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Phase | and Il : criteria generation, reduction

- Candidate criteriamaFER Y X b 2 1ERK
- Criteria 152—27

- 6 domains (macrovascular(venous, arterial), microvascular,
obstetric, cardiac valve, hematologic, and laboratory)



Phase lll : criteria definition, further reduction, and weighting,
and classification threshold identification

- clinical definitions (Phase IlI-A)
(DARMEMETE, FRMEZESE (VTE), GMERSE (CVD) DER
<mwmmaﬁ\
(3TN TR S
(MMM#Q%E
(5) M

5) /ARG A

- laboratory definitions (Phase Il1-B)

(1)LAC oieEiEx & @BRIE, ERMEIEMFSISTH)ICHE S NE
Q)REBBEATERVESICZIE, 1 EOLAC BEAZ YA S LA




Clinical criteria

Domain 1 — Macrovascular (venous thromboembolism)

Venous thromboembolism(Z O th DIBAA A TE S, BULBEICL > THEEIND)

fhZEfefE, PURRDREFFRARMARAE, PBBIMAREE, BFFIRMASE, A ﬁﬂn’ﬁﬁﬂﬁf i, HERREIRMASIE/FASRENE £ 5D,
INHICRES N7,

Domain 2 — Macrovascular (arterial thrombosis)

Arterial thrombosis(Z DDA ARBATE T, BYLBREICK > THERIND)
DR E(EEIRIMAEAE), RESBIRMIEAE, NIRENIRIIETE, %ﬂﬂ%@]ﬂ)ﬁﬁﬂif ERERICEDCMES, ZoMmolgzsEE (B, i,
PR f) .

Domain 3 — Microvascular

Suspected:

livedo racemose (by physical examination)
ZNUNTIEERBAD DO AL, KEDEKE, "B, FLEoKOMa
¥)—7, AT, ENTWARL, SRR EEE M S livedo reticularislE X AT ) > 7 RE T,

livedoid vasculopathy lesions (by physical examination)
ZNUNDIZEIZFRBDO OO AW, BAZH I B IO, REeTMIAELR T 7 —71%, S2RICHIEKEBERY, KT B ERH
%Hﬁi/,\rtfd\%)

aPL nephropathy (by physical examination or laboratory tests)
(@)F7-hEmE, FHFEFEOSMENENL (b)UPCRZ0.5 mg/mg (c)Cre LR % £ 5 M ERE (d) RE{EM O BEHEER MR

Pulmonary hemorrhage (by clinical symptoms and imaging)
MEIR IR & MMz R% L, ZOMORERAD B




Established:

livedoid vasculopathy (by pathology)
L TIEERBAD DALV, NS RERME OMEE and/or AKRIEIE

aPL nephropathy (by pathology)
(a)2HEBMERZor TMA, (b)IEMEBMERZE or RIKMAEHFZE. SLETIZLN & (B R7A < aPL nephropathy"&E L 5.

Pulmonary hemorrhage (by BAL or pathology)
L TIEERBBD DA AL, BALTHEGEN A HMM, ~ESTUVYyEBE~YIA 7 7—I>20%, MEBRTEHEMNEARD L IFHUhmEzsEo 5.

Myocardial disease (by imaging or pathology)
BTIEERBBO 2 AW, BEEF N IEF AIEST EF OFEEE & cardiac MRITDOEE.

Adrenal hemorrhage or microthrombosis (by imaging or pathology)
TIEFRBBO DAL, CTH L <IEMRITOMU/NEIL, $ L <ISHEEFHICEIBERUNDE To MmgE.

Domain 4 — Obstetric

Prefetal death (preembryonic or embryonic loss): I F4R10:B0H & ¥ gD ftt TIZERBE D A 7% LR EE.

Fetal death: i CIZFBAD DA 7Ly, HIRI0E0R A H 15086 H £ TRE (RHARIEIET), F7-13HR16:E08 A 34808 £ TORE.

Preeclampsia with severe features
Preeclampsiald, MM/T1EF & A EIR20:BLARE ICYHERR = 140 mmHg £ 72 1335888 = 90 mmHg» 2 [A],
D EHARRERE K IBMESIME £ RRT=0.3 mg/mgd L K IFIREBEMUT=2ICIMA T, EEOCMELR, FHIRAEDERE, KHFEE,
fizkfE, FFEERE (B L <A LESEA OEER), MmBECre >1.1 mg/dLOBEREREREE, MM/IMRIET(<100x10°9/L) & E%.

Placental insufficiency with severe features
FENBIREBEIEL, BREEED L ITHEAEREENIEBBELZD10th percentile LU, N 2UTD1IDOLU A H S, fetal surveillance
testCORE, BEELFNYy 77 —KFE, BEL LLIZTHERAEKENERBLID3rd percentile A TOEEF=EANREELE, FKED,




Maternal vascular malperfusion on placental histology
PR MAEIE/IEE, FEodAEBROTNEYIZY ET ) vy, MEGREEDRY, GRIEEOIEMN, FEEOREIC K > TRE,
=L IR, APLEMERETTERH N, APSICEHEMNTIEA WL,

Domain 5 — Cardiac valve

Valve thickening
L TIFEBAD DALV, FEICBbh o R WREERCERZHF D AR, EIEAEEIZ20~39m T4 mmU £, 40mAEEFS mmlE, £D
b D13 FHDICBIR A < 3mmBlE & EHE

Valve vegetation
@T LiRBED D H AW, #@%?f%@yf¢ﬁﬁfﬁuﬁ?,k%éuﬁéﬁﬁ,L Z1lemUF, RS ORBEXOEEEFER Y,
SR, FRIEIIRZ S AWV RCIEZE ICIXEET 5.

Domain 6 — haematology

Thrombocytopenia: th TIEERBAD DA 7Ly, 20~130x 109 /Lo M/ MMR(ET




Laboratory criteria

Domain 7 — aPL test by coagulation- based functional assay

lupus anticoagulant (LAC) assay: ElRRMi2IEMFR(STH) A K 74 VICEDOWTET, BRIN3.
LACOEFEIE & HEZRIL, 22D R ) —=>72 7 X k(diluted Russell’s viper venom time and a sensitive activated partial
thromboplastin time) D WA T, 3D Dstep(screening — mixing study — confirmation) IZ T{Th 1 5.
LACIZ U E ZE™ 5, M omieiE, CRPEIE, HRERFAIE R 2 EIRFPIC BB - BREEICR 2 7T-0BRITEER.
TUBEEIR 5 R (WE, ~/%1) >, DOACZ E)DH > 7L THOLAC asseyDEMPHERIE, FFIRICE > TITHONENETH 5.

Domain 8 — aPL test by solid phase-based assay

Anticardiolipin antibody(aCL) and anti- 8 2- glycoprotein | antibody(anti- 8 2GPI)
aCL#$ & Uanti B 2GPIdmoderate(40-79 units) % high(>80 units) DRE 1%, ZBEN I N/ELISATITORE TH 5.
ELISAT®moderate or highd & BEML 77 v b 7+ — L CTOMEEBRITKIBICER S,
A40~79 unitesD1gG aCL ELISA {ElZ, 200~400 unites®CLIA{ES £ TrF700~2000D multiplex flow immunoassay|ZfE.
HEXZ  analytical platformsDfERZBEES S 4L, APSHFED /=% (Zautomated platformsDER%ZE S %, automated
platformZ R THEH IS #BWA5, ELISABMES ODEBE S E 238N0 E,




Definitions of high-risk venous thromboembolism (VTE) and cardiovascular disease (CVD) profiles

1.5 YU RXRZVTE, F£7-1ZCVD profilezHF2EF (CMIEEA XY FARELE-HDAED D ZHITT BICIE, HEEFIBEORSE/-IFHALTOLE 2 —IZEDOWTYRY
BERT—XEZWEL, LE2—TFT531-0DICHOREIZHEILI NELADH S,

mie A Xy FEFICVTE, £7/421ZCVDD Y RZRFMNAILT L E 2 —TREBELZIBEAE, MBREICHT I3 VIEBMESS0OBATEMEZE ITE7-012, KOEA N> b
I ALANDAEER IR VEWEAZZ| ) HT 5.

2.5 Y X UVTE profileld, mtgA N> MIEHEL TWAiHE, 1 DB EDOmajoreVTEY X 7REF, 7213222 EDminorRVTEY R 7REFICE DWW TER.

Major VTE risk factors(4 R FREB S TOLUTOWIND)
A Ry hEFCactive R BUEE #3090 5 (B, RILEVBEDR, BEDREAET - BEHLYLLY)
ARV FREEDIHAURNIC, BHEETIHEARLZY OARESH Y
ARV MREDIAHBLUAIIL, BICEBEELREORELNEES Y
ARV M EEDIODU LD G/ EH/MEENREIZ L 5 FHTED Y

Minor VTE risk factors(4 R¥ F RERSETOUTD2oLU L)
Activelm B HREEERE, RIEUBES
Active7s B HiE B E
mOEIRD T —TILDOEE
FILEVREREE, BROMTE FAZHOLES
SEEEIU O RIEERIT
BMI=30 kg/m?
OB UANDOIFYR - HER
EFRRUATCREBOFITAVVREGHEE-E Y L)

3.5 ) X ZCVD profileld, 4 X> MIBEEL TWSHE, 1 DU EDhigh CVDY XR7RKAF, 71332 EdDmoderate’zaCVD Y X 7 HAFICEOWTEE

High CVD risk factors(4 Ry F EERETOLUTOVLIhD)
UHEERIME =180 mmHg, 7= (3¥AREAMAE =110 mmHg
eGFR 60 mL/92 LU T DI hFH 3, B UL
fEesfEsE, £ ERABBOBRAE (12IF20F E, 28031051 E)
waLX7Fa—JL 310 mg/dLIA E. F7=1ZLDL 3L X7 0—/L >190 mg/dLD S A5IMAE

Moderate CVD risk factors(4 R P FEERATUT D328 E)
BEROSME, F7-3EEENFEAME =140 mmHg, £ 72 335RAAME =90 mmHg
Current smoker
fBesfEEN 0 <, BREAEIAE WIERRE (18<205F, 28I<105)
BEFROEAEME, /AIEHEILXTA—LA310 mg/dLRME, £7-1ELDLa L X780 —I/LA190 mg/dLRH
BMI=30kg/m?




Finalisation of the entry criteria (Phase IlI-C)

Entry Criteria"
At least one documented™ clinical criterion listed below (domains 1-6)

plus
A positive antiphospholipid antibody (aPL) test
(a lupus anticoagulant test, or moderate-to-high titers of anticardiolipin or anti-f:-glycoprotein-1 antibodies [IgG or IgM])
within three years™ of the clinical criterion

\ 4

If absent, do not attempt to classify as APS - If present, apply additive criteria

\ 4

® HA AMNEAE
Domains 1-6M 7% < &1 12%8, H2O3FLUR(+/-)ICcWhWTNHhDaPLA G
aPLIZ, LAC or A~ AffimaCL or B2GP1 [IgG or IgM]



Real-world case collection and analysis (Phase IlI-C)

e derivation cohorth S APSDOAJEESE A B 5314 THRET L T,
44% (3 highly likely”, 56% (3 "“equivocal or unlikely”

e aPLBM ERAREAE E OEIOHM X, 89% T3ELWN.



consensus discussions for further criteria reduction
and final definitions (Phase IlI-C)

e« 1000MindsOHMTIC & AL EA DT

Domain Level Original weight Simplified weight* Final weight
Clinical
1. Macrovascular (venous A. No 0 0 0
thromboembolism (VTE)} B. VTE with high-risk profile 1.3 0.4t 1
C. VTE without high-risk profile 7.2 2.4% z
2. Macrovascular (arterial thrombosis A. No W] 1] ]
(AT)) B. AT with high-risk profile 6.1 2 2
C. AT without high-risk profile 12.3 4.1 4
3. Microvascular A. No 0 V] L]
B. Suspected 6.2 2.1 2
C. Established 135 4.5 5
4. Obstetric A. No (] 0 0
B. =3 consecutive prefetal (<10weeks) and/or 13 0.4t 1

early (10-16 weeks) fetal deaths, or=1 fetal death

(16—34 weeks) alone§

C. Preeclampsia with severe features OR placental 5.6 19% 3
insufficiency with severe features (<34 weeks)

with or without fetal death¥]

D. Preeclampsia with severe features AND 12.3 4.1 4
placental insufficiency with severe features

(=34 weeks) with or without fetal death

5. Cardiac valve A. No or not tested 0 0
B. Valve thickening 6.1 2 2
C. Valve vegetation 12.4 4.1 4
6. Haematology A. No or not tested 0 V] 0
B. Thrombocytopenia (201 30x10° /liter) 6.8 23 2
Laboratory
7. Antiphospholipid antibody (aPL) A. Negative or not tested 0 0 0
testing by coagulation-based functional B. Positive (single—one time) 9.4 3.q** 1
assays: lupus anticoagulant test C. Positive (persistent) 151 5 5
8. aPL testing by solid-phase assays: A. Negative or not tested 0 0 0
IgG/igM anticardiolipin (aCl) and I9G/ B Moderate or high positive (IgM alone) (aCL 13 0.4+ 1
IgM anti—B,-glycoprotein | {anti-B,GPl)  and/or anti-B,GPI)Tt
antibody enzyme-linked immunosorbent - \401erate positive (1gG) (aCL and/or anti- 10.8 36 4
assay (persistent§§) B.GPI)
2
D. High positive {lgG) (aCL or anti-B,GPI) 15 5 5

E. High positive {lgG) (aCL and anti-p,GPI} 204 6.8 7



Phase IlI-D

2023 ACR/EULAR antiphospholipid syndrome classification criteria

Entry criteria: clinical criteriaz 27 < &3 1 2%, ZD 3FLIANIZaPL(LAC or moderate~high aCL or 82GP1 [IgG or IgM]) A k514

Clinical domains and criteria

D1. Macrovascular (venousthromboembolism, VTE)

Domain 2 — Macrovascular (arterial thrombosis, AT)

high risk VTE profiled™ & 5 VTE 1 high risk AT profile® 4 %5 AT 2
high risk VTE profile® 7 WWTE 3 high risk AT profileD 72 UWWAT 4
D3. Microvascular D4.Obsteric
suspected(LATFTD 5 12U E%ERD D) 2 3[E LB ERE L 7238 EE (15w6d) 1
Livedo racemose (exam)
Livedoid vasculopathy lesions (exam) BE LR E ¥ - 7 F R S M E BYE & BREBEHEEER 2 H e LFEEE (16w0d- 1
2/ aPLEYE (exam or labo) 33w6d)
fifa I (symptoms and imaging)
34w0dLLANIC, BEERER Z # - 72Tk MEBE or RE#EETNEZR 3
Established(IAT D 5 612U LA B 3) 5 | 3 REDETEDOEEIIMbHA L),
Livedoid vasculopathy lesions (pathology)
2/ aPLEYE (pathology) 34w0dARNIC, BELGEIR % > 7o IR S M+ BYE and FREEHERE R 2% 4
fifa i n (BAL or pathology) BODHFEROTTOBEETFHARL).
DERR & (imaging or pathology)
BB H 1 (imaging or pathology)
D5. Cardiac Valve D6. Hematology
E= 2 | /R4 (20-130 x 109/L) 2
RE 4
Laboratory (aPL) domains and criteria
D7. aPL test by coagulation-based functional assay D8. aPL test by solid phase assay (aCL ELISA and/or B82GP1 ELISA
(Lupus anti coagulant test, LAC) [persistent])
positive LAC (single-one time) 1 Moderate or high positive IgM (aCL and/or B 2GP1) 1
positive LAC (persistent) 5 Moderate positive 1gG (aCL and/or 5 2GP1) 4
High positive IgG (aCL or B2GP1) 5
High positive IgG (aCL and B2GP1) 7

Total score: clinical domain 3L E, $' laboratory domain 3s=L{_ E TAPS & 947




Phase IV (validation)

Validation cohort 1 (n=278) Validation cohort 2 (n=275)
2023 ACR/EULAR Revised Sapporo 2023 ACR/EULAR Revised Sapporo
APS criteria APS criteria APS criteria APS criteria
Criteria met, no. of subjects 83 120 97 143
Specificity (95% Cl) 0.99 (0.98 to 1.00) 0.91 (0.86 to 0.95) 0.99 (0.97 to 1.00) 0.86 (0.81 to 0.92)
Sensitivity (95% CI) 0.83 (0.75 to 0.90) 1.00 (1.00 to 1.00) 0.84 (0.77 to 0.91) 0.99 (0.98 to 1.00)

95% Cl, 95% confidence interval.

« ZNZETNDEPRvalidation cohortTlE, BE 83% & 84%, HERE 99% & 97%.
« SapporoHEE LY HWEHEEZ/RL .




Entry Criteria™
At least one dncumented[h:' clinical criterion listed below (domains 1-6)
plus
A positive antiphospholipid antibody (aPL) test
(a lupus anticoagulant west, or moderate-to-high titers of anticardiolipin or anti-p-glveoprotein-1 antibodies [1gG or IgM])
within three years”" of the clinical criterion

SEE DS WVAPSHHE

) 4

If absent, do not attempt to classify as APS - If present, apply additive criteria

hd

Additive clinical and laboratory criteria™
Do not count a clinical criterion if there is an equally or more likely explanation than APS.
Within each domain, only count the highest weighted criterion towards the total score,

Clinical domains and criteria Weight Weight
D1. Macrovascular (Venous Thromboembaolism [VTE]) D2. Macrovascular (Arterial Thrombosis [AT])
VTE with a high-risk VTE profile"’ 1 AT with a high-risk CVD profile™ 2
VTE without a high-risk VTE profile'"” 3 AT without a high-risk CVD profile'®’ 4
D3, Microvascular D4. Obstetric
Suspected (one or more of the following) 2 =3 Consecutive pre-fetal (<10w) and/or |
Livedo racemosa (exam) early fetal (10w 0d -15w 6d) deaths
Livedoid vasculopathy lesions (exam)
;;\clure_.*-;hml;llc aPI.Lnep]lrfl!Jﬂfh}' [ef\':ur;qr lab) | Fetal death (16w 0d — 33w 6d) in the absence of |
ulmonary hemorrhage (symptoms and imaging e [ A
Established (one of more of the following) 5 placental insufficiency (PI) with severe features
Livedoid vasculopathy (pathology'")
Acute/chronic aPL-nephropathy (pathology') PEC with severe features (<34w 0d) or PI with 3
Pulmonary hemorrhage (BAL or pathology™) severe features(<34w 0d) with/without fetal death
Myocardial disease (imaging or pathology) PEC with severe features (<34w 0d) and P1 with 4
Adrenal hemorrhage (imaging or pathology) severe features (<34w 0d) with/without fetal death
D5, Cardiac Valve Dé. Hematology
Thickening 2 Thromboeytopenia (lowest 20-130x107/L) 2
Vegetation L
Laboratory (aPL) domains and criteria® Weight
D7. aPL test by coagulation-based functional assay D&, aPL test by solid phase assay (anti-cardiolipin antibody
{lupus anticoagulant test [LAC]) |aCL| ELISA and/or anti-fs-glycoprotein-1 antibody
|apGPI] ELISA [persistent])
Positive LAC (single — one time) 1 Moderate or high positive (IegM) (aCL and/or ap,GPI) 1
Positive LAC (persistent) 5 Muoderate positive ([gG) (aCL and/or afi;GPT) 4
High positive (1gG) (aCL or afi:GPI) 5
High positive (IgG) (aCL and afi.GPI) 7

4

TOTAL SCORE
Classify as Antiphospholipid Syndrome for research purposes if there are
at least 3 points from clinical domains AND at least 3 points from laboratory domains

Clinical domain

fekomie) X JRFICL > TR
X7 z=ERHE L 7=,
Hh~KIMERE L IR OER B,
microvascular domain% {E - 7-.
FEERIMEE D EER A BRREIC L 7.
FRRAE & M/ T % B A0.

Laboratory domain

“Persistent” (Z,

ELISAEITE 7z 58
aPL%:domam%:’ 7T,
TEHDITx LT,
aCL/ B 2GP1 IgM#% Bk

EEZIF

Yax

BEA N2

single, double, triple

FEARRIICEE waClL/B2GPL IgGZE EE

P EDHI2BAZE

17 %.
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