BEHEOME
(v Xtk) OAHEMEIX0.01ZTFEY, 2D
DEFE (Rosove MH + 1992, Khamashta
MA - 1995) Tl 95%EEXELERIE 1 = T[E
S2TWW=, MBREBRICEVWTELDIARDE
BN EHETEEST L Ames PRJ - 2005 OFF
RTIEEEE VKA ABRSHRM (A - F) (&
19 (FMth 30, 115,237) E|b /S <. R
D VKA BEHRABIE 174 (Z0fth 24, 46,
173) TP7UNTVABHEFEH. Ame PRJ - 2005
DHEDNRHEEEDREEME(IMMOMHE &L
B LRKEWNWEEZDNT=,

f- L, EELAHMICEALTIE 43 RCT &
EONROAHEEIR—ARTHY. HE
HRLEHRERCEEICEELHENAE M-
o THIF VKA OEBEZHERIZFELE LD
EEZ LN,

BEGERIENFEERZVA

OXE#HaR G

OHRZEEDNIR b

OfAbav FO—L3LXEHELEWL
OBZo{NMAEZXETS
ONAEXHET S
OTFETETHS

@HHh 5L

BESNEMEIETUREHEVLA, WIhIECEF#FERAT HAEET. il
3L (ImgéE 9.8M. Smgf 99M. 0.5mgh 9.89.6 ). FELH LUV
PTINR BIESEEEEMT 208N H 0. HDEEREOEMEFNIZTEKREL
HWeEEZLHND,
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(ieEm )
CQ2-2 MARMARAETRIE LY VIEERHEREOLEFHERICEVT, JLI7 ) VEERRELEEBEDOES SHFRAMN?

TAZERATILEHRETD | NAZHATICLEZRET S (MAZKALGVCLEZRRI D NAZEALLGEV L Z#HET D
(38 UL HESR) (55 L MESR) (BBUVHESE - oxt) (GRUMVESR - Rxt)

RO O O ® O

BARMARECRE LY VIEERKREREICHS ITAMEFIARIZCEWNWT, TILIT7) U OARERE IERELY LEFTREFIRE
e s 7%, -
(HEDES B, TIETURADEEN : EBITIE)
1: QLI 7)OBEREL(EITO FOVE UHRERZEL 1525 35 SBEFBRICEITR2EEFIZVAENTEIO OV E VHBERIZEL 34 L 3hb.
220 RCT DIHEDHKHER., FJILT7VUHEDERZ I KERE (VKA) OFREARE (INR 3-4) [XBEREARE (INR2-3) &Lt
BRLMEBREZRVIELIDRIIERTE LMoz, EELGHM., ETCORBRRICEVNTH, BEEABREIZEERERBETENG,H -
Tzo 2L, TETURDERME TFEEICIE] THY. Ff=. THRONS VR HERTHERL-MBESLA 50T,
na-tid —A. 4 DDERCT DHEHERICEVWTIIEELHOAFEIZZN o= (1000 A - FH=Y 36 BB (0~72%LV)], 79— 7Y
VIFRMETIEHDEDDERE VKA BB TIIZERELABRELERL., ERORBENEZ., RARKLEZ 2AaeEAHS &, Hln
HRIERADBREN S, 2 INR QRIERMIEZ S8R H D, > TEHEE VKA BEIL, ZEEELLERL, FELLTHIDY
RV ZEMSELIBELNHS—FH. IEERINHFHHE () OBXFHLMNATLHEWNV-HLEOHESL L,
SLE D545 & EHFEBIZDITTRHRANEHETE-DIE 1 DD RCT (Crowther 2003. SLE #% 22.8%) OMEBRIEIZDVTDH,
ERIIEEDEFDHERLRHETH oo INR (3.1-4.0) TIL 10 fEFIF 2451, INR (2.0-3.0) TlX 16 firh 1 FITIMIEEBHRHY .
INR (2-3) 1239 % INR (3.1-4) DAEOMIZEEH Hazard b 3.5 (0.3-38) p=0.28,
N ) — @AM THARBEEEDETHAMBENEREZR LD SHEEMEZEET L. ZEREDARETHREZBYRIEFICESVTIE, SEET
REICBEIDSBRHBIR | DZiaiam s 8 RT 5 L EBICANIBENRH SN E LR,

Eo41) L4 LeEcpg [NR. BEREE, ARLOHEEAER
HHRFAEE

B ITITN—TICET 5%

MEEBROS Y X7 Ef (EHEOMBRERSR. ) VEERAIEGHE) B TAERI Vv KBRE (JLJ7Y ) SRELAR
MARLOBRESRE (PT-INR 3-4) &iE#apEas (PTINR 2-3) DO, BAACSBEETILT 7 1) VAEREDR,




EH2-9 CQ2-3 MARMASE CTHRELERY VIEERHEREROMEFHARICEVT, EEEORBEELILIZILVOELLRERN?

IETFUAFAT774)L RCT*

00 d R 0 O Relative Absolute PO
d desig bia - : P - 0 deratio o 95% 95%
migERR (14)
65 more per
. RR 4.26
randomised . . . . 1,000 OO0
2 trials serious ! | not serious serious 3 serious 4 none 12/154 2/156 (1.07 to (from 7 more | VERY LOW BX
16.9)
to 122 more)
migGEBRSH (2 4F)
77 more per
. RR 3.65
2 ra.ndomlsed serious ! | not serious serious 3 very - none 16/154 5/156 (0.44 to 1,000 ®O00 BX
trials serious 4> (from 2 more | VERY LOW
30.12)
to 152 more)
MRFERF (REBER)
53 more per
. RR 3.62 1,000
3 ra.ndomlsed serious ! | not serious not serious very - none 18/211 6/215 (0.46 to | (from 45 ®O00 EX
trials serious 45 VERY LOW
28.78) fewer to 151
more)
MiRAERSE (REHTE, Bt F - (X2 W MARAE A FAR MAE D 7 D £ H THREHT)
28 more per
randomised . . . very RR 2.83 1,000 (from | ®OOO
3 trials serious! | not serious not serious serious 45 none 7/153 2/159 (0.67 to 12) 31 fewer to 88 | VERY LOW gX
more)
migERH (REERE, Y VIEERE 3 BBt SH CRIT
82 more per
. RR 3.67
randomised . . . very 1,000 e000
3 trials serious ! | not serious serious 3 serious 45 none 14/124 4/130 (0.41 to (from 18 more | VERY LOW EX
33.11)
to 146 more)
MRERHR (RRBERE, BEF-E2EROSEISBIRMISEDHH DR VIEERE 3 BEREDOEE TR
64 more per
. RR 7.18 1,000
2 :a.n(liomlsed serious ! | not serious not serious very 456 none 3/45 0/51 (0.38 to | (from 23 S?SR%CI)JOW EX
rals serious 134.47) fewer to 150
more)




fEE (REEHERE)

RR 3.00

4 more per
1,000

3 ra'ndomlsed serious ! | not serious not serious very - none 1/211 0/215 0.12 to | (from 14 ®O0O0 gX
trials serious 4 56 VERY LOW
72.72) fewer to 22
more)
ERAGHMN
3 more per
. RR1.1 1,000
3 ra.ndomlsed serious ! | not serious not serious very - none 10/211 9/215 (0.45 to | (from 25 ®O0O0 EX
trials serious 45 VERY LOW
2.68) fewer to 31
more)
ERGE6HE (Hmest)
9 more per
. 1,000
2 ra'ndomlsed not. not serious not serious very - none 12/152 11/154 RR 1.1 (from 50 ®OO0 EX
trials serious serious 45 (0.5 to 2.42) LOW
fewer to 67
more)
EQ-5D health utility
MD 0.04
randomised | very . . S higher 000
1 trials serious 2 not serious not serious serious none 57 59 (0.04 lower to | VERY LOW )
0.12 higher)
EQ-5D general health (VAS 0-100)
randomised | very . . . MD 6 higher o000
1 . ; not serious not serious serious 4 none 57 59 (0.58 lower to BZE
trials serious 2 . VERY LOW
12.58 higher)
BT (RIEHEE)
3 more per
. RR 1.67 1,000
3 ra'ndomlsed serious ! | not serious not serious very - none 5/211 3/215 (0.41 to | (from 18 ®O0O0 gX
trials serious 4 5 VERY LOW
6.78) fewer to 24

more)

CI : confidence interval, RR : risk ratio, MD : mean difference, OR : odds ratio

BRASNELOOT—ANFATETHEIATELGA =77 AL, RICE&HLTLEL

O TR Wy

CLEaA—ICEEN 1 DOMBEDZDM/NNA 7 RANHBRBEATIEICKYUETH =6, TFEZRI L L1

S LEA—ICEFENE 1 DOMBEORRERVEHAEEDESTRTHY . 77 hHLOUEL, FERMERICEZDEENKEL
D LEA—[CEFENEHRICEVTERLBERETEZFOIENEARD /4 ULEEFA TS (HOPETICOWTIEIEEREMEITEZL)
ARY U TINBARBERFREOEEEF -0
CREEEOEEREAELE LR LB EETONADBEKREEEEZE-C
;32 kA—JL andlor FATA RN RFEERLL




#H 2-10 CQ2-3 FARMARETRELRY VEEERFEERROMZFIARICENT, EEEORBEARLOLIZY O DELLATRAN?

IETFRFAT 74 : ERCT

Certainty assessment Ne of events/person-year | Effect

Risk of Other Relative  Absolute Certainty Importance

Ne of Study . . ..
Inconsistency Indirectness Imprecision considerations DOAC VKA ©95% CD  (95% CI)

studies design bias

MEEFH (REHEH)
84 more
per 1,000
observational - . s very RR 1.68 (from 174 | @O OO
2 studies serious not serious serious = serious 4 3 none /84 5/95 (0.33t08.66) |fewerto |VERY LOW EX
343
more)
BEREAGHM (REHEE)
10 fewer
. 1,000
observational . . . C s very RR 0.55 per L, 6000
2 studies serious not serious serious 2 serious 45 none 1/83 2/92 (0.05 to 5.93) Efrom 53 VERY LOW gX
ewer to
32 more)

CI : confidence interval, RR : risk ratio

* FRENEIOOT—AHNFIATETENTEAN 27277 FALARR, RICEELTLAEW

1: LEa—IZE&FEN-1 DOMRIZENT, TELHRERICET 2R 0HREBA L

2: LEaA—IZ&ENT- 1 DOFRIZEVT., HREZFEOHY VIEEREDRAEAR—ZXSA D 1REILAMTOATE ST, MY VIEBHNAERE LS INGEVEZLEETA T AAREMH Y

3: LEaA—IZE&FENE 2 DOBMED—AIEL. UA—OFHNY, £5—ARFFEHFSUNERENATINS, RCTZEORALES DOHENSE 4 DR YN—AFHNUOHETHY., HEXTIEY/AA—AFY
NDEDTLIT7) DT BHZEELIZ=H

4: ARV - U TILEHRBEREOEEZH-SHL

5: MRHEEMEDEEREMNELLHE LAY LGEONS DEKRIFEEZE <



CQ2-3 BIRMASIE CTHE LY VIRERFERBOLEPHARICE VT, EEROREEELEILD 7V OELLAFRAN?

Evidence to Decision +—7JL

COMEEEEEED R VIEERIKAEERE (APS) OIEFREL. BRUHHIRMSECTEREL EDITIREHHET
9, APS EETIXMBREDBEZVMNICHIZSZHMNEETY, EEROREEZ (direct oral
Ounnz anticoagulants : DOAC) [&. |~E|./l:./‘kb Xa AFE#BRNVICEAET S L ThEBERERT
B | OBz 28, T—I7 ) REDER I KERE (VKA) EHELT, 1) BEICKDIEENLEL D
& OBz IFEWn TFEEMLGE INR E=42 ) VITE, 2) RAZECHNIHRARKET S, 3) EEAHILADLEN
YA BEDFERHDEND, VKA IThb-TIHECBEREREND ESI12HAYELR, LML APS
------------------ I2HITHMEBEBRFHIZE LT VKA LB LT DOAC DEDE. ZREHETELZELAZ L, Fh
QsEEETHD LERRTHCELIIEELEETY,
Obhbr 5Ly
FHEIADZEFELLREENIFZERE LD b;ié L,Jzﬁﬁnd)I GXDEFEESL - REES L UVBEMREICHIRMSES LU SLEEED 14D %CT (Cohen H -
= = 2016) M
% Obh3h EE-F MEL24 7 thEr BARMASE HRMSLE3EBMK T |(EELT7YMHLTHS QOL
L | OhEy Cohen H 2016 RCT  Yn -p¥¥n" Y vs VKA (INR 2-3) 100%  19%19% 11% [ZDWLT. EQ-5D-5L health|
L | OF%EE Pengo V 2018 RCT  Un" -n$#n" Y vs VKA (INR 2-3) 79%  41%21% 100% utility score [CIFZEMNE < (&
| OKZ=W Ordi-Ros J 2019 RCT Yn" -0¥¥7° Y vs VKA (INR 2-4)2 63% 31% 61% MREEE VAS O FEHIEIX
R Goldhaber S 2016 E & f##7 3 4t 1 b3V vs VKA (INR 2-3) 100% - - 7/100mm ") /N—O XSy
OQsFITFETHS Martinelli I 2018 NRS N -0%4n" v vs VKA 100%  18% 46% NEIFTHT1=,
@OHMBH LY "
1 Y VEERGSEERL—TRTUFATIS b, BALST Y EUilh, $B2CPL HilkE WS 2 #£M NRS (Goldhaber SZ -
FHSNLZEFELLGUVBRIGENFERZD |2 mxitnitmEEETld INR 34 2848, ZALSHEINR 23 2042 2016, Martinelli I - 2018) » 5
n 3. ##® RCT (RE-COVER, RE-COVER II, RE-MEDY) Ao l) VEEEHARBHEE 2l L TTbhhi=FE |- EXEBT7 Y MHLTHS Mz
BT ERH (RREER) (2D
OXE L T. EEROREEZED
OHEFE 3#0) RCT (Cohen H - 2016, Pengo V + 2018, Ordi-Ros J - 2019) H 5 VKA (239 23 RHEFE
Oy BALTY FALTHIMBRERS (BEEMEE) (CDVT, J/A—OFH/500 VKA [S% | (£, 1000 A%7= 1 84 ABLN
Obgh T EMBHTEMIE. 1000 A=Y 53 ABLY (45 DAELN~151 BUV), BEMASEARIRMAE | (174 DAV ~343 BV,
) T EDHTHOTIEBIZRET S & UN—OFH/NAN2D VKA ITHT HRHEEMEIE. 1000 |- EXETINILTHIESE
F | OSFEIFTHS At 28 AZLY (31 DELV~88 1Y), F=$i\) VIEEHAK 3 EISHORES (BMRISHE | Il (RGEEE) 2O0
L | Obbrioil BEAHET) SRETHE. UNA—OF9/300 VKA ICHT ZMBHEMBE. 1000 A% | T, BEEOLEEEOD
< 1=V 82 AZ LY (18 B ~146 V), & LICERMISERRFEDAHMN DI VIBEMA 3TEE | VKA ITHT SR H#EEE
VA HOEFIZRET S E. UA—OFH/300 VKA [T T HRHEEMEIL. 1000 AZfzY 64 | (X, 1000 AZsf=l) 10 A7
Ly AZLY (23 DRV~ 150 B LY, Ly (B3 DAL~ 32 B LY),
2 o FARHETYNNLTHBMERICDONT, UNA—OFH/N2 0 VKA IZHT BRI,
® 1000 A&7=Y 4 ABLY (14 DIELV~22 1),
0 FARETIVIMNNLTHAEERLHMICDOWT, UN—AFH/N20O VKA IZx3 23R HEFEE
(£, 1000 A&7=Y 3 AZLY (25 D7 LNV~31 2LV,
0 EREBETIFALTHAELEIZOWNT, UNA—OFH/NN2O VKA IZHT 2B HETEMEIL.
1000 A&f=Y 3 AZLY (18 DA LVv~24 ZLV),
24 ® RCT (Cohen H - 2016, Ordi-Ros J = 2019) A5
o EAHTYMLTHAEELSSHE (HMLSL) (ZDWT, JA—OFH/800 VKA =%
T HHMEHEEMIL. 1000 AZ=Y 9 AZBLY (50 DALN~67 BLY),
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CQ2-3 RPARMIRAE CHRIE LI~ VIRERHEGEOMEFHARICENT, EEROREEREOLIZIOOELNRERAMN?

NAZERTIEZHETD | NAZERATICELZRETD NAZHALLGVLILZRET D NAZEALLGWIEZHET D

(R VHESR) (55U VHE2R) (3L VMR - xt) (BERUMESR - xt)
HED2A S
O O @ O
FARMARAE CHRIE L) VIEERAZREBME 20 ) VIEERKNEREOMBZFHARICEVWT, UNA—O0FXFHN A kYET LT 7Y
_ VERET S,

X EOBRE B, IETURAOREEM : K)

9 1Y) VISERASEBN L L —TRFUFATIIU h, RALSHE Y E K, 1 B2GPI A "D = BENBEISHEEDENS.

*3 . # B2GPL ADAE LEREAN DT, HALSHY EL B2GPI EARRATRET 288155,

A CQ TIHREERONMEEELIILI 7)) VOB ZT oM. FALESHENSE. 3HEDRCT & 1HEDIERCT A /N—OF

HNVEHRBREL LTRSS T2 END, HEXTIIYNA—OFHYNEDILT 7 UEEBRL#EXE LT,
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CQ31, 2, 3 XHBRERELIBER

&®PubMed #HFRER
#1 Search: Antiphospholipid Syndrome[mh] OR antiphospholipid*[tiab] OR anti-phospholipid*[tiab]
#2 Search: Thromboembolism[mh] OR arterial Thromboembolism[mh] OR Embolism[mh] OR ischemic heart disease[mh] OR Thrombosis[mh] OR IHD [mh] OR
myocardial infarction [mh] OR angina [mh] OR stroke [mh] OR brain infarction [mh]OR Thrombosis[mh] OR Thrombo* [tiab] OR arterial[tiab] OR [tiab] OR
ischemic heart disease [tiab] OR Thrombosis[tiab] OR IHD [tiab] OR myocardial infarction[tiab] OR angina [tiab] OR stroke [tiab] OR brain infarction [tiab]
#3 Search: (((cases[tiab] OR patients[tiab]) NOT ("a case"[tiab] OR "a patient")) OR Multicenter Study[pt] OR follow-up studies[mh] OR randomized controlled
trial[pt] OR systematic[sb] OR controlled clinical trial[pt] OR comparative study[pt] OR meta-analysis[pt] OR cohort studies[mh] OR case-control studies[mh]
OR epidemiologic studies[mh]) AND ("1988/01/01"[PDat] : "2018/09/30"[PDat]) NOT (animals[mh] NOT humans[mh])
#4 Search: #1 AND #2 AND #3

®%A : 2019/1/10

OEFFRER

#1 (Y UIRERWERSE/TH or itV VEEEHRKEEE/ALor i) VEEEHA/TH or 1Y VIBEEHA/AL) or (APS/TH or APS/AL)

#2 (BIAR/TH or EHAR/AL) or(OME/TH or MlME/AL) or(DAAEZE/TH or (DAAEZE/AL) or (XM E/TH or NME/AL) or (AZEd/TH or MNZEH/AL) or(IEE
ITH or RX#EZE/AL)

#3 #1 and #2

#4 #3) and (PT=5#8%% <)
#5 #4) and (PT=[REH )
#6 14I/AL or —15I/AL or 1 fEI/AL or —fEHI/AL or 1 F#i5I/AL or —Ffif5l/AL or 2 R{FI/AL
#7 #5 not #6
B®%EH : 2019/3/2
¢ CENTRAL %=X

#1 (antiphospholipid syndrome):ti,ab,kw (Word variations have been searched)

BB : 2018/12/21
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CQ31 URY IR FART—T L (JERCT)

Risk of Bias for Non-randomized Studies

HENBDHHH FHER (RoBANS) ZDith
puiicp:cs
FY AL |EEE - - o TIRIAOE | omme | 1~o | smz | =g | mEo |08 Amen | 7oras RATFADIAY -
)Tl wEE ’ - " e | RIERIR [ DER T HIE gt T RhL|BENATR (high @ & =EH % 2H)
8 fE I 5L B =g 3
SEr- Ohnishi XHREFOEADT+5
92018 ’ NRS HEME 13 1 77 13 Low High Low Low Low Low T rALFEEDERIEES
TUWELDERADFEFT G
XHREFOEEADT+5
' . . . T rhLEBEDERIEN SN
mizfEFFH 01;18115;1, NRS HEMRE 13 11 77 29 Low High Low High Low Low CHST. HEIC AL R 1T
HEEETEHL
Ohnishi RRAFOREDBT+57
BEGHM 92018 ’ NRS BHZTHR 13 0 77 9 Low High Low Low Low Low 7o rALFEEDOERIEEES N
TWEWHERADFEEZ L




CQ31 BIIRMEETHRELLHY VEERGEERBOMEFHARICENT, 77 VEFIERIVMEEF(IRLMREEEILI 7Y VOHAT

FELELREAMN?
IEFRATOT7AI*
Certainty assessment No of events/person-year Effect Certainty Importance
Antiplatelet
No of Study Risk of Inconsistency Indirectness Imprecision Other (with or warfarin Relative Absolute
studies design bias y p considerations =~ without (95% CI) (95% CI)
warfarin)
MSFERFE (BREBIER)
470 fewer
. per 1,000
1 (S)ltos(eﬁ';f:tlonal serious ! not serious not serious serious 2 none 29/77 11/13 ?0123(1)305 0.64) Efrom 694 s/a}é)R?(%OW FEX
ewer to 245
fewer)
EEGHN (REHRE)
. 117 more per
. RR Infinity | 1,000
1 obse?vatlonal serious ! not serious not serious very none 9/77 0/13 (NaN to (from 45 ®000 EX
studies serious 2 3 . VERY LOW
Infinity) more to 189
more)
T (BB [NE€]
92 more per
1 observational serious ! not serious not serious very none 13/77 1/13 RR 2.20 (153)(13 75 ®O00 FEX
studies serious 2 4 (0.31 to 15.4) p VERY LOW
ewer to 259
more)

CI : confidence interval, RR : risk ratio
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Fi3-4 €Q3-1 BRMmMISETRELEHY VEEBRAEREOMRFHARICENT, TU77 Y VR RMMRES-ZRI/MREEDLT 7Y VOHETIEES

SNERMN?

Evidence to Decision +—7JL

CORBEIEEESBEN My VIBEIAREIEE (APS) DX EfFEIL, BRMEHFHIRMEECTIEREL EDIEIR
EHHET., APS EECIIMREDEREZ LINMNZA 2NN EETH D, ENNRMITAE THRIE
Oz L1= APS TIIEFISENAZHRDIZTIL I 7 ) UNEEE L LTRHWLOND, —A. BAE
B | Oz TIRAMMREZAVONET—IXLE, TILT7 ) U ERIVMREDRBRNRE +BE
& OBz IEWn LETDIEREEETEENEL,
[ J=qA
OTFETETHS
Oy
FHENLIEFLWDRITENIFEREZ LD ;t‘ﬁ;hgﬁﬁﬁwiiﬁiwé%‘ CREES JUBEMREICBIRMIZES KU SLE &
nE £
3 | Obeh ey X547 WIRMmME  SLE
L | OmhEy Ohnishi N - 2018 NRS 100% 59%
L | OFZEE
Zh OXREWL D BERLET7IMHLTHLIMBERRIZCDOLT,
B | CRIU/MRE RI/MREE - FRIMREE DL T 7 ) D OBE) vs, TLT 7YY
OQsFTFETHS 29/77 vs. 11/13
OhHMi5HELY MRHEEE (T M/NREDHH 1000 A - FHTF=Y 470 ALY (694 AV AN~ 245
ADELy),
FPEhBEELCHELBRRIEREFEREL |
m @ BAE7YRHLTHAEEHHEMIZDONT,
g CBUI/MRE (RIUVMREFE(TRIUVMREEDIL D7) >OFR) ve.TILT 7)Y
E3 OXEW 9/77 vs. 0/13
% 8$§§ PR TIE A M/NMRED S 1000 A - EL1=Y 117 AZLY (45 ABL~189 AE
-~ L\)O
ﬁ oHTh
PR @ BABTYRNLTHEREEIZONT,
% OTFELETHD HUI/IMREE BUI/MREE E 2 [FHI/MREE DL T 7 U O vs. TLT7 )Y
Obhdh 7y 13/77 vs. 1/13
MREEBEITHI/NREDAH 1000 A - FH71=Y 92 ABLY (75 ADGEN~259 A%
IR
T |MROSEMET ETF v X DOMEERMEX A, IETFVRTAT77AIILT, TIETUAQHEERIE. BRASKEIRTOT7Y FALIZE | TIREBHE] OPRFXEVLHNRR
e WT TFEHEIZIE] THoT=, #ZELTCHHRERIIRKTH- 1=
= | @FEIE
v | OF
R | O
O
B | OMaRERLFRLL
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. L
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h OBFn<arvto—ILEzXETS ZMREBERLEEELCHOAREBETREALYBNETDE, TILT7UVEREER | T7UY) (£, —470+117x2+92 %
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CQ32 YRY - "4 FTRXFT—T )L (RCT)

HEANBDRHL FHHER Risk of Bias Z Dt
o a5 - \.
TONLD |EEE | L, A aam | TN e | TR qusn (mosio| srmes | 228 geen | TPEPA | SRRATE | zoat
* £ +- ‘- | | R P ) = gzl o =
2] wmEF E=bna k5 e 1% 2fEFI% B Hik FEALY é—-gﬂ: Eeon T INAL NAT7Z | EmmEs (high O EEEHELEH)
B DFEICOVTHAE
’ Okuma A . EEAZLL
ﬁ’%ﬁﬁ% etal, | ROT |TEELY Ve TAEUZ | g 0 11 3 |Unknown|Unknown| High | High | Low | Low Low  |BRIESKTHELT
2009 outcome DIEIZFHEES
[T5 T HEMD H D
BfDFEHIZOVNTHAE
| Okuma oS B EEAZLL
I(f[;?f;’)ﬁﬁ?é etal, | RCT T_ﬁl):bl)j/ I}S AU 9 2 11 8 Unknown | Unknown High High Low Low Low BREShTHEST
2009 [dd outcome DIREIFEES
[T5 T HEMED H D
B DFEZISONTHHE
e | - - EHAZLL
St | etal | pop (TACUY e TAEVZ 1 1 11 1 |Unknown|Unknown| High | High | Low | Low Low  |[ERIEShTHELS
= [ outcome DIREIZFEEES
1T 2 TATREMED D D




CQ3-2 BIIRMISETHRE LY VIEEREERBOMETHARICE T, FRAEYVEREFREY L EDLI7) VOBATIEEE SNAERMN?

IEFURATAIZ7AL"
Certainty assessment No of patients Effect
Bn ST s Inconsistency Indirectness Imprecision Ojehia: DI Aspirin el el N
studies design bias Y P considerations =~ Warfarin P (95% CI) (95% CI)
miefiE (K@) BFE (1 £R)
. . . . 0/9 3/11 0 273 fewer per 1,000
1 2 3,4
1 RCT serious ! | not serious serious very serious none 0%) ©7.3%) | (0 to NaN) (from 359 fewer to 9.5 fewer) Very Low | CRITICAL
miefE (RAEE) BRE (5 F/)
. . . . 2/9 8/11 0.306 505 fewer per 1,000
1 2 3
1 RCT serious ! | not serious serious serious none (22.29%) 72.79%) | (0.085 to 1.093) | (From 883 fewer to 127 fewer) Very Low [ CRITICAL
EELHMm
. . . . 1/9 1/11 1.22 20 fewer per 1,000
1 3,5
1 RCT serious ! | not serious not serious very serious none (11.1%) (9.1%) (0.088 to 16.93) | (from 246 fewer to 287 more) Very Low | CRITICAL

CI : confidence interval, RR : risk ratio
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Evidence to Decision +— 7L

CORMRBIXEESEEN APS 2T, BIRMEEIIESHETHDESD  MEFRICEE LS P2EELFETH JILT 7 UEEEEIFINR2.0-3.0
5 b, £z, —RICHARMARE (FRM/NMRETHET 55 —AHNLEN\—A, APS TIXEIRIM | (target 2.5)
B5 (4R &E%UZ’J%&%E&L FARMAEGEZ 7= LIZERIxET 5 2 RFPFABRDIHITEE
f o
FTHINAEF LRI ENIZTEXRE LD FERAEFLUVSE (MREBRDOINH)
= MREBERE (5 )
* | hEE
L FREYY vs. TREUU+ILT 7YY
%} 5 £ERF : 8/11 vs. 2/9
] PREEFMBETAEY V+TILT 7Y VDA 1000 AdHf=Y 505 ALY (769 A EE
W~ 66 ALY, (THLEEFLVWVIENSTAEY U+ TILIT 7Y UDANKEL),
s FTHEINIEFLLLARULWIREENEFERZVHD EXRGEELLBAVHE (HImAERK)
% f=SRALNE FREYY vs. TRAEUS+ILT7Y Y
75 HImER: 1/11 (9.1%)  vs. 1/9 (11.1%)
i
Ly MREFEEEITREY+IILT7 ) oDFEH 1000 AZt=Y 20 AZLY (143 ADEE LN~
% 183 AZLY),
I | IROLHEMNEIET Y ZOHERMEEA ERBT7YMALICELT, TIEFUADEERRETART TEBIZE] THo=. TED
g ERMBIETOROMEREIL TEEICIE] o1
5 5| FEHICE
ol
R
1))
T
ARDBFELBTY FALEZEDREERT AN X5 DOEDAREME G LEFRMENEEZ DN S,
ﬁm DWTEELTHEREETH S,
i B smormmmEraEsosszs<aL
»
2]




EFLIWVIREEFLLBVIREDNS VAT
fAFEEFar rO—LEXZHETEH
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CQ3-2 EhARMAREE CTHRIE L) VIEERWEEBEOMRFHARICENT, FRAEYVERETFRAEYVETLI 7Y VOHATIRES SBFEAN?
NMAZERATILEHRT D NAZERATICLEZRETS (MAZEALLGVCLZRET S| MAZERALLEWVW L E#ET D
(38 UL HESR) (55U HE2R) (B3 U VHESR - Rxt) (GRUMESR - Rxt)
¥ROL14T
O [ O O

EARMARAE THRE L= VIEERAREEFONE FIHARICENT, TRAEYVERKIYIZTREYVEDLI 7Y VOGRAEZRE
i3 ERR

(HEREDRS - FL, TET U ADEEN . FEITE)
TILT 7Y +TREY UTORRIBECHRIVMREREFICLENTORECERE IS 5—A. BMERAICOWTHIZEZ H{EMIC
HHERFEALGL, LAL, PEBITORFLIGS, TET O ADEERMIE TFERITIE] THo1=
SLE Z&HLTWS 2 REAPSHATREY VET 411, TRAEY VDL T 7 VETIIEENTLANVITNEER~AD
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&3 3-8 CQ33 URY - "L FARAF—T)L (RCT)

HMEAB D FLHER Risk of Bias Z0Hh
AR xR ARE | 7ornn FornL | ZDHAATR :
TINNLD | EES- ik MAFE AR ARTR pofiich:s *f’\‘JF BUMF (B HD | T 7R ESE ST 0 AL g (ELHAABR L - INATZADAAV
e H Z 7 g 3 g 3 3+ o a = AEIs . =
i 2] WEE £ REHIEK e 1% ESnTE I Hik FEARLY ‘é‘;{t it T INAL NAT7Z | EEEEs) (high O &=EBRFEH)
’ Pengo, Rivaroxaban vs. . Rivaroxaban # T event
miRFERHR 2018 RCT warfarin 21 4 22 0 Low Low Low Low Low Low High MRS RSB 1F Aot
Pengo, Rivaroxaban vs . Rivaroxaban 3 T event
BT 2018 RCT warfarin 21 1 22 0 Low Low Low Low Low Low High MRS IEER R IF Aot
. Pengo, Rivaroxaban vs . Rivaroxaban 3 T event
H I fiE K 2018 RCT warfarin 21 3 22 2 Low Low Low Low Low Low High IS EEASRER R 1F Lo




CQ 33 BIROBRETRELE-RY VIEEBRE=EBEORY VIEERAEREOMRFIAEICENT, YNRA—OFY NV ETLIFYUDELLHERAM?

IEFR7A72740 "

Certainty assessment No of patients Effect
WG i S Liils s Inconsistency Indirectness Imprecision Olidrers rivaroxaban Warfarin selaliye LI Certamty | Importance
studies = design bias Y P considerations (95% CI) (95% CI)
MEREFF
. R 190 more per 1,000
. . . 3 4/21 /22 Infinit,
1 RCT serious! | not serious serious? Zfery serious none (19.0%) ?0 %) (;;;lt}; Infinity) (from 23 more to 358 VERY LOW [ CRITICAL
more)
5 B A D miEK
. 52 more per 1,000
3,
1 RCT serious! | not serious serious? :ery serious none ?{?1.13% ) (29/212% ) fg;;f: 8.49) (from 140 fewer to 244 | VERY LOW | CRITICAL
more)
T
. . 48 more per 1,000
not . . very serious® 1/21 0/22 Infinity
1 RCT . t 2 ..
C seriots not serious serious . none (4.8%) 0%) (NaN to Infinity) ](rflr;)rr:) 14 fewer to 43 VERY LOW | CRITICAL

CI : confidence interval, RR : risk ratio
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Evidence to Decision +—7JL

COMREFEES=EDL ) VIEERMMERE (APS) I2HULVT. BIRMSEISSHEETHDAES - BEEFRICE | UA—0FYNY vs. J—T7U Y
HLODPEELGRETHD, EEROPUERBZE (direct oral anticoagulants : DOAC) BEECOVWT1HD RCT B LT
(YA Z. PAVEY® Xa AFEBRMICEETT 5 L CTREEBERERT 0, TILT 7Y | (Pengo et al, 2018)

VELRLT. 1) BEICLIEENTVEOEHNARINR E=Z2)VUSFE, 2) BRA |7—277 ) U@EEEIEINR 2.0-3.0

% BFEONIZHENEIRT S, 3) BEERAHOADLZWEEDORANHDEMD, TILD (target 2.5)
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7 (PHSHAEFLULHREENZEEXRELD EELLFLOHR (MigiE 3H))
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f 5 EROHBMAR 2/22 (9.1%) vs. 3/21 (14.3%)
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% BT 0/22 vs. 1/21 (4.8%)
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MROLEMEIET Y ADFERKEEAEH mizfE, 5 EREAOHMER., FEWTADOT I FALIZBEWNTE, TETURDEEME | KRERD sub-population ZBHTLTH

[TEFBICIETH 1. EHRDHEREIFIIEEIEE LT, Un#EBW+oSZNEEZHL

FEIZIE

FEMHEOINVAIMH




ARDREELRT I CHLEEDEEERT 5

IS DEDEREMITLERMENEEZ NS,

B | oncEELAEREESHDH
&
g BEEAREERE-EELOEREZ5<HL
Al
o
2
HELOREFIELCHBVHREDNT VR | MRHFBOEBREHE  REEIZIENL DD, intervention DL E L LVHEAIEC
B IEFRAFEFay FO—ILEXET LM SFLLBULPIEAF NS £EH S intervention (FEDARAIZHE TN S,
5
R | avra-LEXETS
7
<
R
. PELERETENIFEEXRE D REShEHEIET YR EH
B | promn
i

FEMRR S N\ S, H S B! m ke S

MROLHL T ET > AOFEEMEEFH

HArENTRRLGL

BESNEHEIET U RIEHL




ERAMBRIEFINAFTIFIY FO—LEXET
5h

QOLFHED T—A2HAFR L TLAEH, EAXMSRL, UnN—AFHAAVETLTFYY
ICHE L THUTHDHEEENT LY,

el fy

"
A
Q EFEXFETHD
L]
ERLOAFHEADTEGE S H SE. BRSNEEFIEOThL HBMEETHY . ERRHE L BTRBICHT 528
2 KEHENES> TV AEAEICH D TLUREAAROLERICFESUA H S & [FHBMIC
; HH S [FERIZCV, LEMEETHD U NA—OXFHNAVIEHR - SHEE DREECLIBE
ThY. SEANET (RUZHICEDIHE) FERLOATRIIEOREEE5X55L
HLEZ %,
CONAGEELFBSERFICE>THETE | 777U VEOREREDFHICOVWTRIZERANH S,
g | BB —%. UN—AFYN\UIELEABICE T 2 BARER & REEIRMAS - FHZER O IR
= b5hd, JA—OFHNUEFRALAVI LI, MEEFEHEICE>THESL D,
A BESIEN
B
13
C DBIRELITEATTHED BELKERTARTHS S
BELFL




(ieEm)
CQ3-3 BARmMAETREL =Y VEEELGA=EBEOHR ) VIEERHERROMZFHARICEVT, VA—OFHNVETLTFIVDELLARR

n7?

NAEERATHISEZHETL | NAZHEATICLZRET D NAZHALLGVLILZRET D | MAZERALEVWI L £2#ET D

(B L VHESR) (FBULHER) (FBULER - R3) (BELHER - R3)
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X EOBRE B, IETURAOREEMN : FEITE)
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CQ4 XHEERR L XHER

@ PubMed #HFEX
#9 Add Search #5 AND #8) NOT #6
#8 Add Search ("Adrenal Cortex Hormones"[MH] OR glucocorticoids OR prednisolone OR prednisone OR methylprednisolone OR corticosteroid*[TIAB] OR
glucocorticosteroid*[TIAB] OR steroids[TIAB] OR steroid[TTIABI)
#7 Add Search #5 NOT #6
#6 Add Search (rituximab OR methotrexate OR (mycophenolate mofetil) OR "Plasma Exchange"[MH] OR "Blood Component Removal"[MH] OR cyclosporin)
#5 Add Search #1 AND #2 AND #3 AND #4
#4 Add Search (Humans[MH] AND (English[LA] OR Japanese[LA]) AND ("1994"[PDAT : "3000"[PDATI))
#3 Add Search (("Randomized Controlled Trial"[PT] OR "Controlled Clinical Trial"[PT] OR "Clinical Trial"[PT] OR "Case-Control Studies"[MH] OR "Cohort
Studies"[MH] OR randomized[TIAB] OR randomly[TTAB] OR trial[TTAB] OR groups[TIAB]) NOT "Case Reports"[PT])
#2 Add Search cyclophosphamide
#1 Add Search ("Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis"[MH] OR (((antibodies OR antibody) AND (antineutrophil OR anti-neutrophil) AND
cytoplasmic) OR anca AND vasculitis) OR (microscopic polyangiitis) OR "Granulomatosis with Polyangiitis"[MH] OR "Churg-Strauss Syndrome"[MH] OR (renal
limited vasculitis) OR (small vessel vasculitis) OR (rapidly progressive glomerulonephritis) OR (pauci immune glomerulonephritis) OR (crescentic
glomerulonephritis))

B®#%H : 2015/1/13

OEFFEEEX

#1 (LT R-HIFh R E B ARE/TH or ANCA BEME #/AL) or ME X-FiFhERMERETIARE/TH or MBS RME %/TH or IFEEEkME 2 R ME R IERF
JEfE/TH or WFEEERME LR ME RMERFIEMAE/TH or 2HRME RENFIEME/TH or FEEERME LR ME X MERSFIEAE/TH or (BIRA/AL and (& 2¢/TH or M #/AL)) or
(pauci/AL and immune/AL) or RERAE 2 -2RAEITIE/TH or FABRAEEEGALE/TH or (ZHEARA-FEHE/TH or LREBARA-FEETME/AL) or (ZRBENR I -FEHE
/TH or #5512 RBIIRA/AL) or (ZRBARA-FEETME/TH or #EHIME L FHMEENARK/AL) or (S HENAR A -FEHTE/TH or #EETMEENARFEE #%/AL) and
((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (L) 7 k—T X-2&FMH/THor £HM L) T b—7T R/AL or Goodpasture fE{EE/AL or ¥ v F/SRXF
¥ —JEI&E/AL or IgA/TH and IN% %/TH) or Henoch-Schoenlein/AL)

#2 (M 2-HiF BRI B HUIARSE/TH or ANCA BEEME %/AL) or ME X -FuiF ekl E I AREE/TH or MM S RME &%/TH or IFEEERME L FME X MRS
FEAE/TH or $FEAEKME L RME R MEAZFIELE/TH or 2HME R MERFIEAE/TH or FEEEMEZRME X MRAFIEE/TH or (BRE/AL and (IWE %/TH or M%E #%/AL)) or
(pauci/AL and immune/AL) or FRERAE & - 2R AETH/TH or UARBAREBRTUAE/TH or (ZHENAR K -FEEHM/TH or LREIARK-FEEIMH/AL) or (ZHRBIARX-FEETE
/TH or #8142 FKEARK/AL) or (B FHBIBRAK-FEETIE/TH or #EHIME S RKMEEARK/AL) or (B FHEINRAK-FEETIE/TH or #EEIMEEIAREE2%/AL) and
((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (L) T h—T R-2H%/TH or £5M T ) 7 b—7F X/AL or Goodpasture FE{ZE/AL or 7 v F/8X
F ¥ —fEIZEE/AL or IgA/TH and % 2/TH) or Henoch-Schoenlein/AL)

#3 #1lor#2

#4 RD=AZT7F 1R or RD=5 V& LLLLEERER or RD=#5 > 4 LELLEGEKER or RD=LLBRFRE or O7"— F#ZE/TH or fEHIXERAAZ/TH) and (CK=E k and
(CK=RL A(19~44) or CK=H%(45~64) or CK=/=#5%& (65~) or CK==#%%& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[R &%) and (LA=H K3Z

#5 #3 and#4

#6 ((Glucocorticoids/TH or Glucocorticoid/AL) or (Glucocorticoids/TH or #& 3 JLF a4 F/AL)) and ((Cyclophosphamide/TH or Cyclophosphamide/AL) or #H
249 AHRRA 77 = F/AL) and ((Cyclophosphamide/TH or Cyclophosphamide/AL) or % A7RRX 77 X K/8JLR/AL)

#7 #b5and #6



®%EA : 2015/1/13

O CENTRAL ##% =

#1 MeSH descriptor: [Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis] explode all trees

#2 (((antibody antineutrophil cytoplasmic) or anca) and vasculitis) or (microscopic polyangiitis) or (Granulomatosis with Polyangiitis) or (Churg Strauss
Syndrome) or (renal limited vasculitis) or (small vessel vasculitis) or (rapidly progressive glomerulonephritis) or (pauci immune glomerulonephritis) or
(crescentic glomerulonephritis):ti,ab,kw (Word variations have been searched)

#3 #lor #2

#4 cyclophosphamide:ti,ab,kw (Word variations have been searched)

#5 #3and#4

#6 (rituximab or methotrexate or (mycophenolate mofetil) or (plasma exchange) or plasmapheresis or apheresis or cyclosporin®):ti,ab,kw (Word variations have
been searched)

#7 #5 not #6

Publication Year from 1994 to 2015, in Trials
®%EAB : 2015/1/17
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Evidence to Decision 7— 7 /L

COMEIER’RESED EHORIMELDZIET VR,
LHL. BUER APS EBOHTEN, N OFRABORETHY . BENARELHE
Oz SINTUWEL, AREICHT HEEEHOREFEBEBELEEZAOND,
3] OBz i
| OsfoiEn
[ JFqA
OTFEETETHD
Obhh izl
FHEAIEFLWIREIENIFERZ LD | BUER APS IEBHTENLRETH Y. RCTIFAL., IFR— MAK., EFIREH | EFENEBOHTFRAIBRDIRE
T, AIRLEEBMZET 540, TCAPS Registryl EWSEELOX LM —DORFDM | THI_ELEEET S L. TS
OHdh XIZ&kB &, 471 epispdes (N) 1Zx LT, [Triple therapy (JusEEEE+S/)La | BEFLLHMREIREVEEZ LN
OIhELY JLFaA F+MEREE andlor RESI 0T DREFTERZE) . ThAUSNOHEAE | b,
Oh%EE b, WITNTERWVABEFEDRTEIEL, ThEFh, 28.6%. 41.1%., T5%TH BHE. BEOXBBEDIFTEALEN
@OXEL Y, BEEOCRAT 1 v Y EIRIZESA4 v XtblE, Mriple therapyl vs. FhLlst | TCAPS Registryl Z&IZL=31 D
@ | T DA EHE T 1.7 (95%CI 1.2-2.6) . [Triple therapyl vs. WFTNTELELVEE | Tho=h., ThUsDsr—x21)
£ | OSEITETHS FHET. 9.7 (95%CI 2.3-40.6) THo1t=, —RELTIE, BIEROERES 14
L Obhh sz BlOEENH > 1= (Ruffatti A. J
Ly Autoimmun 2018 ; 93 : 124-130.),
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Obhh s

Ly, HEERNTIEOICEEHLET Y MHLF, EERLEIEIC, £F7E,
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BIFEE APS (IBHTENLRETH D, TDT1=&H. [CAPS Registry] EWVWSERL X kY —5H, [The European Forum on
/Antiphospholipid Antibodies] [Z& T 2000 &F(Z3iL 5 EIFf 5t f= (httpsi//ontocrf.grupocostaisa.com/es_ES/web/caps/home), L ¥
AM)—~DEEOEZFEFZITTELS, 1992 FIZHOHTIDRENRBEH SN TH DT R TOXHER;EDH MEDLINE O FE LRI
RTHRESHh, INE - BEShTW5, LEAST, BUER APSICET 2 ChETOERAEDIFEAEN, D CAPS Registry &
AW-METHY. TNoDHXELTTHLEHNDEENH S L. CAPS Registry T —F DYV —RELIEWVWZDIENIDIRE - FEHFIER
HIZDONWTH., RRAEHIE CAPS Registry ITHEYAFEFN TS AEEMENE LY, —AH T, 2D CAPS Registry [THEWLTT 5. 2015
F 12 ADBF AT 525 episodes LMEEFZFINTULVEL, HALGMN S, RCT T4 LK. ak— FAE, EFIXEBIAE., pibEmMET S
HLy, LizA o T, ACQ DHEE(X, EEMIZ CAPS Registry DRmFTDOXHE (Rodriguez-Pinté I. Rheumatology (Oxford) 2018 Apr
11. doi:10.1093/rheumatology/key082) DI IZEDINTHER L=, CDHMXIZL B & Triple therapyl GugEEEZ+RX T O4 K+
XM and/or RIFES 0T VREFIER THEINT CAPS BEEEIL. ChoDBAEEIVNTAN 1 DHLL 2 DDA EHET
BEINEE., CAOVWTHTIHVWAETARESNHEICLKRT, SEERTTHEIZEFERLNE N oz, T, MERBLEEE
JR7) UREFHIEREOVWTNEZESLD, HAWIAEAZESHNLZEICDOLNTIE, ALHIEEWNNIEMN Tz, RTELUNDT I bA
LIZDOWTIE, EEBRLED. FLEAELRBEH I TGSz, —A. SOHMIUNDIET R E LT, CAPS Registry A5 D
r—Ro)—=XELTIEHTRREEZ ONDHX (Ruffatti A. J Autoimmun 2018 ; 93 : 124-130) 12k D &. HEIEROERES 13 4
DBEIER! APS (14 episodes) IZH T, PEERE L MBERIBOA TRHREINT- 1 BEFRUVT, Mriple therapy (UEREEE+ T IL
J3LF A F+HMIERHR) ] THESN, 2009 FUBD 6 £FREI DT DREFTRELEMIAI-LI A, 2fITEREL

fzo SNODFERLY., BRELGDIIETUORDEFEWND, EHFEIUEBHTFEFEDRETHIILEERELT. ACQD
SR, TRIER APS I3 LT, JuEEEAE V)L a)LF oA FIZ, MBERBFELEREI QT VRKEFIEELEZHATSHL
#IRET D) L1z, Gh, MBERBLEAEEI/OT) DREFHFEEICTOVTIL, BIER APS ¥ APS DRFL TIERBIA TV

Ly,




IXFAN—FFEZA2TIE, £EBHET) TI—TADEBRKEICHAHBIER APSERFICH L TIE, 20K 773 FOGRADL

HSIHI—TIcE EESh TS (Bayraktar UD. J Rheumatol 2007 ; 34 : 346-352),
I AHREEIE  |F 1=, [Triple therapyl THAMDBYER APSICR L TIX, VYFIITICKDABELENEFTEN S (Berman H. Autoimmun

Rev 2013 ; 12 : 1085-1090), HZEH. UVFXI < TIZD2ZTH. EIFEE APS ¥ APS DB L TIFEZE I TULVALY,
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@ Rodriguez-Pinté I, et al. Rheumatology (Oxford) 2018 ; 57 : 1264-1270
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CAPS Registry (AL X b1 —)

502 B DBIER! APS (525 episodes). EEL X R — (2015 &F 12 A)

TELGHER (CEEH

B

15 38.5 % (SD 17.0)

B—EBEFDHEM 23 episodes &7 b D LRLBEDFEHRMNFE L TL 2 31 episodes & Hft7= 54 episodes RS L T, 471
epispdes (N) WEHRRELoT=,

B (X 403 5] (85.6%). RTHA KX 3724 (79.0%). MmIFRH#IL 166 5] (35.2%). IVIG (X 126 ] (26.8%) =
Ausnt-,

Triple therapy (JuEERE+RXT0O4 F+MIERHE and/or IVIG) (&, 189 ] (40.1%) [CHWWOT=, TNLUSNDEAE
HhtEM 270l (57.3%). WIFNTEHLELAREAEMN 124 (2.5%) THo1=,

NS 3SEHEOBEESICIIEOADENNEWNASH Y., Triple therapy Eld, AEIZ. EEHINEL . EMEEN ) H—T
HAHEEMNDE B - f/MRED - BRRIRMmER - 1) VBB RAD Triple positivity DEENE ., YV RAKRKA T 7 =
FTHRESINTWSEFNE M1, A+ SLE S6RICHNMNIEWNIE, o 1=,

NG 3BEDELTEIL, ThEh, 28.6%. 41.1%. 5% THY . LRRODEEZRAELZEEACR T4 vV EIRICEL DA
w AtblE. Triple therapy vs. ZR U DEHEHE T 1.7 (95%CI 1.2-2.6) . Triple therapy vs. WFNTHIEULVAEAE
T. 9.7 (95%CI 2.3-40.6) THo1=,

Triple therapy BN HIZHNT, MEPFRBR4IVIG, MBRBDHA, IVIG DH, DWTNEFZIT-HNIZDONTIE, BTET,
FNETN 27.3%. 27.4%. 30.1%THY. ZEEATC X T4 vV AR THEIEETEN o7z (p=0.91), M +IVIG @
A, WIFROBEEMNZDOWTH, BANGEFEMN STz (p=0.83),

BHE. AHRIZDONTIE, CAPS REMNSETETOHBIZOLWTOERIEZEL . 6 MA. 1 ELEDEATORER[ER
BATHD, EMOEERY. BERICOVTORFLALN oz, BRIZOVWTIE, LEOLSITHEASATLSDT, —EHM
NOBHERELTHATHD, SRBEFESTOZOHRE (B18). QOL, ERAE/MBEDHRRE. RELOM/PMREDEREL.
KREES - BEOHFRBE~FR. BEICHESETELEOHE (BRPME. HiERK. SREERTZTOM) [TOLTOERD
Ehot=,




@ Ruffatti A. J Autoimmun 2018 ; 93 : 124-130.
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(EEL . A, A L) 13 B DBEIFEE! APS (14 episodes). BilfEE% D EGAEH]

NAFE triple therapy

]| T 12 F (SD 9.9, range 1-32)

SMEDOER (FHGE) T4 32 &% (SD 10.4. range 13-50)

HBREREEMBRBEOA THEESIN: 1 BZBRUT, Ttriple therapy JURERZE+MERE+XT0O4 F) | THES
Nnit=, 2009 FLIED 6 &L, IVIG LEMEShi-, £FTHEHEL-,

BEZLEDHE M=,

BEIIOWTIE, hgBEEZFZEChL- 16 (8%) A, 3MhARIZERLT-.

HFEPFNTEHAEFEL TV -DT, BTEITHTH D, EFEOTERL. EREICODVTORELGM -1, BRIEREERES
PZOHRE (A1), QOL., EE/MBEDFHRFE. REMOM/MRBOEEL., KEEE - BEOHBERE~EE. A
BICHES TELEOHE (BREAE. HMMEK., SRBEETZOM) [COVTOFERLGEML ST,




