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C. WFFEREHR

e SRI3 Sk 1 P2GPIaCL4.6%., LA-aPTT6.8%.
LA-RVVT3.4%7" 572, 11 FEEOBIEEORET A
D 99 N —tvifvEEEUEL LIZBEMERIT PL ANk
6.1%, aPS/PT 1gG4.5%, 1gM 0.7%. i HitA aCL IgG
2.1%, IgM 0%, CLIgG/M/A 59%. 1.4%. 2.1%.
B2GPI 1gG/M/A2.0%. 2.9%. 8.7%7-~>7-, 11 &
¥ LERER RN L L7z APS 123 LT 90-100%
DIFRVRFRE 25RO T,

B2GPI aCL, A CL IgG, B 2GPI IgG, CL IgG
%72 LA-aPTT, LA-RVVT, PL FFIEDRIZHN
THE Z RO T,

PL HF1¥E (StaClot) 2B L T, BRESMLOIEKE
ERVWD L BBURIERIEBEICE SN, BE
N 99 N =tUhAn, 98 N =tV EFEEL LTcHA
BHPETERRAE - BSMEEEVS IR O HPERIT 82.4% vs
58.8%FB LN 85.7% vs 59.3% TH V., Yt lkiE

PRWTHEENALN,
PLA 1% (StaClot)

a A c
S
Q
=
© = ()
LA-aPTT StaClot (>1.59) LA-aPTT StaClot (>1.0)

LA-aPTT StaClot (>6.3) 99t percentile 98t percentile
Cutoff recommended by Roche

ILive birth rate % [Multivariable logistic regression ive birth rate Multivariable logistic regression
n) excluding abnormal
K % (n)

a: B 2GPI-aC

OR (95% CI) P-value OR (95% CI) P-value
Positive No treatment  58.8% (10/17) Reference 71.4% (10/14) Reference
StaClot > 1.59 Positive treatment 82.4% (14/17) 4.99 (0.77-32.39) 0.09 93.3% (14/15) 53.58 (0.938-3061.24) 0.05
negative 70.7% (260/367) 1.72 (0.63-4.67) 0.29 79.5% (260/326) 1.57 (0.47-5.24 0.46
Positive No treatment  59.3% (16/27) Reference 66.7% (16/24) Reference
StaClot> 1.0 Positive treatment 85.7% (18/21) 6.84 (1.21-38.61) 0.03 94.7% (18/19) 32.95 (1.76-616.95) 0.02
negative 70.9% (254/357)  1.76 (0.78-3.94) 0.17 80.1% (254/316) 2.11 (0.86-5.21) 0.11



aPSPT

Vo N\ )
s ™S
220

aPS/PT IgG
>1.2, 99th percentile

OR (95% CI)

Positive No treatment  50% (5/10) Reference
aPS/PTIgG > 1.2  Positive treatment 73.3% (11/15) 2.49(0.38-16.26)
negative 71.2% (264/371)  2.61(0.73-9.35)
Positive No treatment 54.5% (6/11) Reference
aPS/PT IgG > 1.0  Positive treatment 72.2% (13/18) 2.07(0.39-10.85)
negative 71.1% (263/370)  2.17(0.64-7.35)

aPS/PT-IgG (2B L T, IGMEEETRERE - R Ve
HEOHPERIL 50.0% vs T1.2% TH V| YRR E
ZR< EBEERERHOMEENARIENC
Do T,

aPS/PT Ighl
>5.2, 99th percentile

ive birth rate % [Multivariable logistic regression [Live birth rate ultivariable logistic regression
n) luding abnormal
K% (m)

P-value OR (95% CI) P-value
50.0% (5/10) Reference

0.34 84.6% (11/13) 4.99 (0.58-42.72) 0.14

0.14 80.7% (264/327) 4.48(1.23-16.13) 0.02
54.5% (6/11) Reference

0.39 81.3% (13/16) 3.26 (0.54-19.77) 0.20

0.21 80.7% (263/326) 3.70 (1.08-12.66) 0.04

CL 1gG BEHAITiEREB I BsthEEh
72 BEEIZHIE 41TV 5 Harris D2 EZ =
CL IgG, IgM i\ T O FEHEE H T H AR
RO LRI,

Anticardiolipin IgG

CLIgG Phadia
>23.8, 99th percentile ( = )
> 10, 97.7th percentile ( — )

Classical aCLIgG
>19.2, 99th percentile
Classical aCLIgM (>23.4) no case

lLive birth rate % (n) [Multivariablelogisticregression

ve birth rate

i - [Multivariablelogisticregression -~
excluding abnormal :

CLIgG>23.8

CLIgG~>10

Classical CL IgG >
192

Positive No treatment
Positive treatment
negative

Positive No treatment
Positive treatment
negative

Positive No treatment
Positive treatment

negative

64.3% (9/14)

68.4% (13/19)
70.6% (274/388)
74.4% (32/43)
61.1% (22/36)
69.9% (251/359)
0% (0/2)

77.8% (7/10)

70.8% (267/377)

O % I V
Reference

1.41 (0.29-6.76)
1.36(0.44-417)
Reference
0.624(0.23-1.71)
0.81 (0.39-1.67)
Reference

gl % (o)

P-value

P-value - OR(95%CI)
69.2% (9/13) Reference

0.67 72.2% (13/18) 1.60(0.27-9.62) 0.61

0.60 80.4% (274/341) 1.83(0.54-6.17) 0.33
82.1% (32/39) Reference

0.36 68.8% (22/32) 0.56 (0.17-1.87) 0.35

0.56 79.7% (251/315) 0.87(0.36-2.07) 0.75
0% (0/2) Reference

- 87.5% (7/8) S L

- 80.2% (267/333) - -



Anticardiolipin IgM

CLIgM Phadia
>29.9,99th percentile ( == )
> 10, 92.8th percentile ( — )
g g e
Pl =5  OR@5%CI) P-value K'%.(") :  OR(5% cn § PATE
Positive No treatment 80% (4/5) Reference 80% (4/5) Reference
CLIgM>29.9 Positive treatment 100% (3/3) - - 100% (3/3)
negative 70.3% (279/397) 0.56 (0.06-5.21) 0.61 80.7% (279/349) 1.00(0.11-9.45) 1.00
Positive No treatment 65.9% (27/41) Reference 79.4% (27/34) Reference
CLIgM>10 Positive treatment 78.6% (11/14) 1.87 (0.44-7.93) 0.40 84.6% (11/13) 1.35(0.24-7.77) 0.74
negative 70.9% (256/361) 1.24(0.62-2.48) 0.54 80.0% (256/320) 1.04(0.43-2.51) 0.93
D. &£ NTWRWZ ERT 7 — FRETHLNIC
PL 1 f0{% & aPS/PT IgG TERENZEATH - S>TWA, PL FFIEOH M E CL IgG/M @Fﬁﬂg}

oo ERSSE DT AD 99 N —t i/ HE B D 72N & & | R LTI B AREER}
BTELTWDHHR, ERBIITELEIT 98 N~V T 13 0 E2L DRERIE S A T4 2 2014 IR

LHATHD LEDIT, W, R L T, BEICH LTl — bt
LA-aPTT & PL PAIEIFRELAS R U72As, A (L EBRHSTKRZER AR HP
75§§':j£5 ZLTHOBEZRET D72, aPTT http://www.med.nagoya-cu.ac.jp/obgyne.dir/
BT R ME L bz, group_huiku.html) | &A@ U T, T REREEZT
(lgmMiﬁ%m%ﬁnﬂ@Fﬁjyﬁgﬁ 5T Th D,

EREECETE T v 7r— FE THEL DO
RPMELTHEY, BREFEOEEANLNT
F. fEEGRIEHR
WD, HERAY CL IgG/M & IXRNEE. BREE, - s
W & D ERERRIEIRIT 2V,

BME & 72 % BB B TAIR I T R R ET S R BRI
N <‘:97b=<‘:b\ofrﬂél’37ﬁ?ﬁﬁ DR T Bipo G. WiERE
<k D Ff—l‘ﬁ’]ﬁﬁﬁ ;%E%&Eﬁ)?éﬂf;o 1 %ﬁ}z%i@

aPS/PT IgG (B8 L Tl3db RAFZE= THRIE L 7= '
72, BB ESTHERE L, BEMEOMHER
EITOTETH D,
E. i

PL HFIVEDERIA AEDRHA G Mo T,
EEFEDOREECLEENTEY, BRETIIE &
LTCWAMN, EEHBINTHMN /% < EEEZE DR Sugiura-Ogasawara M, Suzuki S, Ozaki Y,
HBRREO-DENTIE 13%0OHRTLUAMER & Katano K, Suzumori N, Kitaori T. Frequency of

Kitaori T, Sugiura-Ogasawara M, Oku K,
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Determination of clinically significant tests for
antiphospholipid antibodies and cutoff levels for
obstetric APS. submitted.



recurrent spontaneous abortion and its influence
on further marital relationship and illness: The
Okazaki Cohort Study in Japan. J Obstet
Gynaecol Res. 2013; 39: 126-31.

Hayashi Y, Sasaki H, Suzuki S, Nishiyama T,
Kitaori T, Mizutani E , Suzumori N,
Sugiura-Ogasawara M. Genotyping analyses for
polymorphisms of ANXAS5 gene in patients with
recurrent pregnancy loss. Fertil Steril 2013; 100
(4): 1018-1024.

Nakano Y, Akechi T, Furukawa T,
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OR* (95% CI®)

XUHRAFES -61 17.8%

62-87 31.0%
88-113 38.6%
114- 20.5%

reference
2.12 (0.92-4.85) 0.08
2.92 (1.30-6.62) 0.1

1.17 (0.43-3.16) 0.76
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Yamada-Namikawa C, Kitaori T,
Suzumori N, Katano K, Ozaki Y,
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analysis for the 46 C/T polymorphism
of coagulation factor XII and the
involvement of XII activity in patients
with recurrent pregnancy loss.
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EEROTHERMEZRNET 2 HiER S 5, L) ~
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WX EERIRPE 43.9%, 2T (DM A) 45.0%, 2K
AT (EE) 3.5%72 - 7=,
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TEEBEZROE > TWOFEDIIKRE 91.5%,
WilE 69.6%, ZEFTTIRE 64.1%, 2T R
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AHEEERE Y #

REREDOEIRZI V| 5 554 hgk CHRH
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=iz,

ER 1S Vv otmZE L by | AR EZE L
TWAEELH D LHEEINLT,

, Mean(SD)  WE 0 AHEMEEN SHENEER
p N4G6H 120 16T 1505
BRSE 6484 0SS0 197 my
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L DBET 72, 202%DfEa% X EFR S U
EENTVDIZHEP2bLTELLHHEIEL T
WAoo T,

7+ A7 7F Ny ) —/LT I PEIgGH|

TERER Y 14.0%72 57z, PL HFNEIXZHEFT YR
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7B, REEEZBRESHENTD D LD LRNCERE
LTCWBHERRIEZ, \ihLT A4 BV IgM O 4.4%
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% PEIgG
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34. 5%@7}& T PC 1&EME, 33.1% Dk CTEEE S
XII R F1EEDORIE DT Tz,
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PL FFfmEOF AESHEZR SN, L, AHf
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W DIXME ST ERP o TWnA =D & B
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BEE

PERHIIHT U I EHUASE BRE(APS)IC
e b

Mo EE  EBREN AEERY KREREFEER SRR

RS KA E AR AR AT SE 5 56)

BIFAT7 A7 7 F Nt AKTENE

BB HUARTIE R DR (L

4y

DI =
T AT 7 F Y AREME
TI7T NOFEERBEEFURTHY

DFEVDRIZIN TV, £ 2 THE,
HEL
o Ay

TEREERE L=, ZDfEH, IgG,
FEABDT, aPS/PT JEFRIT IgG, IgM 3k

i he s e HuR@PS/PT)lE —T AT F o
Ly e
RACHETHD L DIREBIENR-> TS, LHLINET, BER]
111 D BERAFIMAL & F v,
W B 5 E 4 D Enzyme-Linked ImmunoSorbent Assy(ELISA) & v h OHU{AH
IgM DGt —EBERITZNE 1 98%.
Bl v FDEW

B YRR (APS) D Wz I8\ T E B
PR IREN Fantii
aPS/PT IgG/IgM

82% & m N —%
LI TIEELEN TS E

Ezohiz, 5%, MIREOHEFICEIT S APS BETORER LIcEST5 520N
50
5T B #Y Diagnostics) % F V> C aPS/PT IgM % & L7,

71177%/wt)/WT A= N R
CHUR@PS/PT)DHL Y v IEEHUATEERE(APS)R2 KT
"%5E£r IR END L IR TE T
Do BEFRETII~NY CHEAIDNERICBWVLWSN
é_&#%wﬂ‘%wﬁ\w—7x7/%:7f

MLAWERIE T 722\, HEEERI(REERE I
TR b5 ‘/ﬂ%’%fﬁitﬁﬂ‘ofbé
aPSPT X, Z DO LI IZHIRN L L, BIEIEMET
HD LA DEMLHIEEEZONDR, FOREL
L CHIES D Z & CERAYAPS OZWHEE 2 i
HILENTED,

—J. aPS/PT ORITERIZ X DHUERHEEDEN
DRE S 4L, D%, HBHMEZF > T aPS/PT D3
B OSEEZRET T2 B TERNED
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4], 41X aPSPT OJEICHAVHND 4 FED
Enzyme-Linked ImmunoSorbent Assay(ELISA) % v
;& W TARPUKREIE O (L A2 R AT

B. Wr7E5ik

PRTFESE MAT 111 iK% BV,
VT aPS/PT %2 #I7E L7, 61 FR{KIZ%t LT in-house
ELISA & QUANTA Lite™ aPS/PT IgG ELISA
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ZHE L7z, 50 &% LT in-house ELISA &
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fiiRF v P TORFEZENENRE T 2 h=2—
JVIZIR - TiT 7z, In-house 7'12 b 2— L LA
TO#EY TH D(Atsumi T et al, Arthritis Rheum
2000;43:1982),

Microtiter  plate(Sumilon  Type  S;Sumitomo
Bakelite) {Z 50ug/ml O phosphatidylserine(Sigma)
30pl #MN%x 4 CT—HRRE S8 5, FIERFRNES
<2, & well [Zi% 1% fatty-scid free BSA
(Sigma) & 5 mM CaCL2 #% il % 7=(BSA-CaCl2)Tris
buffered saline(TBS) 150ul 23z HiL, £ D#%
0.05% Tween 20 (Sigma)& 5mM CaCl2 (Z X > T3
[EYEH S L7z, £ D%, BSA-CaCl2 ([ZIRFnS 7z
10pg/ml @ & b prothrombin 50ul (Diagnostica Stago)
3 plate 2RO F-E D well (IZEFRIM S 4L, 780 D
well [Z{3 BSA-CaCl2 DA TSNz, 37°C 1 KF
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(& ->T1 0 ofFicmRan ik (iF) sou
234 well |2 duplicate THRM I NEIR T 1 KM
incubation = 1L 7= , & ® % . alkaline
phosphatase-conjugated goat anti-human IgG % L <
I IgM 7% substrate & é‘—’é \’_77‘?7][1 S 77, aPS/PT O titer
I% positive control | G DAL RRE AR E
T@Eéﬂto@l@M®%Eﬁ(%ﬂ%ﬂQﬂ
units/ml, <9.2units/ml) (T6EFH AIFIERm 1 3 24D
9INRN—B L FANEN Yy NATEE LTz,

aPS/PT IgG,IgM IZ DWW TENE 4R 72 D ELISA
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AWFZEIZ L D REEARERIZR WV,

G. WFERE
IR
1.Kameda H, Kanbe K, Sato E, Ueki Y, Saito K,

18

Nagaoka S, Hidaka T, Atsumi T, Tsukano M,
Kasama T, Shiozawa S, Tanaka Y, Yamanaka H,
Takeuchi T. A merged presentation of clinical and
radiographic data using probability plots

in a clinical trial, the JESMR study. Ann Rheum
Dis 72:310-2, 2013

2.Harigai M, Takamura A, Atsumi T, Dohi M,
Hirata S, Kameda H, Nagasawa H, Seto Y, Koike T,
Miyasaka N. Elevation of KL-6 serum levels in
clinical trials of tumor necrosis factor inhibitors in
patients with rheumatoid arthritis: a report from the
Japan College of Rheumatology Ad Hoc Committee
for Safety of Biological DMARDs. Mod Rheumatol
23:284-96, 2013

3.Takamura A, Hirata S, Nagasawa H, Kameda H,
Seto Y, Atsumi T, Dohi M, Koike T, Miyasaka N,
Harigai M. A retrospective study of serum KL-6
levels during treatment with biological
disease-modifying antirtheumatic drugs in
rheumatoid arthritis patients: a report from the Ad
Hoc Committee for Safety of Biological DMARDs
of the Japan College of Rheumatology. Mod
Rheumatol 23:297-303, 2013.

4.Amengual O, Atsumi T, Oku K, Suzuki E, Horita
T, Yasuda S, Koike T. Phospholipid scramblase 1
expression is enhanced in patients with
antiphospholipid syndrome. Mod Rheumatol
23:81-8,2013.

5.Fukaya S, Matsui Y, Tomaru U, Kawakami A,
Sogo S, Bohgaki T, Atsumi T, Koike T, Kasahara
M, Ishizu A. Overexpression of TNF-o-converting
enzyme in fibroblasts augments dermal fibrosis
after inflammation. Lab Invest 93. 72-80, 2013.

6.Fukae J, Isobe M, Kitano A, Henmi M, Sakamoto
F, Narita A, Ito T, Mitsuzaki A, Shimizu M,
Tanimura K, Matsuhashi M, Kamishima T, Atsumi
T, Koike T. Positive synovial vascularity in
patients with low disease activity indicates
smouldering inflammation leading to joint damage
in rheumatoid arthritis: time-integrated joint
inflammation estimated by synovial vascularity in



