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SSC 013.1 Hannah,Cohen (United Kingdom)
Session introduction and overview

Moderator C# %, Hannah, Cohen 2% = 1 JEHYEIZ L VW HJFETX 9, DrKathleen
Freson (Belgium)73E:4> V) |2 Introduction & LT, ISTH-SSC Subcommittee LA/aPL
(https:/www.isth.org/page/SSCIIZ DN THEIAT 3 b o 72,

Z O subcommittee | &, H1 U NFEHUNAE TEDIEAE, BB D24 MR,
LU HFEDUERIEAPS) DRSWHEEHE ERIC B9~ 2 ¥R — b, APS (ZF61T S hiifL
BWREORNLZ B E LG STV D Z &2 ST,

2023 4FIZ publication SIV/ERSILL T Th o7z,

@ Vandevelde A, Gris JC, Moore GW, Musiat J, Zuily S, Wahl D, Devreese KMJ.

Added value of antiphosphatidylserine/prothrombin antibodies in the workup of obstetric

antiphospholipid syndrome: communication from the ISTH SSC Subcommittee on Lupus
Anticoagulant/Antiphospholipid Antibodies. J Thromb Haemost. 2023 Jul;21(7):1981-1994.

@ Hannah Cohen, David J. Werring, Arvind Chandrethea, Prabel Mittal, Katrien M.J Devreese,
David A. Isenberg for the ISTH SSC LA/aPL Subcommittee Study Group.


https://www.isth.org/page/SSC

Survey on APS diagnosis and antithrombotic treatment in patients with ischemic stroke,
other brain ischemic injury or arterial thromboembolism in other sites: J Thromb Haemost.
2023;21(10):2936-76.

@ Vandevelde A, Gris JC, Moore GW, Musiat J, Zuily S, Wahl D, Devreese KMJ. Toward
harmonized interpretation of anticardiolipin and anti-B2-glycoprotein I antibody detection
for diagnosis of antiphospholipid syndrome using defined level intervals and likelihood
ratios. J thrromb Haemost. 2024. Epub ahead of print.

@ Devreese KMJ, Bertolaccini ML, Ware Branch D, de Laat B, Erkan D, Favaloro EJ, Pengo
V, Ortel TL, Wahl D.Cohen H. Guidance on laboratory detection and interpretation of
antiphospholipid antibodies for diagnosis of antiphospholipid syndrome: an update.
Submitted to ISTH Guidelines and Guidance Committee.

(® Meroni PL, Borghi MO, Amengual O, Atsumi T, Bertolaccini ML, Cohen H, Grossi C,
Roubey R, Sciascia S, Tebo A.Willis R, Erkan D, Devreese KMJ. 2023 ACR/EULAR
Antiphospholipid Syndrome Classification Criteria Solid-Phase based Antiphospholipid
antibody (aPL) Domain: Collaborative Efforts to Harmonize ELISA and non-ELISA aPL
Tests. 2024. Submitted to J Thromb. Haemost.
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SSC 013.2 Dr Stephane Zuily (France)
ACR/EULAR Classification criteria

2023 ACR/EULAR classification criteria for APS (2B~ 2 i aM 17z, APS (fifife
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48 % 1%, BMI34 - @ifiE - JEE R E
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48 i ME. BMI34 - il E - IRESHIE
REImME R, FfiZEteiE, Llbman-Sackes endocarditis, $LY SAEEHUA : LA+, 1gG
anti- 8 2GPT 90 (GPL)

Non-criteria manifestation & 3L CVWDIEIR GBI Y VAREHUR & BIER B 5 Z & vt
XN TWB, L7=H - T, non-criteria manifestation & APS & L & A RIUEINTH 5,
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SSC 013.3 Dr Katrien MJ Devreese (Belguim)
Laboratory testing for the diagnosis of antiphospholipid syndrome



New SSC recommendations on laboratory testing for the diagnosis of antiphospholipid

syndrome in routine practice

2018 4 ISTH-SSC J ¥ Diagnostic lab criteria 23536 L CE D, HihAI4 U vt
& (aCL) LHiB2GPIHUA (aB2GPD) IXDOFUEHE L L CHEFEH D 99 /X~ % A
JVEHESE L, Triple positive Z 325 Z L Z#BHEML L T2, ETmATEE LT
ELISA 72\ U HEEAHELE L7, ACR/EULAR OFFMECRBW T, FiroaiEE Tl
BHURDFHUENE A moderate (40-79 units) high (>80 units) & EF L. M TIAIL
ELISA O & LTz, Fifiitia ELISA IZBRE L7o R, FEEEAZSE Lo sl 1%
L. %< @ Correspondence 23 5Ff X417z,

BARAIZIX aCL & a B2GPI X ELISA |ZBRE SAVTWAAS, SEERRIZISUNT 75%03
ELISA LS Z A LT\ %,

* Non-ELISA methods used in daily practice

Type of assay [ Werfen QUANTA Flash |
BO- [ Phadia ENA ?:l;\
B Bio-Rad BoPlex _
gm- B Werfen QUANTA Lite ELISA]
[l Orgeniec ELISA
g‘o B 'mmuno Concepts ELISA
O Eurcimmun ELISA ELISA
[l Demeditec ELISA
o 204 [l Corgenix ELISA
z [ Bio-Rad ELISA
o W Aesku ELISA =
N 3 3
‘,w‘!? ‘y@? @ @\ 2023 Royal College of Pathologists of
?"’E" ﬁ‘c’\ Australasia Quality Assurance Program
ECAT 2023-2 aCL IgG n
[l ppiml. SPLAAL N ]
| Asshuing Dagnotic GmbH T
[Earomenan w1 >75% non-ELISA automated systems
INOVA Quanta Lite ]
Orgentec | Aegra 12
Orgentec (Elsa 8
Thermo Scantfic EAA T
CumL T
L Acustar /| INOVA Cuanta Flash T

% 2T aPL AEEDOKEL TE L T\ D, BUEMAELNETIE non criteria FLA T
DHIRAT 7 FUNEN AR 7 hr B UHUR @S/PT) R°B2GPI KA A 1L
K, IgM, IgA HURIZBIT 2 1EHAE £415, BITE Journal of Thrombosis and
Haemostasis (245 L TV 5,



SSC 013.4 Dr Katrien MJ Devreese (Belguim)
Harmonization of ELISA and non-ELISA tests for antiphospholipid antibodies

aCL 35 XN aB2GPI # A1, solid phase assay TV, N—TT7 o Fary /7 L H
720 M OIIEME APURREIE DO TS A 21T 5 2 & D3Ry, 7272 BioPlex

(Bio-Rad 1) . QUANT Flash (Werfen 1) ., ELA (Thermo #:) 72 &% < @ A @
RHEDMFAET D, ELISA & HEMEH CIIMARERIC BAFZ2MEIRTRO B, BB
DN J > TRIEME O 20 s S o 25, HEWERIER] To/liTR 72 5,
F BB CIISPURO FEE A moderate  (40-79 units) high (>80 units) & &
Fe L. M FAIL ELISA ©OA & LTS Z EM5, non-ELISA 7 >4 & ELISA @
harmonization 232 & 72->7-, APS ACTION & SSC CHfA] L, ELISA & non-ELISA
#AFK[H D harmonization A1 TV \ position paper Z #ff L TV %,

Semiquantitative interpretation of aCL and af32GPI

Results 40 and 80 GPL (ACR criteria) for ELISA: medium/high
Adapted thresholds (ROC curve analysis) for non-ELISA methods
Likelihood ratios: clinical relevance of medlum/hlgh

m thIEShOId - threShOId - thre5h0|d -

20-40 20-40 4.0 20-202

m 40-80 6.2 40-80 50 202492  15.0
B 27.0 >80 110 >492 16.0

ELISA 40/80 and non-ELISA adapted thresholds

LR+ >10 = very clinically
significant difference

LR+ confirm that 80 GPL aCL and aB2GPI for ELISA indicates the highest risk
40/80 threshold applied on CLIA method increases LR+

Adapted threshold for CLIA results in higher LR+

LR+ medium/high different between platforms

A etal. of anticardiolipin q/y oprotein | antibodies measured with various analytical platforms: Communication from the B
ISTH SSC Subcommittee on Lupus Antic qr t/Antiphospholipid Antibodie es. ) Thr mb Haemost 2022, H>0R 524
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Semiquantitative interpretation of aCL and af32GPI

Results Semiquantitative classification (low-medium-high)
expression — Adapted thresholds (ROC curve analysis) for non-ELISA methods
corresponding to the 40/80 threshold and sensitivity of ELISA

N=853 ELISA CLIA MFI ELISA CLIA MFI
TAPS GPL/MPL | U/mL U/mL GPL/MPL | U/mL U/mL

aCL IgG ap2GPI IgG

Moderate 40 202 748 Moderate 40 1959 2300

High 80 492 1955  High 80 4904 5118

aCL IgM aB2GPI IgM

Moderate 40 45 36 Moderate 40 31 47

High 80 170 121 High 80 66 83
Moderate/high cutoff CLIA/MFI vs ELISA

* 40/80 is only applicable for ELISA * Is higher for CLIA and MFI

* Higher for 1gG vs IgM for CLIA and MFI « Is different for aCL and ap2GPI for CLIA and MFI

%7z Standard |ZB3 T 2METHAT o TV D, ZiLE TaCL @ Standard (X, Sapporo
standard & FEINDE /7 o —F PR (IgG:HCAL, IgM:EY2C9), Harris standard (£&
FifiF, 1gG/lgM), MoAb EM6 IgG MEH S TH Y | FakdifE(C standard DRAE(HE
e LT,

Semiquantitative interpretation of aCL and af32GPI

Results Semiquantitative classification (low-medium-high)
expression » Adapted thresholds according to the solid phase method

ThN=815)zt' ELISA Sapporo | Harris | MoEMé ELISA Sapporo | Harris MoEMS6
po':l'l'l'aﬁo': GPLMPL| CLIA | cLIA | cLA cPumPL | cua | cua | cua

aCL IgG aB2GPI IgG

Moderate 40 259 127 153 Moderate 40 2362 833 1519
High 80 592 244 380 High 80 3693 1650 3365

aCL IgM aB2GPI IgM

Moderate 40 98 23 / Moderate 40 44 10 /
High 80 210 65 / High 80 106 33 /

Moderate/high threshold CLIA vs ELISA

* 40/80is only applicable for ELISA * Is different for aCL and aB2GPI for CLIA (MFI)
* Low thresholds for Harris Standards for IgM * Higher for IgG vs IgM for CLIA (MFI)
* Is higher for CLIA (and MFI)

A etal of anticardiolipin and antif2glycoprotein | with various analytical platforms: Communication B |
from the ISTH SSC Subcommittee on Lupus Anticoagulant/Antiphospholipid Antibodies. J Thromb Haemost 2022, 20: 508-524
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SSC013.6 Dr  Joke Konings, PhD — Synapse Research Institute (Netherlands)
Standardization of thrombin generation assays 2.0: results

2018 A ZERTZE % VT Thrombin Generation Assay (TGA) OFEAE LRI A 7S L 7=
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SSC 013.7 Dr Sam Schulman — McMaster University (Canada)
Registry on augmented antithrombotic treatment regimens for patients with arterial thrombotic
APS

APS [FEWRIMARIEDFFFERDI EN T & AFI DAL TN D, HUBEEHE & Hi/ Wiz &
DTS5 A2 T F U U ADMTHi, 2021 40 Seminars in Thrombosis &

Hemostasis | ZH8# SN7=3CTlE, 7AE Y VOB L VIR TH S s S
“o AT TODIIZETIE, B4 22 K iEHEE(VKA I MR, gﬁﬂfﬁud\*ﬁ
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ZED inclusion criteria & exclusion criteria 2355%1 T HILTW5, 7481 —7 v 7136,
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SSC 013.8 Dr Deepa J. Arachchillage — Centre for Haematology, Imperial College London,
UK
Management of antiphospholipid antibody-positive patients with ischaemic stroke, transient

ischaemic attack or other brain ischaemic injury

2023 4ED JTH O R (J Thromb Haemot. 2023;21:2963-2976) 725, APS %%OD'I%
PEENCAF PR B TAEIRICDT- 5 B4 2 v K HER(VKA)DORE ., X RHC7R%
JEDORHMENMBETEH D Z LIZONWTIE, HRAEMELNTND Z &V 0o 710
75, AR N AR AIS) e MM M VE(TIA) 2 & Rk zs oo Hl 2 B
LCIEERO—ED D72 oT2,

Z OWFFEITIMARME APS (T D iR TBRRIEA D Z A AE LTS, filx
X, RIS &0 LTS TIA/AIS IZxF LT, $t Y UIRETUAZHET RENpE
2 AIS BE RIS D b L7 iBRRI)> 2 EHEERTER D HikEESE(DOAC) &
VKA OIS 2 A 275U A KD DOAC ITHET 5 _& THhD LS ShTn
%o LML RISAPS study (U /3—m 4,3 15mg1 H 2] VSVKAINR34) 7238
ETONTEY ., 71 b2l (RPTH 2024 inpress) 23EEINTEY | MEEN
b,

SSC 013.9 Dr Deepa J. Arachchillage — Centre for Haematology, Imperial College London,
UK

Assessment of impaired fibrinolysis in patients with antiphospholipid syndrome

APS BFITHIT DM EOFHHIC BT 2RI OV TOREKE ThH o7, ME N
WRRIZBWTIL, tPA, uPA, PALL, TAFI3BERT 5725, APS ICHWTIIHHIADTE
PEAL B BE59%, APS ICBIT DREHAIEEIZ OV TIE, 7T, Fibrin & PRET S
IgG HifAAY APS FBE CHRHH STV 5, Annexin2, tPA (2495 H CPLAIE non-
criteria aPL & U CHE SN TEY . aB2GPI L PALI ZHET A Z & LA LIRS
TW5, ZOETIE, Global Thrombosis Test(GTT)% FV N CHRIARR S 2 5 L 7=,
GTT % APS LISADEE TILME A X hOFRY A7 2R 9 fefE s L CARITH
DS TG, F T V—71%, APS BBETOHIRY 27 2F#H~%
72, 18 NOBE Zxtg & Uz S BIEME 2 Ba Ui, BIE, TR T—4
DELNTCWDERETH D, GTT DFERMND, APS BRI DANAREEDIFIEN
SRR SIS FTREMN B D, T OWFZEIE. APS EBEDIMARFIE Y A7 OFHER, T5/%
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