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01.

02.

85-115

03. czPI

PIC

0.8

04. FDP

4

05. D

10

06.

150-400

07.

Xl (F13)

70

08.

50-155

11.

Vil

(F8)

09-1.

NORMAL

LARGE

+

MEDIUM

SMALL

SMALLEST

+
+
+

09-2.

12.

75-125

13. XDP

14

PAI-

1 (tPA PAI-1 )

50

1

5. X (F13)

70-140

19.

Xl (F13)

70-140

23.

Xl (F13)

11

70-140

16.

60-170

20.

60-170

24,

1.1

60-170

17. vV (F5)

70-135

21.

V (F5)

70-135

25.

Vv (F

5)

11

70-135

18. Vil (F8)

60-150

22.

Vil (F8)

60-150

26.

Vil (F8)

11

60-150

10.

dRVVT

13
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X11/13

X1
18 AH13 AH13 AH
13 F13 F13
F13
F13 \%
\Y
o
L (Fbg)
X11/13 AH13 X1
F13 F1
3 [ ]
F13 A F13 ELISA
(F13-A) Aa AMED
F13-A A a 2- a 2-Pl
b B F13-B ELISA
B
AH13 c
F13-A AMED lot SDS-PAGE F13
F13-A F13-B Dot blot
F13-B ELISA
F5 Protein A-Sepharose
ELISA 19G F5
F13 dot blot
Fbg Fbg FG
F13 A, FGB, FGG PCR
AMED
AH13 18
4 AH13
F13 F13
\% F5
F5 [ ]
[AH13 ] AH13 18
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dot blot F13-A
AH13
dot blot F13-B
F13-A
F13-A immunoblot
F13-A
[AH13 ] AH13 Aa
F13 F13-A
F13-A
F13
F13-A
F13
F13-A
[ F5 ]
F5
F5
F5 Protei
n A-Sepharose IgG
IgG F5
19G
[ Fbg 1
Fbg
Fbg FGA, FGB, FGG
FGA C v
FGB, FGG FGA
Fbg
AMED
F13
Dot blot F1
3-A F13-A
AH13
Aa
Ab 1:1 50%
ROC
F13
AMED
F13-B

21

F13-B

F1
3-B F13-B
F13-B
F13-B
F13-A
F13-A
F13 F13-B
AH13 F13-A
F13
AH13
F13-A
F13-A 2
0%
F13-A
F13-B
F5
F5
Prot
ein A-Sepharose 1gG
Prot
ein A F5
F5
F5
AH13
Fbg
Fbg
AH13
F13-A F13
F13
F5
F5 Fbg
1

1) Tsuda M, Kiyasu J, Sugio K, Hidaka D, Ikeda



M, Fujioka E, Souri M, Osaki T, Yufu Y,
Ichinose A. Spontaneous splenic rupture
accompanied by hepatic arterial dissection in
a patient with autoimmune haemorrhaphilia
due to anti-factor X111 antibodies.
Haemophilia. 2016, 22:e314-7.

2) Souri M, Mokuda S, Inanami H, Osaki T,
Takasugi K, Ichinose A. Non-autoimmune
combined factor X111 A and B subunit
deficiencies in rheumatoid arthritis patients
treated with anti-interleukin-6 receptor
monoclonal antibody (tocilizumab). Thromb
Res. 2016, 140:100-5.

3) Kojima M, Ichinose A, Souri M, Osaki T,
Kawai H, Amaki J, Numata H, Miyamoto M,
Ogiya D, Tsuboi K, Ogawa Y, Ozawa S, Ando
K. Successful bypass surgery for esophageal
carcinoma under adequate factor X111/13
replacement therapy in a case of intractable
autoimmune hemorrhaphilia due to
anti-Factor X111/13 antibodies. Int J Hematol.
2016, 103:341-7.




X111/13 (AH13)

A (AHA)
(AVWD)

X111/13 (AH13) 15
7 A
(AHA) 7 ELISA
4
(AVWD) 5 ELISA
3
(VWF)
VWF VWF VWF
VWF VWF
] F13-A
XI11/13 (AH13) A (AHA) 37 5
(AVWD) ( )
XI11/13 ELISA F8
(F13) VIII/E (F8) ELISA F8
(VWF)
VWEF
VWF VWF
AH13 15 AHA 7
ELISA VWF
AVWD 5 AVWD 5 4
ELISA
Ig
] a +25D
F13
F13A ELISA VWF 96
(F13-A) AVWD 5
109G ( ) HRP Ig TMB
1 0.18 450 nm
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40 +2SD

AMED F13-B
F8 ELISA
F8
-F8
[ ]
AH13 VWF
AH13 15 ELISA
1 6 VWF -VWF
8
AHA \ |
AHA 7 ELISA
4 3
[ ]
VWE 1.
AVWD 5 3
2 4 1. TsudaM, Kiyasu J, Sugio K, Hidaka D, Ikeda M,
Fujioka E, Souri M, Osaki T, Yufu Y, Ichinose A.
ELISA AVWD 5 3 Spontaneous splenic rupture accompanied by
2 40 hepa_ttic arterial dis@ectio_n_ in a patien_t with
5 38 autoimmune hgernorrhaphllla _d_ue to anti-factor
X1l antibodies. Haemophilia. 2016; 22
e314-e317.
l:l 2. Ogawa Y, Yanagisawa K, Souri M, Mihara M,
AH13 15 Naito C, Takizawa M, Ishizaki T, Mitsui T, Handa
7 F13-A ELISA H, Osaki T, Nojima Y, Ichinose A. Successful
Management of a Patient with Autoimmune
F13-B Hemorrhaphilia due to Anti-Factor XI11/13
1 F13-B Antibodies _Complicated by  Pulmonary
AMED Thromboembolism.  Acta Haematol. 2017,
137:141-147.
2.
AHA 7 4 1. A ( VI8
3 3 ) VI1/8
F8 F8 , , , ,
-F8 , , ,
VWF , ' ( ’
3 ELISA 40 38 ), 2016/10/12,
(100% 95%) 2. Anti-factor VI11/8 (FV111/8) autoantibodies
AVWD 5 ELISA in acquired hemophilia A (autoimmune
3 2 FVI111/8 deficiency). : :
VWF , , , ,
VWF -VWF , ( 78
VWF -VWF ), 2016/10/15,
3.
XI11/13 XI1/13
AH13
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), 2017/3/4,

17
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Vil

A AHA VI
VI ELISA
21 AHA 12
LA AHA LA
VI 15.8 BU/mL 2.1 BU/mL
ELISA Hyphen VI
AHA  197.7 (6.4~383.5) AU/mL LA <24.0
AU/mL VI
ELISA (r=0.417)
LA
ELISA VIl
] Vil Vil
A AHA VI
VI
AHA VI Vi Zymutest Anti-VIII 1gG
Mono Strip (Hyphen |, France)
LA AHA
VIl
VI
AHA L 1
LA \211 AHA 51
AHA VI VI 3.0% (0.9~55.7%)
1.0 BU/mL AHA LA18 19.8% (0.1~57.5%)
20% AHA AHA4
ELISA 29, 24, 09, 1.1%
VI 55.7,12.6, 23.5, 19.2%
VI AHA 51
VI 15.8 BU/mL
] (0~1364.9 BU/mL) LA 18 2.1
A BU/mL (0~242.1 BU/mL)
AHA 21 51 AHA4 2.7,6.7,
1364.9, 5.2 BU/mL 0,
LA 12 18 0.4, 0.3, 0.4 BU/mL
VI AHA 51
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VI
(6.4~383.5 AU/mL)
8.2 AU/mL
<24.0 AU/mL
VI

197.7 Au/mL

LA 18

(5.0~12.9 AU/mL)

r=0.417,

Spearman rank correlation coefficient

AHA4

163.0, 260.7, 197.7, 42.9 AU/mL
6.4, 63.5, 25.4, 18.0 BU/mL

Vi

L

AHA
VIl
BU/mL

APTT
AHA

LA
Vil

LA
ELISA

AHA

Vil

VI
ELISA

VI

ELISA

ELISA

AHA
Vil

ELISA

Vi

\h

12.6, 23.5%

LA
AHA
VI
VI
Vil

1.0 BU/mL

1.0 BU/mL
Vi
ELISA
Vil
Vi
VI

VI

ELISA

Vil

1.0

27

]

1.

2.
leko M, Naito S, Yoshida M, Takahashi N,
Ogawa Y, Ichinose A. Significance of quantity of
anti-factor VIIl antibody in patients with
acquired hemophilia A. The 9th Congress of the
Asian-Pacific Society on Thrombosis and
Hemostasis. (Program Book, p111, 2016)




VII/8

L]

VII/8

]

VII/8

2018

VII/8

4

6 VII/8

VII/8

42
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L]

VII/8




Aquired von Willebrand Syndrome (AvWS)

Agquired von Willebrand Syndrome
(AVWS)
AVWS ELISA
ROTEM
ELISA
VWF GPIb FVIII
FVIII AVWS
VWF FVII
VWF FVII
Aquired von
Willebrand Syndrome (AVWS) 2.
( )
AVWS
3 ( )
1. ELISA
2. FVIII
( ) FVIII
3. ( )
4. ROTEM( ) 4. ROTEM( ) FVII
ROTEM
ROTEM
AVWS
AVWS
1. ELISA
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ELISA

VWF GPIb

FVII FVIII
AVWS

VWF FVIII

VWF
FVIlI

ROTEM

FVIlI

FVIII VWF
ROTEM

AVWS VWF

]

1

1. Suzuki N, Hirakawa A, Kishimoto M,
Kanematsu T, Ogawa M, Kiyoi H, Matsushita
T. Retrospective analysis of in vivo recovery
and clearance during continuous infusion of
recombinant factor V111 products: a
single-institution study. Haemophilia. 2017
Feb 24 ;23:215-221

2.

1. VWF von Willebrand

38
2016/6/17
2. von Willebrand
38
2016/6/18

1.
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von Willebrand

von Wllebrand AVWS
2010 AVWS
AVWS21 9 (39%) AVWS
AVWS
AVWS
AVWS
L ]
von Wllebrand AVWS
von
Willebrand (VWF)
L]
M PUB-MED 551
265
AVWS 1999
VWF 67 2000 3 2001 7 2002 8
VWF 2003 8 2004 6 2005 3 2006
VWF 13 2007 7 2008 11 2009 10
2010 12 2011 16 2012 9
AVWS 2013 13 2014 29 2015 25 2016
18
von Willebrand
AVWS
AVWS 38
1 AVWS 1 AH13
2 AHA 1 F5
L ]
AVWS PUB-MED
acquired von Willebrand syndrome |:|
2016 12 1968
2016 265
1979 18 (1.5 /)
AVWS 1980 26 (2.6 [/ ) 1990 23 (2.3 |/
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) 2000 76 (7.6 / ) 2010 122

17.4 | ) 2010
AVWS
AVWS
(
M )
SLE
AVWS 21 9 (39%)
AVWS
AVWS
AVWS
AVWS
AVWS

AVWS

1.
1 ) ) I’ I’
.2016 .57:451-55.
2 ) ) ) 1
A. .2016 . 57:456-60.
3 ; ) ) )

. .2016 . 58:42-46.
4 Qgawa Y, Yanagisawa K, Souri M, Mihara
M, Naito C, Takizawa M, Ishizaki T,
Mitsui T, Handa H, Osaki T, Nojima Y,

Ichinose A. Successful management of a
patient with autoimmune hemorrhaphilia
due to anti-factor X111/13 antibodies
complicated by pulmonary
thromboembolism. Acta Haematol. 2017;
137(3): 141-147.

Ogawa Y, Yanagisawa K, Uchiumi H,
Ishizaki T, Mitsui T, Gouda F, leko M,
Ichinose A, Nojima Y, Handa H. Clinical
characteristics and outcome of acquired
hemophilia A: experience at a single
center in Japan. Int J Hematol. 2017; in
press.

von Willebrand
38
2016 6 16 -18

38
2016
6 16 -18




PAI-1

plasminogen activator inhibitor 1

(PAI-1)

a 2Antiplasmin

FXllla

thrombin activatable fibrinolysis inhibitor (TAFI)

PAI-1
AlphaLISA
PAI-1

PAI-1

TAFI

ELISA
home made
PAI-1
PAI-1 euglobulin clot lysis time
(ECLT) calcium ion (Ca++)
PAI-1
Ca++ ECLT
PAI-1
standard
PAI-1
PAI-1
AlphaLISA PAI-1
PAI-1
ELISA
Biotin uPA
PAI-1
Biotin uPA mol
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PAI-1
(Iwaki T et al, Thromb Haemost 201
7 117(5):860-869)

PAI-1

PAI-1 EC

LT Calcium ion
PAI-1 E

CLT
PAI-1
ECLT
TAFI
tPA TAFI
TAFI
tPA
TAFI

(Brzoska T et al, Thromb H
aemost 2017 7. 682-690)

TAFI

1

PAI-1
TAFI

PAI-1

]

1.

0. lwaki T, Nagahashi K, Takano K,
Suzuki-Inoue K, Kanayama N, Umemura K,
Urano T. Mutation in a highly conserved
glycine residue in strand 5B of plasminogen
activator inhibitor 1 causes polymerization.
Thromb Haemost 2017 117(5):860-869

2. Brzoska T, Suzuki Y, Sano H, Suzuki A,
Tanaka H, Urano T. Imaging analyses of
coagulation-dependent initiation of
fibrinolysis on activated platelets and its

34

modification by thrombin-activatable
fibrinolysis inhibitor. Thromb Haemost 2017
7. 682-690.

2.
0. Urano T, Demonstration of
Coagulation-Dependent Initiation of
Fibrinolysis by Real Time Imaging Analyses in
Vitro and in Vivo, The 9th Congress of Asia
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SYMPTOMS (up to the
time of diagnosis)

SCORE

0§ 1§ 2 3 4
Epistaxis No/trivial - > 5lyear Consultation only* Packing or cauterization or Blood transfusion or replacement
or antifibrinolytic therapy (use of hemostatic blood
- more than 10 components and rFVlla), or
minutes desmopressin
Cutaneous Noltrivial For bruises 5 or Consultation only* Extensive Spontaneous hematoma requiring
more (> 1cm) in blood transfusion
exposed areas
Bleeding from minor Nol/trivial - > 5/year Consultation only* Surgical hemostasis Blood transfusion, replacement
wounds or therapy, or desmopressin
- more than 10
minutes
Oral cavity Nol/trivial Present Consultation only* Surgical hemostasis or Blood transfusion, replacement
antifibrinolytic therapy, or desmopressin
Gl bleeding No/trivial Present (not Consultation only* Surgical hemostasis or Blood transfusion, replacement
associated with antifibrinolytic therapy, or desmopressin
ulcer, portal
hypertension,
hemorrhoids,
angiodysplasia)
Hematuria No/trivial Present Consultation only* Surgical hemostasis or Blood transfusion, replacement
(macroscopic) iron therapy therapy, or desmopressin
Tooth extraction No/trivial or Reported in <25% | Reported in >25% of Resuturing or packing Blood transfusion, replacement
none done of all procedures, all procedures, and therapy, or desmopressin
and no no intervention**
intervention**
Surgery Nol/trivial or Reported in <25% | Reported in >25% of Surgical hemostasis or Blood transfusion, replacement
none done of all procedures, all procedures, and antifibrinolytic therapy, or desmopressin
and no no intervention**
intervention**
Menorrhagia No/trivial Consultation only* - Time off - Requiring combined - Acute menorrhagia requiring
or work/school > 2/year | treatment with antifibrinolytics | hospital admission and emergency
- Changing pads or and hormonal therapy treatment
more frequently - Requiring or or
than every 2 hours antifibrinolytics or - Present since menarche - Requiring blood transfusion,
or hormonal or iron and > 12 months Replacement therapy, or
- Clot and flooding therapy Desmopressin,
or or
- PBAC score>100# - Requiring dilatation & curretage or
endometrial ablation or
hysterectomy)
Post-partum Nol/trivial or Consultation only* - Iron therapy - Requiring blood transfusion, - Any procedure requiring critical
hemorrhage no deliveries or or replacement therapy, or care or surgical intervention (e.g.
- Use of syntocin - Antifibrinolytics desmopressin hysterectomy, internal iliac artery
or or legation, uterine artery
- Lochia > 6 weeks - Requiring examination embolization, or uterine brace
under anaesthesia and/or the sutures)
use of uterine
balloon/package to
tamponade the uterus
Muscle hematomas Never Post trauma, and | Spontaneous, and no Spontaneous or traumatic, Spontaneous or traumatic,
no therapy therapy requiring desmopressin or requiring surgical intervention or
replacement therapy blood transfusion
Hemarthrosis Never Post trauma, and | Spontaneous, and no Spontaneous or traumatic, Spontaneous or traumatic,
no therapy therapy requiring desmopressin or requiring surgical intervention or
replacement therapy blood transfusion
CNS bleeding Never - - Subdural, and any Intracerebral, and any intervention
intervention
Other bleedings” Nol/trivial Present Consultation only* Surgical hemostasis, or Blood transfusion or replacement

antifibrinolytics

therapy or desmopressin

IF YOU HAVE ANY QUESTIONS, PLEASE REFERE TO

(BEMrd %

LARU TOREESRT L2 L)

Rodeghiero F, Tosetto A, Abshire T, Arnold DM, Coller B, James P, Neunert C, Lillicrap D; ISTH/SSC joint VWF and Perinatal/Pediatric

Hemostasis Subcommittees Working Group. ISTH/SSC bleeding assessment tool: a standardized questionnaire and a proposal for a new bleeding
score for inherited bleeding disorders. J Thromb Haemost. 2010;8:2063-5.
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