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(lupus anticoagulant :
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apus anticoaguic
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Blood collection :
Double centrifugation of the sample. (2000xg 15min —2000xg 10min)
Freezing the plasma in a freezer at —70°C or below.

‘ First test LA screening tests: Two tests based on different principles. Second test

dRVVT: screen reagents / confirm reagents Sde'Rt‘if"]T - Normal | APTT: Recommended reagents
(D) LA test Gradipore s @ PTT-LA®
(@DHemosIL dRVVT mE==)> LA (-) [(Z=mm| @ThromboCheck APTT-SLA®
(@ Coagupia®LA (3 Coagupia APTT-N
@ LA1 Screen / LA2 Confirmation (@ HemosIL APTT-SP®

@screen [ confirm ratio : >1.2 Prolonged

dRVVT LA (+) | .
| Factor deficiency |<:ll][|| APTT | Mixing test
LA pattern

h 4

CT1—CT2: <8 sec Confi . test | StaclobLA
: FErrT Confirmatory test - Staclot-

| coagulation factor inhibitor <::II]

confirmation of phospholipid dependence

CT1—CT2: > 8 sec
A

Detection of anti-phospholipid antibodies by ELISA
APTT LA ()
1, aCL or aB,GPI 2, aPS/PT

AN

Figure 1. The guideline for lupus anticoagulant detection based on ISTH guideline (2009)??




2500>¢g. 10min

FaFT TSk AET 2 fr B

(lupus anticoagulant-hypoprothrombinemia syndrome :
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(radiommunoadssay

| immunosorbent assay @ ELISA)™
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Figure 3
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727 A 1HUE (anti Br-glycoprotein I antibodies

(Figure 4) .

1CL/BGPI

B
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I
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-

al

. aB.GPI)

1 aCL/B-GPI

QOOCO0OO0000
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Figure 4. Detection the afGPI (anti f2-glycoprotein T antibodies)
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aPT)

anti- prothrombin

1-4-6 FIAR A 7 7 F )t 1

e

(anti-phosphatidylserine/prothrombin antibodies : aPS/PT)

anti-phosphatdylserine

prothromoit

aPS/PT

(anti-phosphatidylserine antibodies : aPS)
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I'able 3. P T ACR criteria)
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20 mM Tris-HCIL. 0.1 M Na(
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1001

200ul




£ i KA

(n=113)

EhfR i 2 5

(n=32)

TR A A

(n=39)

I i BRAE

(n=113)

iR i 2 5
(n=3

2)

T AR A
(n=3"

9)

Median(25~75%)

.+ dme o ...+

-Il-"-!- .

302.50(226.40~450.88)

e e °

1038.50(535.60~1939.55)

ee o o w [ * =

749.80(385.83~1535,75)

. e I T . .
1000 2000 3000
aCL [mOD|
Median(25~75%)
274.40(202.58~393.68)
'.'L..,.... v e ;
i 850.75(484.95~1837.55)
* soem fm = n{-n -.—4 . . . .
| 588.40(333,23~1515.33)
. ] SR S -

1000

3000

2000
aPS [mOD|

wH

L

S ifn # A
(n=113)

B R i #5E

(n=32)

FRAR MR

(n=39)

S #5242

(n=113)

B i A% 5E
(n=32)

FIRMARE
(n=3!

9)

aPS 384 56 mOD

] l!})i

v ().R5R4

Table 4

Median(25~75%)

. 65.00(61.10~91.55)

fmgsss = o .

I 458.45(302.65~1204.35)
o R + = . s e

425.90(213.63~849.15)
L) -y LI | -

1000 20.00
aCL/B,GPI [mOD|

3000

Median(25~75%)

67.20(61.25~100.48)

1491.95(256.50~2355.65)

) : 792.30(347.00~1680.83)
1 ..---.P.. o wgm| - e .
1000 2000 3000

aPS/PT [mOD|

%




# v bA71{E [mOD]

REE

aCL 438.84
aCL/B,GPI 206.00
aPS 384.56
aPS/PT 172.21

0.7345
0.8584
0.7465
0.8169

lable 4. BFEFLY VEREUEOD ¥ 7

lable 4

~ aCL/B-GPI-ELISA

B L2 E AR M A2 E 45 1fn A4

n=32 n=39 n=113

% (n) % (n) % (n)
aCL 84.4% (27) 66.7% (26) 26.5% (30)
aCL/B,GPI 96.9% (31) 76.9% (30) 14.2% (16)
aPS 87.5% (28) 64.1% (25) 25.7% (29)
aPS/PT 84.4% (27) 79.5% (31) 18.6% (21)
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al’l 0.80 3 in T aCl

aCLIByG P 084 , ' aCL/B,GPI

als 10,80 I aPs

aPS/IPT 0.82 | aPS/PT

Figure 6.
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aCL/B-GPI+aPS/P

aCL+aPsS

Figure

” QJ AUC
i @—® aCL/B,GPI+aPS/PT .92
0.1 O=— aCL+ aP$ 0.79
£
= 01 02 03 04 05 06 07 08 09 10
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aPS/PT(

A BhfikinARE

Figure 8. SLE

Figure 8

B #fkimAeiE C EmRSE

81.4%

Il @aCL/B,GPI( +)/aPS/PT(+)
[ @aCL/B,GPI( +) / aPS/PT(—)
[[]®aCL/B,GPI(—)/aPS/PT(+)
[ ]@aCL/B,GPI(—)/aPS/PT(—)

aCL/B:GPL/ aPS/PT |
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Tenase

Kallikein Intrinsic pathway Extrinsic pathway

Endothelial cell Thrombo-
modulin

Prothrombinase




L/B-GPI = aPS/PT

Prothrombinase

Endothelial cell Throm[m-
modulin

Figure 10. APC resistance
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Table 6

N AD (O
OR (¢

(Table 6).

Thrombosis No thrombosis
n=55 n=100 OR (95% CI)
% (n) % (n)
[+](n=61) 63.9% (39) 36.1% (22)
aCL/B,GPI =
B [—] (0=94) 17.0% (16) 83.0% (78) Bl =183)
[+](n=42) 69.0% (29) 31.0% (13)
PS/PT =
& [—](n=113) 23.0% (26) 77.0% (87) 33 (34—109)

Table 6. Independent utility of aCL/BGPI and aPS/PT in distinguishing thrombotic ev ents’’
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3-3-2 SLE BFEIZE T 5 aCL/BGPI X1\ aPS/PT O AEHE & Mgt A < Fed

B

RET D aCL/BGPI & aPSPT OfAADEIZL Y, SLE BE % 4 7 —7 (A:aCL/B.GPI
(+) /aPS/PT (+), B :aCL/PpGPI (+) /aPS/PT (=}, C:aCL/BGPI (=) /aPS/PT (+),
D :aCL/B:GPI (=) /aPS/PT (-)) (43}, H 27—k s MEDARSEL B L.
LTORER, FA—7 A KBTS MRIEOTIREIL 75.8% (33 FEFIT 25 EH), FA—7B
T51.9% Q7% 14 F), FA—7 C T 20.0% (SIEFP 1 EF), Z1—7D T 16.7% (90
FlsR s ) Lz (Table?), MAIEDFIRSIL aCL/PGPI BT aPS/PT 23 & HITHtETH
DI N—7 A THLBIEEVEE R LTV e,
SO, B N—TOMBIEICKHY 5 OR (95% CI) 1%, 7 A—7 A T96 (4.3-21.6),
TN—TBT23 (1.0-52), FA—7CT04 (0.1-39), ZL—FDTo0.1 (0.1-03) &7

=7~ (Table7).

Thrombosis No thrombosis
Groups n=55§ n=100 OR (95% CI)
% (n) % (n)

A: aCL/B,GPI( +)/ +

aCL/B,GPI(H) FaPS/PT(H) 15 004 (25 24.2% (8) 9.6 (4.3—21.6)

(n=33)
B: aCL/B,GPI(+) / aPS/PT(—) ;

P 51.9% (14) 48.1% (13) 23 (1.0—5.2)
C: aCL/B,GPI(— )/ aPS/PT(+)

-t 20.0% (1) 80.0% (4) 0.4 (0.1—3.9)
D: aCL/B,GPI( — ) / aP =

a(nzg%) (T)/aPSPTC) 16 704 (15) 83.3% (75) 0.1 (0.1—0.3)

Table 7. Utility of aCL/B:GPL, aPS/PT, and their combinations in

distinguishing thrombotic events”
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Figure 11. Comparison of APC ratios between healthy subjects and SLE patients’

SLE, P<0.001 *aPLs(—) vs. aPLs(+), P<0.001
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Figure 12. Effect of four categories of aPLs-I1gG on the anticoagulant activity of APC 7"
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Figure 13
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Figure 13. Comparison of TF expression on monocytes from healthy donors after stimulation
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Non-APS-Tg(y |~

Figure 14
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Figure 14. Comparison of I'NF-u released in cell culture medium of healthy peripheral blood
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(i) MER ELISA & v k2 v REE huifth

ELISA % v [+ (Table 8)

QUANTA Lite®3 Y —X (IL JAPAN)

aCL IgG
QUANTA Lite® ACA TgG 11

aCL IgM
QUANTA Lite® ACA IgM TII

ap,GPI IsG
QUANTA Lite® B,GPI IgG ELISA

ap,GPI IgM
QUANTA Lite® B,GPI IgM ELISA

MESAUCP> J —X (MBL)

aCL IgG
MESACUP cardiolipin IgG

aCL IgM
MESACUP cardiolipin IgM

1

) AR ORI

[L JAPAN > Hik ~ H oA e ACL AcuStat

~ (aCL1gG, aCL IgM,

- B.GPI

aClL1gG, aCLIgM, aP-GPI1gG, aB-GPI1gM

(iii) AcuStar X AN 7= RAEHL Y BB S O #8 B BEAR D REAT

3()




)

0.690, aCl 1gM=0.668. af}>GPI 1g¢G=0.771

Figure 16

| ) . | (B : ™
o %20 =
i =3 4] 10w
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g d 100 &
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e s — £ =
" a = 1
= = L- :
@ b Z H sa
= = . W
- n ~ 1w j F =
- crs=0673| < [ rs=0690 | &
. ; (%3 + ; ‘e,
3 10 ] Lon L & 10 2 a0 [ 200 0.005 05 5 S0 100
MBL [ MESACUP cardiplipin IgG | IL JAPAN TQUANTA Lite® ACA IgG T | IL JAPAN rQUANTA Lite™ p,GPI IgG ELISA |
w | (D) - : w | (F)
= = ) s
= ] G =
3] Q <,
= = )
—_ [ -
= = " =
= 8 -
n @ s
; rs = 0.668 -
MBL MESACUP cardiplipin IgM | ILJAPAN [QUANTA Lite* ACAIgMIII |  ILJAPAN [QUANTA Lite® B,GPI IgM ELISA |
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]

4-3-2 AcuStar & ELISA v MZBITABME - |

AcuStat ELISA

GPI TG

aGPI [gM

AcuStar = ELISA

[QUANTA Lite

tar * ELISA [MESACUP :

lable 9) .

AcuStar [aCL IgG]
vs. MBL. [MESACUP cardiplipin IgG |

aCL1gG, aC

AcuStar aCL IgG]
vs. IL JAPAN TQUANTA Lite® ACA IgG III |

HE—B R 86.9% HE—Bg 86.2%
Pt —B 8544 et —E 8051
PR PE—%k 2844 BB — % 32451

AR—F 1745 A—E 18451
FIE—2 1134 HIE—E 112451

AcuStar [aCL IgM |
vs. MBL. [MESACUP cardiplipin IgM |

AcuStar [aCL IgM|
vs. IL JAPAN [QUANTA Lite® ACA IgM TII |

HE— R 96.9% HIE— B 92.3%
FetE—2 1165 paE—E 109431
PotE— 2 104 Bt — B 114

R—E 445 AR—E 10431
HIE — B 12645 HE—E 120451

AcuStar [ap,GPI IgG]
vs. ILJAPAN TQUANTA Lite® §,GPI IgG ELISA |

AcuStar [ap,GPI IgM|
vs. IL JAPAN TQUANTA Lite® p,GPI IgM ELISA |

HE—B R 88.5% HE— B 90.0%
Rt — 794 Rt — 2 10143
W — 2 36151 FE 1 — B 16431

A—E 15431 R—E 13451
FlE—F 1154 HE—E 117451

Table 9. AcuStar » ELISA & v hEDE
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AcuStar aCLIgG |

AcuStar [ aCLIgM J

Figure 16
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T MBL [MESACUP cardiolipin IgG | 66%
aCL IgG IL JAPAN [ QUANTA Lite® ACA IgGIIL| 72%
. AcuStar [aCL IgG 60%
B MBL [MESACUP cardiolipin IgM | 20%
aCL IgM IL JAPAN [QUANTA Lite® ACA IgMIII| 26%
L AcuStar [aCL IgM] 20%
[ ILJAPAN [QUANTA Lite® B,GPI IgG ELISA | 68%
ﬂBz(rPl If_’.(; | AcuStar [ af,GPI 1gG | 82%
" ILJAPAN [QUANTA Lite® PB,GPI IgMELISA| 24%
ap,GPI IgM
. AcuStar [aP,GPI IgM 36%
MESACUP cardiolipin [aCL IgG + aCL IgM | 66%
QUANTA Lite* ELISA [aCL IgG + aCL IgM + ap,GPI IgG + af},GPI IgM | 82%
AcuStar [aCL IgG + aCL IgM + ap.GPI IgG + ap,GPI IgM | 84%
0%

icure 18. APS 50
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