30



10

11

13

15

16

18

20

23

25

26

28

49



R 3 0 4FRSE

H ESEEHIMERRD [ TAIL] OTeDDOEEREL TREH] BIRESIOMER Bt

X i x 4 A & % Tk 4
EogE AR R F| W A |ESRFEEANLE R % B HI%
WE e 4y 1 AW EER|ENKRFEENLE R R ERLE SR SR o=

R B |ESLRFHE B R PR E SRR HEHIZ
Ry W\ (BN N ILTE KT R R SR i 2 A B #
Frofe K |ENLRFEN LB R E 5 b R b ez
ML B8 |ESTRFE LB R R F B8 LR By %
Fo I | AR PR KT S A (R R B R N R Sy B o
Br RN |ESRTE N IR & R R EBE I i S i Fe Rk HB =
AN FLEE |EINERFIE RS KA S B bR e il
FHE ek [ERLRFBEAZERFEES R OR R
A SR BN R FE A A IR KB I s e 18 5 e B VR ez
EgE & R g AREERTERE SRS & — i Al
EIE T | BARTRIEE IR R s ]
OHiE BIE (ENDRBEERE AlBEREE 4 —  mikNE E R
SR IWBRFEES NRRE o=
IR B |WBRFESEE MK - AiaaRN RS % =
Ve FHR WIBRZBESRS AT 4 DY A 2 AHEERFFERT B %
WA IEHE  [BURRFIEEE A58 oo
M ®|E  |FRKFABHEE Y —  mIRNE H O
WA 2t |[HEERKFREERE 2 — B EeEmss o
AT ORESL | BRLAERE R FEEHE
JIE ke [WRCKRFESER R S
KE  # [ EERFESHERE A B
2 NI S P BN o Pt ) b s v R LSZERIES
mE #HY | FRLTERKRY: BERaERE v % — MiRERIER HEHZ
AN EC [BRRER SRR R R B R A AR e R iR A HEHZ
o W | HOHEE AR TR BRI R wOR
FH 3z [EINRFEFEB RS REE - N e H R
=T T NI R N 2 7AVSe 2 8 221t 7 SRS ol 1= P e o 9L o
N HEE [BIIRFRFPESIE LI s By #
B ZRRE T [ HRFBEER MR RRE iR - SR By %
S I N 5 g E A e X ] FREEE, HAR
e T |[IERERKRY EAMY #B =
AT [ERERIRE R o=
IR BRI ERE X — 2oEGER
LH 8 (WEERKY BEEhIaiRE e o
s BBy |ELSLASREREAE B4 SRR MR - ESNE E R
BT IE A ERKFEFE R i o=
2l B |4 d BT RERFEGEE AR R AR HO
R (ESLEBRSITEE 2 — BRI .S
IR ¥R | RICRFREBEE R ZER iR - SR Ei ]
FE S |BIT SREBE IR
Bl BA [ERRPEERERRN Bt ¥—IF oo
WHE EF [EREERKY TEEEESNE =
HA B |REERKY RN E T}
JIEF Z2gt |[MFRFPESMREE MR R E A
PIE B | BRERFEEM RN i - AR TR W T
A AFE] | ARJUN TS NIRRT kg - R 2 — ARk B4 —F
Mk % |EE~ U TR MK - SRR Z— R
N JentE [REAR KRB R i - IR B %
S AERS (BB R RFBEE R G IR & AT A ARl LERaR s
K B [RRIRNIRIER v #— - S YL ERE X — i - ISR = R

1




von Willebrand
AiF8D V/5
X/10
AIF8D AIVWFD AiF5D
AiF10D
288

X111/13
ATVWFD
AIF5D
AiF10D

F13-B
AIF10D

AIF13D

AIF13D




X111/13 AiF13D
von Willebrand AIVWFD
/8 AiF8D
V/5 AiF5D
AiF10D

AIF13D AiIF8D AIVWWFD AIF5D

AIF10D
288

ATF13D
AIVWFD  AiF10D

AIF13D
ATVWFD
VWF

JBAT 230
AIF13D
288 AIF8D  AWD
288-2 288-3
29
ATF5D

X/10

288-4

ATVWFD

HP

b)

a)
JBAT
b)
©)
d)

10

AIF8D

JBAT

28

AIF5D

AIF13D

ATF10D
43

100



e)
)

9)
h)
27 4 1
30

JBAT
GCP 1997

AIF13D

ATVWFD
AIF8D
AIF5D

AiF10D

ATF13D

AIF8D 2017
ATVWFD
AiF13D
29 AiF13D, ATWWFD,
ATF8D ATF5D

ISTH/SSC 5

S E—

2018
374 (18.7%)
27

27




F13-B
F138
HP 12
8
BPA PS3-28-4
(HP)
UMIN

UMIN = University hospital
Medical Information Network

http://square._umin.ac.jp/kintenka/index.htm
I

HP

12 1

1) AiF13D

1-a.

1-b. AIF13D 4

ELISA 3
4 1
2 F13
F13A
1-c. NIBSC WHO
F13 F13B
ELISA
NIBSC
2) AiF8D
2-a. AIF8D 3 F8
F8 F8
2
2018 10
28
2018 10 ; 2018

12 Overshoot of FVIII activity in patients
with acquired hemophilia

3) AiVWFD
3-a. ATWFD
2 VWF VWF
3-b. 6



ELISA

VWF
4) AiF5D
4-a. AiF5D 3
AiF5D
Int.J. Hemato. (OgawaH )
F5
Int.J. Hemato. (Kadohira Y
)
4-b.  AiF5D 4 4 F5
4 F5
F5
124 AIF5D
5) AiF10D
5-a. AiF10D ( )
AiF10D
5-b. F10 F10
Haemophilia
(Mori M )
AiF10D AL
24 15 9
13
SSC
2019.2.16.

2019
Hp
HP
F13-B
AiF10D
AiF10D
F10
F10
15 3
F10 =
AiF10D PT,
APTT 1:1

F10



F10 F10

AIF10D
AIF10D
AL- F10
AL-
AMED F13A,
F13B, F8, WWF ELISA
ELISA
F13B
AMED
19%
27
a.
b HP
C.

HP

AIF10D

288-5

1.0 Mori M, Mochizuki K, Souri M, Nakamura
Y, Tokuman N, Kanouchi K, Morikane K,
Ichinose A. Complete remission in a
bleeding patient with idiopathic
autoimmune factor X deficiency caused by
non-neutralizing anti-factor X
autoantibody. Haemophilia. 2019;
25(2):e106-e109

2. o QOgawa H, Souri M, Kanouchi K, Osaki T,
Ohkubo R, Kawanishi T, Wakai S, Morikane K,
Ichinose A. A high titer of acquired factor
V inhibitor in a hemodialysis patient who
developed arterial thrombosis. Int J
Hematol .2019; 109(2):214-220

3.0 Kadohira Y, Yamada S, Hayashi T,
Morishita E, Asakura H, Ichinose A. A
discrepancy between prothrombin time and
Normotest (Hepaplastintest) results is
useful for diagnosis of acquired factor V
inhibitors. Int J Hematol. 2018
Aug;108(2):145-150.



4 V
.2019 .60(1):46-50.

X S
1
2018.05; 54(1):178-183

6.Wada H, et al: Routine measurements of f
actor VIII activity and inhibitor titer in
the presence of emicizumab utilizing
anti-idiotype monoclonal antibodies:
comment. J Thromb Haemost, 2019; 17(3):
555-55

7_Matsumoto T, Wada H, et al: Modified clot
waveform analysis to measure plasma
coagulation potential in the presence of the
anti-factor IXa/factor X bispecific antibody
emicizumab: comment. J Thromb Haemost, 2018;
16 (7): 1665-1666

8. Katayama H, Wada H, et al: An Evaluation
of Hemostatic Abnormalities in Patients
with Hemophilia According to the Activated
Partial Thromboplastin Time Waveform Clin
Appl Thromb Hemost, 2018; 24(7): 1170-1176

9. Matsumoto T, Wada H, et al: An Evaluation
of the Activated Partial Thromboplastin
Time Waveform Clin Appl Thromb Hemost.
2018; 24(3): 764-770

10. Arahata M, Asakura H: Antithrombotic
therapies for elderly patients: handling
problems originating from their
comorbidities. Clin Interv Aging. 2018; 13:
1675-1690.

11. Nagaya S, Asakura H, et al: Congenital
coagulation FX deficiency: Genetic
analysis of five patients and functional
characterization of mutant FX proteins.
Haemophilia. 201;24:774-785

12. Iba T, Asakura et al: A proposal of the

modification of Japanese Society on
Thrombosis and Hemostasis (JSTH)DIC
diagnostic criteria for sepsis-associated
DIC. Clin Appl Thromb Hemost. 2018; 24:
439-445.

1. o
. 66 (12);
2018:1324-1337
2. O . X111/13
288— 1
2 ,
, , 2018:56-59
3. 0 . X111/13
288— 1
2 7
, , 2018:221-227
4. o . (Volume69)
.2018.09;67(9) :1132-1139
5. o
2018.06;29(3):251-261
6. o . A
. . 2018.
29(3):262-272.
7. o V
2
60— 62,2018.
8-_0 ?
2 ’ ,
,63— 65, 2018.

(0915-7441)29



2 Page124(2018.05)

2.
X111
X111
2018 9 2
3
3.
2018 9
23
4.
X111/13 12
ssc
2018 2 10
2)
1.
4
v
[10094] 40
2018 6 28 30
2.
2
FXI11/13
[10123] 40
2018 6 28 30
3. , , , .
X
(1347-2836)19 Page
$169(2018.06)
4.

von Willebrand

2018 9

288-2 /8
A 4
2018 10 5

von Willebrand
FX111/13 B

26
2018 11

, . A
FVIII overshoot
80 2018
10 12 -14

Ogawa Y, Yanagisawa K, Ishizaki T, Shimizu
H, Ichinose A, Handa H. Overshoot of
FVIII activity in patients with acquired
hemophilia 60th ASH Annual Meeting
SanDiego 2018 11 30 -12 4

1).

2).

3).



27

371

344

2018

18.6
27
27

10



F13

X AiF13D Aa X1
Ab
AiF13D
X A 19G X1
v V/5
L 1 AiF13D
X1 AiF13D AiF13D
X F13 AiF5D
F13 F5
F13
A (F13-A) I
Aa F13-A F13 ELISA
Ab B F13-B F13
B a - a »-Pl
ELISA
AiF13D F13-A P1-BAPA
clot  SDS-PAGE F13
F13-B F13-A F13-B Dot blot
ELISA ELISA
F5 Protein A-Sepharose
F13 19G F5
ELISA
F13 AR F5 196G
Ab F5 196
Aa F5
Ab F13 F5 196G
v AiF5D
A
[ ]
vV (F5) [AiF13D 1 AiF13D
dot blot F13-A
e ELISA F5 PI-BAPA

11

A:B,



Aa AIF13D

dot blot F13
P1-BAPA
F13-A
P1-BAPA
a
F13-A Igé  ELISA
Ab AiF13D
F13
F13
AiF13D
[AIF13D 1 AiF13D
(Aa ) 2018 10
A.B,
F13-A P1-BAPA
F13-A
F13-A
[AIF5D F5 1 AiF5D
19G
ELISA F5 196G
1,000
F5
BHZHOWTIE 1 ~4 2 A F5
L 1]
[AiF13D P1-BAPA 1
Ab AiF13D Ab
F13
AR
Y
P1-BAPA Aa Ab
AR
P1-BAPA
ELISA F13-A
196 F13

Ab

12

[AiF13D F13 1
AIF13D

F13-A
F13

[AIF5D F5 1
F5

Protein A-Sepharose

19G
F5
[ ]
AIF13D Aa Ab
AIF5D AiF13D Ab
F13
AR
]
1.

1) Mori M, Mochizuki K, Souri M, Nakamura Y, Tokuman N,
Kanouchi K, Morikane K, Ichinose A: Complete remission
in a bleeding patient with idiopathic autoimmune factor
X deficiency caused by non-neutralizing anti-factor X
autoantibody. Haemophilia.2019; 25(2):e106-e109

2) Ogawa H, Souri M, Kanouchi K, Osaki T, Ohkubo R,
Kawanishi T, Wakai S, Morikane K, lIchinose A: A high
titer of acquired factor V inhibitor in a hemodialysis
patient who developed arterial thrombosis. Int J
Hematol .2019; 109(2):214-220




F13

X111/13 (AiF13D; 288-1) 4
2
4 1 2
VIII/8 (AiF8D; 288-2) 2
ELISA 2
(VWVF) (AiVWFD;
288-3) 2 ELISA
VWF 1 1
AiF8D V/5 (AiF5D; 288-4)
F8 1X/9 (F9)
AiF8D 13 AIF5D 2 F8 F9
AiF8D F8 F9 1
AiF5D F8 F9
I e ¢
] 3-A)
AiF13D
AiF8D AiVWFD AiF5D Ig (G+M+A)
F13 F8 VWF F5 ( ) 1
0.18
F13
37 5
( )
A gLISA F8 F
F130 5 AiF8D 2 AIWFD 2 L 1SA k8
ELIS 8
A F8
F8 F9
F8 F9
100%
ELISA VWE VWF
VWF VWF
]
F13 VIVF
TMB

13



VWF VWF
VWF
VWF
Ig (G+M+A) TMB
VWF-  VWF
VWF-
VWF VWF
+2SD

[ ]

AiF13D
AiF13D 4
2
2
4 1 2
AiF8D
AiF8D 2 ELISA
2
F8 3 12
F8 0.47 1U/mL 0.56 IU/mL F8
0.06 0.22

AiIVWFD
AITVWFD 2 ELISA

2 VWF

97% 14%
AiF8D AiF5D F8 F9
AiF8D 13 AIF5D 2

F8 AIF8D 1-12%
( 4%: 50-200%)
AiF5D 91% 186%
F9 AiF8D 1 6%
( 60-140 %) 12
(85-145%;
107%) AiF5D 94% 116%

[ ]
AiF13D 4

2 F13-A

14

ELISA

2 1
ATVWFD 2
1 VWF
VWF- VWF
AIF8D AIF5D F8 F9
AIF8D F8
F9 1
AiIF5D F8 F9
AH13
vWF
F8 F9

[ ]

1.

Ocawa H. Souri M. Kanouchi K. Osaki T. Ohk
ubo R, Kawanishi T. Wakai S, Morikane K, 1
chinose A.: A hiah titer

of acauired factor V inhibitor in a hemo-d
ialvsis patient who develoned arterial thr
ombosis. Int J Hematol. 2019; 109(2): 214-
220.

2.

288-2 " VI/8 (
) . 4
, 2018 10 5




F5, F10

]

PT,APTT
v

]

15

1.
Ogawa H, Souri M, Kanouchi K, Osaki T, Ohk

ubo R, Kawanishi T, Wakai S, Morikane K, Ich
inose A. A high titer of acquired factor V i
nhibitor in a hemodialysis patient who devel
oped arterial thrombosis. Int J Hematol. 201
9 Feb;109(2):214-220.

2.




VWF

16

X 13 F13 V/5 F5
AH5 A AHA F5
VIII/8 F8
VWF
AHS AHA AIVWED
vWF 2
VWF 97% 14%
F13-B F13B
] F138
F13B F5 -
F8 10
F13B
F5 ELISA
ELISA
VWF VWF ELISA 4
F5
vWF
TMB F8
VWF- VWF ELISA
VWF- VWF 6
VWF
AIVWFD 2
+23D 1 VWF
vVWE-  vWF
ELTSA JWE " WF F13B F5
WF VIWF
VWF F8



F8

[ ]
VWF F13B
F5 F8
VWF
F5
ELISA
[ ]
1.
2.
von Willebrand
91 2018 9
| |
1.
2.
3.

17



FS, F10

Fv

16.8% 66.7%

2018
371 18.6
27
344 21
/
Fv
Fv

18

[ ]

1)

2)

3)

Wada H, et al: Routine measurements of factor
VIIN activity and inhibitor titer in

the presence of emicizumab utilizing
anti-idiotype monoclonal antibodies: comment.
J Thromb Haemost, 2019;

17(3): 555-55

Matsumoto T, Wada H, et al: Modified

clot waveform analysis to measure

plasma coagulation potential in the presence
of the anti-factor IXa/factor X bispecific
antibody emicizumab:

comment. J Thromb Haemost, 2018;

16 (7): 1665-1666

Katayama H, Wada H, et al: An Evaluation
of Hemostatic Abnormalities in Patients
With Hemophilia According to the
Activated Partial Thromboplastin Time
Waveform Clin Appl Thromb Hemost,

2018; 24(7): 1170-1176

4)

Matsumoto T, Wada H, et al: An Evaluation
of

the Activated Partial Thromboplastin Time
Waveform Clin Appl Thromb Hemost.

2018; 24(3): 764-770.

2.
D

2)

DIC DIC
19
2018 7 21 ( )

2018 8 26 ( )




19



AL

FS, F10

AL
X
1
57
50
EX 9 AA 3
AL 2 8
AL 28 3
1
24
AL 65+ 13 / 10/24
7 29
3 2 1
1
n=7 n=17
Hb Alb LDH ALP Cr B MG
2006 3 1 2018 7 31 BNP NT-proBNP Trop T Urine Protein/Cr
Stage
P
T APTT FDP D-
TAT PIC o .PI
X 100,100,10
0,100,100,100,100,100,67,67,67
100, 100, 100,87,80,47,53,53,33,40,33
207 293

20



H i & o BRE
HH N=6 N=15 E
(U%ﬁ?iﬁ‘;)) 5410 70 £11 0.01
Bk otk 3/3 6/9 1. 00
FISE el 4/2 10/5 1.00
L W 6 wod A2 k 5, A 10 0.33
W
(v SRefif, EPH)
PT(sec) | 14.5 [11.9-28.3[11.6|10.3-13.8] 0.01
APTT (sec) | 29.0 |[24.8-54.7] 28.4 |22.6-35.6( 0.51
Fbg(mg/dL) | 295 | 148-538 | 357 | 233-801 | 0.44
FDP(ug/mL) | 13.4 |3.1-43.0| 6.0 | 1.0-20.0 | 0.11
DD(ug/m)| 2.5 |[1.6-19.8] 2.5 | 0.4-8.0 | 0.64
AT (%) 101 | 59-107 | 93 | 71-120 | 0.78
TAT(ng/mL) | 7.6 | 1.9-58.7| 4.6 | 1.3-13.7 | 0.48
PIC(pg/ml) | 11.7 | 1.3-18.4| 5.1 | 1.1-8.7 | 0.03
o 2P1(%) 47 39-59 | 66 | 46-99 |o0.11
Pla (%) 52 29-62 | 73 | 59-100 | 0.11
FX (%) 37 6-52 92 | 46-98 |o0.02
PT PIC X
FDP a 5Pl
7 3 PT APTT
2
1
3
X
2
PIC X
60
X
PIC
AL
AL
PT APTT
L
AL

PIC X

AL

[ ]

1.
1)Kadohira Y, Asakura H, et al: A discrepancy
between prothrombin time and Normotest results
is useful for diagnosis of acquired factor V
inhibitors. Int J Hematol. 2018; 108:145-150.
2) v

2 ,

, ,p60—62,2018.
3) ;
2

, , ,p63—65, 2018.
4)Arahata M, Asakura H:  Antithrombotic
therapies for elderly patients: handling
problems originating from their comorbidities.
Clin Interv Aging. 2018; 13: 1675-1690.
5)Nagaya S, Asakura H, et al: Congenital
coagulation FX deficiency: Genetic analysis of
five patients and functional characterization
of mutant FX  proteins. Haemophilia.
201;24:774-785.
6)Iba T, Asakura H, et al: A proposal of
the modification of Japanese Society on Thro
mbosis and Hemostasis (JSTH)
DIC diagnostic criteria for sepsis-associate

d DIC. Clin Appl Thromb Hemost. 2018; 24:
439-445.
2.
1
13
SSC 20

19.2.16



N

22



F8

A AHA
AHA 30 AHA
VI VII-INH
VIII-INH
AHA VIII-INH
[ 1] VILINH
A AHA Vi VII-INH VIII:C  Table 1
FVIII FVIII
VIII:C
AHA Table 1 VIHI-INH
FVII VII-INH S VILINH E#$  VIFINH & VIILC
AHA ({fEf6) 0.58 BU/mL, 436.5 AUMmL 36.2%
20~30% o .. ,
(Ef 8 ) 0.80 BUmL 75.7 AUmL 38.6%
[1] AHA P, ,
VI-INH ({fEfF9) 0 BU/mL 18.8 AUmL 109.1% B
VIII-INH AHA
VII-INH
VIII:C
2017~2018 VIII-INH VIII:C
30 VII-INH <1.0 B
_ Lupus u/mL VIII:C
Anticoagulant (LA)
VII-INH
[2] VIHI:C  VII-INH
-80°C 30 Vi
FVII FVII I11:C VIH-INH
Sysmex Fig. VIIE:C  VIHI-INH
CP3000 r’=0.2353, r=0.4850 Fig.
VIII-INH 2
VII-INH Bethesda
VIII-INH quantity Hyphen Fig.1 VI
Zymutest Anti-VIII 1gG
Mono Stri p Relationship between VIII:C and VIII-INH activity
12.0 AU/mL 12.0~24.0
AU/mL +
= 0o =-0.0433x + 15.993

o
° geee
s
reg
b
[

23 100 200 300 400 600

VIII-INH activity (BU/mL)



Fig.2 VIlI

Relationship between VIII:C and VIII-INH quantity

y =-0.0423x + 29.091
) . R?=0.23531
® r=0.4851

VIILEC (%)

Q.0 100.0 200.0 300.0 400.0 500.0 600.0 700.0 80 900.0

-20
VII-INH Quantity (AU/mL)

VIII-INH
VII-INH
VII-INH

AHA VII:C

VII-INH
VII:C
VII-INH
FVIII
[3] FVII-INH
VII-INH

VII:C

VIiI:C

VII-INH
VII:C
1 A
2017
2017; 28: 715-747. [
2.
2016; 17: 149-168 (]
3. . -
( )-2005

pp422-430.

24

AHA

AHA
VIII-INH

]

1.

VII-INH

VIII:C

VIII-INH



F8

APTT

LA

25




VWF

von Wllebrand AVWS
2010 AVWS
AVWS21 9 (39%) AVWS 288-3,
von Wllebrand AVWD
AVWS
AVWS AVWS

2 AHA 2 FS

von Wllebrand AVWS
von Willebrand PUB-MED 633

(VWF) 344 AVWS
( 288-3, von Wlle 1999 67 20

brand AVWD) 00 3 2001 7 2002 8 2003 8
M 2004 6 2005 3 2006 13 2007 7
2008 11 2009 10 2010 12 20
11 16 2012 9 2013 13 2014 29
VWF 2015 25 2016 18 2017 30 20

VWF 18 49
VWF
AVWS
AVWS 38
von Willebrand ( . 2017.58:613-18)
AVWS
1968
2018 344
1979 18 (1.5 /7 ) 19
80 26 (2.6 / ) 1990 23 (2.3 /
AVWS PUB-MED ) 2000 76 (7.6 / ) 2010 201 (2
acquired von Willebrand syndrome 2018 12 2.3 /) 2010
A
VWS AVWS
AVWS
(
M ) SLE

26



AWIS 21 9 (39%) AVW

S AV
WS
AVWS
AVWS
AVWS
AVWS
1.
1 ? 7 ? ?
. , ’ 4
Vv )
.2019  .60(1):46-50.
2 .
. 2018 . 29(3):262-272.
2.
1 ? 7 7 ?
? 7 2 ? 7
FX111/13 40
2018 6 28 -30
2 ’ ’ ’ ’
) ’ ) ’ 4 ’ ’
Vv 40
2018 6 28 -30
3 ’ ’ ’ ’
’ A ' VL ov
ershoot 80

2018 10 12 -14
4 Qgawa Y, Yanagisawa K, Ishizaki T, Shimizu
H, Ichinose A, Handa H. Overshoot of FVIII ac
tivity in patients with acquired hemophilia 6
0™ ASH Annual Meeting SanDiego 2018 11 3
0 -12 4

27



Best Poster Award| PS3-28-4
(HP)

©W 00 N o g A~ W N P

10. 2

11. Int.J. Hematol. (Ogawa H )
12. Int.J. Hematol. (Kadohira Y )
13. AiIF10D

14.

15. Haemophilia (Mori M )

28



1.

ElL: CoOTAr—HE REEST. RRCTOASEVEY.

HhEExEBERRE* CO2NVTOTFTr—F ———

% BEREMEDE L REEEEE. AEASHN VI ETESE 0 HERENE VI EEEEE.
BEM T T LTSV R, R M o, 7 2R AL EE o FIR SR,
R ER TSR R TR A== e S— PR E S
BEE IEmEE i S e TANEE( i
A= FELASSLEEE R !

T -z 1Mz, #8T, a-hERNEREMERLLVEET(ERRRISD- QL mET THEYHO) Heagits 2o
MECHLEHNEREESAAZ LRI ETH?

B2 - g O TREEOESRTOREN, heviEEgTRLT RS
DT (i) LEEEht ot S-g--Bilad I,

D BT, BFeRELE L EEn,

HH (M - )i T EREE ( E - W KBk )
@ HL, HeaEMERNEsATVES THAL KA,
@MErRpxwe & R <] Easm ( &5 B MEFE ( 1

D SEW 13 FFF1a), KeFEFFe), WEFH-FFE, W10 EFFL), oFL PAL-1, VW B VoSN, TR EMNE ShE Ly
BELE - MELSEad TR0 T 8, r,a,-mir_-in;., T E W)

ITHEFoRE- RS TRl LEE ShEFos, D-T-Billad EE,
[l TLERTT. ARoEMERRERE S, KREE Y- LT oEAL KAL)

B Do TEACREOEoERFOERE - RET TRACES Y, (REACEFAERERLTIEEW]

n )V BT PR E (20 - 5] 1] F-357 W) L] ik | %)
oA VB @ErAB (20 #£ A g} 300 W %) i ¢ )
e y BE PEEAB 20 % R A} E % PR o %)
B &L, BFodEsFNTsh TR ITRAKE:,
MR 8
. m . 3 R H Fla i 5 FlastliRk ¢ Bl
L M £ K ® FI3-BRRE | ) Flif b Ef— [ & ;b L)
c m # R H FIOEH %) FloA e Ef— [ & ;b i)
4 = # R ® FEEH | ) FAAvEEd— ([ B - WhiE TmL)
w 28 . § B FEEM | %) FEAVEES— ( B - 0@ il
£ 20 % A H  Fhregaflt ( mgidl)  MEFE )
g 20 & R B IS ( %) w=PIRER = gLl
L m # A B FOFP | wE=L)
i m # AR @ Ddimas | EEmL)
i m # R B PIC* p@ml) *TFAI - I EAE
k. m . R H B EAT-1 IR | l@hl.:l
L = # KR ® TR EEER ) W ESMEE ( = e 5
m 2 #£ R @ A—TFATLESTHT b (RS S EE WA
0 *ORMOHARRICOUT, BETSLOC0ESHT RN (haviz BE TR,
e FEAL { =.BF. bEAM, o ., AN, o HEA, ETodE 1
e AT { = FB, ©bfFl, e LEE, d i, O 1
el T - 1] (% = W; AN, b
c.B#H ; dNEIE i o T ; ¥

Todl : fed, P2 FEHAS NoHAOHE - . SiliTEoRE (BE. REASW) TV
{

B +opdoda s+ amRic-oe T, BT bok0esd T KEy EJ.{.VH‘.E?HEI.

EBE [ hmEsEE T 1, bR s i3

Sqe Ed AR b Ao 1
BMOERMM { o158, v3xR. cBeR, 418M, ol )
RE [ RETR ool i
BECHME (| w3+, wErA, 1N, 4i¥08; 1
WE- T [ 2 ERMBERE, LEFONASERELE, S0, 4808 ]

@ FofEof®E, AECE-EWEELMELEG, ABICTEAL K&y,

“BhNELRESDENELE LEE L UEate f o e L e e DT L L
120 25 BEAVETIREL TS, FEASHHAERESD TTLE B 8 —6 a#&

29




RHI - HHEMEE Ak MBS 110
%] [N
WERS
=HES
| A 1ol R 5]
BEE BE - WEERE) R K
FnRm
IRl | EX@!

M. PrdSrE - RRDM

[(EE4@|R 2}

02 FELARE L - R ) 45 BF
| FrdS e R RnE BE-11%
i E R a
(% 1 2 —-mN a
[(EEME = 12)—mW] = (mes =12 a0
4. @ 2RISR e (PIC LB mEE DEET
04, FOETE I I i 4EF
0. OF 7 —{ BRI Lok
O 4T —<FOP > 100 sbfor
Or. 242 A= BRI 150400
0. BN T F R TELE
EFE FlaFE riaamE sonco
08, T -2 FETFERER{BROE S0-155
S S ARE Ao
12 FETHEFEE BRI s EF
10-1. P42 LTS FETFTI-F 7R R E HORMAL
LARGE T I-FT=— -
MEDILIM 7 JLFT—
SMALL TILFT—
SMALLEST TILFT—
-2 - T e
13, S35~ {BRDE 78-128
., TR —H300 B E
18, =5 )Ll 1 (PA-PA- 1 llE-E) (RS m s SOLLTF
16 = T IS TF 72 - (HPTH B R M-130
17 SEEE R T DFm =) =140
21, SRR OFE (R M0-140
(BE+ERI+2 [
I SR EOEF A NF RN LA WD E S M-140
A R 2] =011 R [

(E+ERI+2

0. T I T PR TR R R AW IR A
AN RwEm 2= 1 )

9. A EEVER I

B SEEYEF TR

imE+@ERI+2

. FEEVEFFEIF T RN LA ANEDE S

A= EEEE 2 ]—0 0 EE)
_____________ EFE EEac(pEiERlo)
20, FEEVER T EIFE(RE)

M. BAEVIRFrLFEl R

ImE+ERI+2

28 SEWVEEF T RN LA MO RS
M R 2] =118
AR EEl(EE4mRIz)

ELTVAD

1. =T AP FIPF Sk [dRT)

0 A AREEY (R

S0 ik SRR ()

30



SRL
>
F13A, F13B, VWF
D-dimer
ELISA F13A, F13B, VWF, F8

31



32



W
Bl

-

Pes T
E

nw

33

im
T B
1 "R =
qas i v !
" 5 3 am
L.} -

L (]
a T -
paEE B ] o
: PTRE T
" LL] i [ L

B}
=
s
L
[TTL]

w



fre R PESEN R IED T B EAI BV T3

O b e Y S e R . R R < R . Ui hlE i AR T LY
HEEAT.

1 a, FETIOET b, Fih. Hin. Saoime —Rtnle1z
=GR R IR O T AT o & . Ll B = LS (il
AHESE I HDFER S SME. HTRIER Y/ SETREE. AS R
BEN1OEFAEE. AEREAXIL 1 IHFRIE. DaREER
ilaE T TEE, fERET (P T e T AL A e A= TSR
AW TR F A AR =1 G E) R F TR E.

LTS

. MR T P ., My o O ) S WAt (L T
FE LA R RERLE T RATR Y RUET.

L&, AR P IEET =T LS SEE 0T, SIEETFAL,

BV SET, B 10E T, M 3T MV BT, Da SRy LT S
B EEREF IS T LA (e B 1S E S e R AR,

| A,
FRADFATNIRNE ARSI LD TFEE SR o TLVET.

REEFERETHRYSEHT . WX 0@ mXIn 13ER. BWICEEEE.
Fa g L F F AT, R ET DT hd ORtdEL R FLT ST
., AN, S BT ORER. 1B R3S L o
HEr-ERT .

1 [ B A A LT D ] T RS | R .
AR, 7OF0FE B EHEERG]. DICHFEHn ST ROR (T
T LTI AR ET. FRE T Ll Rl g
R R A R AT AR S R D . MR 5

BTSN % B OB AT e oo Rl ESEIE. TSR T

R R PR AR OB - TR IR W R L 2T

iR FHEEREECEE A AR EEE. ARELE LB —Naw A-LFE
L+Z burgvofinmas | dvamagaia-uaacipl ETSWECCHEETELS BEDHoERHIERSEE
fIR A LRSS T LT R,

FEHEEERATEEE e AR AT (R D SRR
B Rt i R BT A | b DRI - | At | IR SR WHEe

MBI (iessmpmanae - mrrmmm

34



—— i i LEE BO18; 29(3) - 251-261

R LI

DHEICHIT 3 ECRELEEETF
REZTEDRBEERMAA K

W

—#E®
The present condition of and clinical guidance for

autoimmune coagulation factor deficiencies in 187eaR ;5!*—‘#!‘#!“ EREE
T imﬂ'-ﬂ-g gﬂﬂ:ﬂ*ﬁ TRuERE

. 1 L
Akitada ICHINCSE HA+E]

Bear iz MERAEESFEL T2XEES
L)
BN - brE TR, BCORREERE TG E S o 20035 R ‘"‘"”:*'_' Tyt ok PE
M AR BOHKE PREKN DB EY THRERLY
FoldFPRHAECRECR A5 vEREORIB TS L) gy el
frisy : B e 1BTREER EX £ 1F

). WRGHGECRANFERONR. lnicFe. B 0N BERTTIOR R
A LARRETATRLY, BORELD ENEEL Y 1ezidf RRRASETEE=mEER

18B3ER 73 b -ASETESELET

CHRER TR EMNEE TR D, RERET RS O

L TR
FEFhs BhotRUESFETRN, BEECEVOT 1BETRTR H ERREE
L RERET RS, BhESEE BEOo@SFEET & :x:;g Eﬁgm”ﬂ-
HiZlotT BEGLHMEETEIRACRLL SEEE (200081 F (L T
Tt ioWbinsioRBTHLIN, A4 Z08H8EF (2maaf B WEES)
T4 LA EREE

BofBehs FERBAILL L TRENNEERY LA
L R EREET LML S RECNIEEEREITRE.
MHREEA L ZAERRORE, iRF0aCRattERm
e EeAE TR 4 288 L | T EAEaRaE o e f o
Tyvh.

Wit ERE FARE

Wit ERR RS - ANEE
FERNERTE W
W R R R - SR
s

Eey words: acquired blesding disorder, desiznated immcmble dsase,
coapulatson facior inhibeor, awvanibody, non-negiralizms:

e E 245, RIEHEEARETEED RS

1. R FEETEZEDRS

i AR E GLACERAEEL, MALR. MERE. RSER
o, HIUENOF A2 HBART TR
T B R D VI ERE T LT ERETE e
FEEEEETwva, ZheoRERFRET 05k
TR Lo TRERRER TREEED BEN

A -
I AR L O RARE
T oo2-0025  WLEERRRfRRE 615-1
Tel 0038-X1-7330, Fax:(0235-83-2935
E-mail: sichinns@mad i yamagats-u ar jp

t o E BOoER

35

i FE iz, FhPndERTEELTWIRE
EFEEETT o REI THhIA, RiEHcmn
TwEHOTRERFrRRL Tuindd, HEHE
BTESEhCRER T LTREREEELS
SEAHRE. kool RS VIR ET
(FR) 5 F £ (il A5 A) iz 3501 2 B FR I L(FR
{freEFf—aAsvRERAERSE T &14
OEFICRETSY. Frad AEEEDUYET
(Fo) s FE(MEMB) TIAFI A 2 ¥ F— 18 5%
OFERIT LAaRE Ly, TosRoREiANT
hEH, RO, EICHTREIZRNSH



7.

Best Poster Award|

PS3-28-4

P33-98-3 A case with ecquined hemophila A Induce by clapidogrel

Hﬁ HnFup'Erl:b. hhimn'Fu Hahrﬁ?rrm:h. o
ﬂq:u'i'rﬂ'l Hospital, Kindai
University Faoulty of Madicing) o e

Arguired hamophila A (AHA} is 2 rare bleading disorder caused by auic-
antbodies agarst fadior W 0PI Trvﬂ:rn-'tlih | = 2 causs
of AHA, but s clinical coursa is Enknosn :a-apu-dd
mﬂ'nnnhmphlzﬂﬂhmhnﬂuﬂmﬂdrﬁ::mﬂﬂ
longad wwmm{fﬂiﬁhumh
hemorhage of the thigh muscla aftor 21 months of clopidogrel Lse. Tha
2FTT is 51.2 seconds, and the F¥1ll and FYlll inhibiior evels were lass fhan
1% and 6.2 Bathasda unitsimil, %Thhﬂnnﬂnﬁnhiﬂdn

:l':n.l:nd‘fm‘.ﬂ?‘dh?l’gklllnnx tarminalad © ral ad-
minisiraticn and transiusad tha patiant with irash froran plasma.

WAL ONS and wa began siasnid beal-
mal. 14d.uj'r..F'|"|I F¥ll infibitcr, and 2PTT valuas wore normalkzsd
Mo further bileeding ar aPTT has boan during imanth
follow wa ed a patient of AHA who had took
clopi - www&mhnrm“mlmpﬂtm

Ii:rd:l.lrn--un'n:hinu

PE3-28-6 Acase with prolonged aPTT dus o LA who was exduded
fram acquised hemophilla by ROTEM

Cushi Chikesawa', Kagshio Amanc™, i Miyashita',

Yoshko Kamikuba', Akin lohiki’, Masaio . lensm-;u

Karuhisa Yokola”, Hu.h:llnl'i:l'ndm

Hﬂmﬂimm" Takmshi m' Hirashi lraba”,
|F|.i1l.uh-’ Ldn‘.ﬂu'yhbdl:lw.T

of Moleoular Gergtics of
I:im:h‘: 'FDhI:IHDdI’.ﬂU‘I\'ﬂ'ﬁf’:I
Irtroduction: The aoss-mixing test (CMT) is important in distinguishin

Madical
ukation

cing oo amapris (1), ard s antzoaguian (LA) pases
::j' in n:EuTwnh'gnd AT Howanear, x SO mp:un in-

hﬂ'pmrhgﬂ'rnrn:dtufflmtnumnunulﬂ and e
lies on visual inlemation. In a casa with 2 confusion on LA by 2 result of
CAT, a resuli of rofatioral thromboakstomatr I:HEITEh[!'hdn.mubddﬂn
mgMMAmnhunhﬁm &, and his

aive cxam indicaled . CNT was pdged as CH and

ani-phospholipid a.rli:u:lj' | inhibitor wers: whila PVl
and F actiity was 25% and 23%, mhu&n:ium . Altoe
Fis: salarting to: cur haspital, his CMT showad LA-positie: and 1esuis

wera conssiant with e provics test. Therafora, he was suggesiod LA-
puﬁnFIunm:pwmmgca] lanning with axclusicn of AH wac
ml:n::rrfu:inq-mmndhmr.lih MT inoorsistonoy botween fanilites,
and we parformed AOTEM in MATEM moda. uantly, his blood
showad clotiing ability comparable or mone with normal controks, and we
dacided to SNy 25 2 casa without AH. Disouscion: Wa have to
ba cautious to uilize tha results which may

case, bacauss nathar aPTT nor TMT ara stan
LA pocitiva casa with diflasant CMT rosulkts among faciliios, the resuk indi
cating exalusion of AH was obainad by ROTEM.

36

EENPs3-28-4  Ovamshoot of PVl acthity after remission In patiants
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i{ﬁnm Tha gasl ol AR frapy i anes o &

with mmuncsupprossiva thoapy. Tha uIF'i"IIII:I:I'i:yﬁr
mﬁmm[ﬂﬂ}n:mpﬂnﬁhﬂhﬁm known bt
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l'rrrunml.p-
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pm:mnﬂurq:yh:tmﬂ?ﬂﬂﬂandﬂﬂﬂa]ﬁnrﬂ”mﬂykh:pﬂu
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meguired bypatsing aports tharapy. All 15 pasonts

I:hnn:ICH immunosupprassve thermpy with madian of 30 (range; 10-
The owershoot was observad n e (86 TR . Thsi mas-
atﬁiirmhgl'nﬂ'm.ﬂ]‘l.mﬁpuhﬂ'ﬂ: madian curation

Frun[:ﬁnm:h:nlm 17 (ranga 0-154) days Warous thromboemboiem
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A high titer of acquired factor V inhibitor In a hemodialysis patient
who developed arterlal thrombosis
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Abstract

An H-year-okd man with diahetes mellitus was admitted to control recurrent bleeding from emodialysis puncture sites.
He was a smoker and had been dizgnosed with artericscierosis obliterans. His PT and AFTT wer markedly prodonged,
and all cozzulation fackors wene markadly decreased (factor ¥V [FV] sctivity < 1%) or below the measurement threshold,
with the exception of fibrinogen and factor XIII. Meither PT nor APTT were comected upon mixing with normal plasma.
A high tiler of FY inhibitor was found at 415 BU/mL., and anti-FV autoantibody was detected by both immunoblot assay
and FLISA. Prednisolone sdministration and plasma exchange partially improved prolongsd PT and APTT and decreased
the FV inhibitor level. Five months (ater, he manifesied sympioms of sever ischemia in both legs. Angiography mvealed
diffuse =t noss downstre am of both commaon iliac aneries. Endovascular therapy was repeated four times, the prednisolons
dosz was reduced, and low-dose antiplatebat therapy was initinted. Afier the final sucoessful endovascular tharapy, arerial
thrombosis was detected using ultrasound and angiography. Aspiration thrombectomy and thrombobytic therapy faiked to
achieve recanalization, and necrosis of the legs worsenad. Despite the severe coagulstion abnormalities, vascular inberven-
tions should have been performed with megular-dose antiplatelet therapy, as the patient ex hibited multiple risk factors for
atherothrombosis.

Keywords Anti-factor V autcantibody - Bleeding'hemorthage - Thrombeosis - False multiple factor deficiencies - False
mullipke factor inhibitors

Introduction

E " The caline weriom of this ‘Acquired bemophilia® is a8 cabegory of rare swbodmmunes

article (httpsVdoi.orp 10,1007/ 1 71£5-01%-2561-9) contains diszases characerized by ‘the presence of sutoantibodies

smpplemeniery maierisl, which is mailable i authorieed users. directed against clotting factors [1]'. The incidence of the

- - most frequently aoquined hemophilia, acquired bemophilia

Atda Iohingse _ A (AHA} due to anti-factor VIIT (FVII) inhibitors, has been

e e estimated at 1.5 cases per ome million population per year

! Depertment of Mepirodogy, Ohlubo Haspital, Tokyo, Japan [2]. Fewer cases of acquired factor V' {FW) inhibitor (AFY-

*  Japsnes Collsborative Research Group on Assoimmune Iyar m:lmmrrm-mqmd FV deficiency dl_E to anti-FY

Cosgulation Factor Deficiencies (WORG supported antibodies (50 to speak, acquired parahemophilia) have been

bw the ] mganese Misistry of Health, Labor and Weliane), meparted; their incidences are estimated at (09019 cases

Yamagaa, lipan peer millson person-years | 3, 4]. AFV-1 is likely under-recog-

: ipl‘hn:n;!ﬂ Mul:;uh]"‘iﬂmdrrmﬂr}‘ nized [5], =5 its climical manifestations range from asymp-

Patho-Bioogy, Yamegate Unfvendy School tommatic laboratory abnormalites to fatal exsanguination, or

. ; ' lcl--z.ﬁd.u-:hlm‘l' £ -?l!lgjn,hp- even o thromboembolic events [&]; however, most patients

partment of Clinizal Lebomtory Medicine, Yamagaa with AFV-I will exhibit some bleeding symptoms [3-6].

. University Schoal of Medicine, Yamagata, Jzpan Historically. AFV-1 has ofien developed in patients treated

Present Addess: Departmeat of Public Health, Yamagata with bovine thrombin and is occasionally observed on an
University School of Medicine, Yamagata, Japan

Puhlisked online: 16 Movember 2018 ﬂ Sprimger
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A discrepancy between prothrombin time and Normotest
(Hepaplastintest) results Is useful for dlagnosis of acquired factor V
Iinhibitors

Yasuko Kadohira' - Shinya Yamada' - Tomoe Hayashi' - Eriko Morishita' - Hidesaku Asakura'= - Akitada kchinose™

Receteed: 18 kanuary 2018 f Revised: 27 Maech 2018 1 Accepted: 28 Manch 2018 / Published online: 2 April 2012
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Abstract

Acquired coagulation factor inhibitors are rare. Among them, coagulation factor ¥ (FV) inhibitor is particularly ncommon
and presents with variable clinical menifestatons. Certain acquied FY inhibitor patients have only mild beeding or, in sslact
cases, no sy mpboms at all, leading ko spontamesas recovery. (dbers have life-threaiening bleeding that requires medical atien-
tion. Thus, 3 prompt decision regarding dizpnosis and clinical intervention is crocizl for such patients. In five acquired FY
inhibitor cases treated in owr facility, each patient had a malignancy == an undertying disease and all umex pectedly showed
prolongation of both prothromban time (FT) and activated partial thromboplastin time (AFTT). They all also displayed &
discrepancy batwean PT and Mormaotest (Hepaplastingst, HPT) results. All but one patsent experienced no bleeding at the
time of dizgnosis and achieved spontanecus recovery in 1-3 weeks. The patient with béseding symptoms received plasma
exchanpes and a platelet transfusion. Ussful markers in diagnosing the presence of an acquired FY inhibitor were 2 sudden
prolongzation of FT and APTT, and a discrepancy between the PT/APTT and HFT asssys. Spontanecus recovery can be
expecied for patients with only minor bleeding.

Keywords Acquired factor ¥ inhibitors - Normatest (Hepaplastintest) - Cross mixing est - Diagnosis

Introeduction

Acquired inhibitors to coagulation factors ane rane. In par
ticular, the occurrence of an acquired FY inhibitor is exce p-
tionally infrequent in clinical medicine. Since this disorder
was first eporied in 1955, approximaiely 200 cases have
heen documented as of 2006 [1, 2]. A study conductad in
Japan indicated that its incidence (one case per 50 million
population per year) is one-fiftieth of that of acquined hemo-
philia A [3]. Howewver, we will likely lzarn that the actual
incidenoe of an acquired FY inhibitor is higher than this,

=l Yasuko Kadchim
¥ keadobim @ stalf kmarmea-uac jp

! e pastment of Hematology, Kanarsss University Hospital,
13-1 Tekaramacki, Kanarmem, Ishiksea %0 5641, Japan

*  Japamese Collsboratiee: Research Group on Astcimmune
Haemoerhaphilia Supporied by the Japanese Misistry
of Healtly, Labor and Welfme, Yamagsts, Japan

?  Depertment of Molecular Patho B ioche misiry
and Patho-Biclogy, Yomegats University School, Yamagets,
Japam
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once our understanding and diagnostic accuracy of this dis-
ease ane improved 25 well 25 acquired hemophiliz A [£]. In
fact, according to an investizgation by the Health and [shaur
Science Research “Heslthear Equalization™ Study Group,
appromimately 1 X0 cases wene confirmed in Japan alone (a5
of December 7017; Ichinosa, umpublished data). The climi-
cal presantation of patents with an acquired FY inhibator
is highly varizhle. Certzin patients e asymptomatic o
have only mild bleading symptoms, keading io spontanecus
mcovery. Comversely, others presant with life-threatening
bieeding and equire medical care, such as hemostatic treat-
ment and immunesuppressive therapy. Thus, it is of obmost
importance to make a timely decision regarding diagnosis
and appropriaie climical inerventions for patients with an
acquired FY inhibitor

When prolongation of both FT and APTT is suddenty
observed in patients with a suspected acquired FY inhibi-
tor, hematologists normally consider 3 potential reduction
in the activity of any of the factors (4, V. I, and fibrinogen)
imyolved in the common cozgulston pathway, imespe ctive
of the presence or absence of hizeding symptoms. Henoa,
the activities of these coagulation factors ane examined first.

&) Springer



13. AiIF10D
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PT APTT F10
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The Zignificance of Laboratory Medicine in the DHognosis snd Manogement of
Autoinmmuone Coagulation Pactor Deficiencisa

Akiteds ICHTNOSE, MDD, PhD*

Eecenfly, the number of pabients with sutoimmume sequised cosgulsbon factor deficiency (AICFD) dus to
snti-coagulation fotos sxtoantibodies has been oo the fize in Japen.  Autcantthodi=s can be pene=sated agxinst
oy coagalstion fmotoe.  Thess see seversl types of anbi-coagulation factor mutcantibodies: 1) the neutealizing
type binds to fanctional segions of & cospulstion fctos to inhihit its foocbonsl sctivibi=s (inhibitoe type); 2) the
non-neutealizing type binds fo non-functional segions of & coagmlation fector and =nhaness its cl=asnce from
cizmalation (hyper—clesmnes typel; 1) the combinabion of types 1) and 2) inhibits the fmeotions of & coagula-
tion factor and peomotes its mpid cl=assmeoe.  (ther types of sntosntibodies bind to non-fonetionsl segions of
a coagulsbon Sectos to have little, if saoy, =ff=ct oo its propesties; mmother type may slter the fnction of & clot-
ting pectain

Abthensgh climica] manifestabions of 4iCFD sange foom asymptomatic Ishorstosy shooemalities to fxtal =x-
sanpuaination, ce sven to thromboembolic events, most patients with AICFD exhibit some bleedng symptoms.

Becmrse of savers an-going hemoerhages and snemmis, most pati=ofs ere administ=sed large amoumts of the
cosgulation factoes they ere dzfiment in. Decause of the ety of this dizease, thers iz no standaedized thes
apeuatic modality for aobibody emdicafion. Most potients ssesive costicostescid as & fest-line immunceup-
pressive madicine, ut some of them become treatment-sesistant o develop secusrence despite having cnes

The major symptoms of AICFD are vasicus types of bleeding and are oot specific to individus] disesses.
Accosdingly, laboratoey tests for AiCFD) aee essentinl for its sarly disgnosis, selection of appropsiste treatment,
nd assessment of the therapy's efficacy.  Especially, meesurements of anti-coagulstion factor sntoantibodies
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LETTER TO THE EDITOR

WILEY I-Iammphilinﬂ

Complete remission in a bleeding patient with idiopathic
autoimmune factor X deficiency caused by non-neutralizing

anti-factor X autoantibody

1 | INTRODUCTION

Coagulztion factor X110 (F10] i a vitemin K-dependent protease
precursor. FA0 funchiors in the common patireay of the dottng ms-
catde, and itz severe deficiency, whether inberited or acguired, leads
to variable beeding symptoms.! kolated acquired F10 deficiency
{AcFLOD) is an uncommon coagulation disorder; about 100 of cazes
with amyloid light dhain amyloidosis dewelop AcF 10D, probably due
to F10 sbsception by amiyloid fibriks.? In contrast, non-anrrloidosis-
related AcF10D is quite rare and is assodated with various disor-
derz/vonditions in the Emited mamber of patient reports. Among
them, few patients demonsiraded the presence of subcantibodies
agairest F10, termed immune-mediated AcF10D or autoimmune F10
deficiency [AiF100)

Autcantibodies can be generated against any coagulation fac-
toe”® The following are the types of anti-coagulation factor auto-
antibodies ) the nevtralizing type binds the functionzl regiors of
& coapaation factor to inkibit its funcBonal activities; (&) the non-
newtralizing type binds the non-functional regions of a oagulation
factor and enkances it dearance from circulaticn (hyper-clearamcel
and iic) the combination of types (3] and (b inhibits the funcions of
= coagulation fackor amd promcdes its mpid desrsmce. Other types
of autoantibodies bind the mor-functional regions of & agulation
factor tn kave Ftle, if any, effect on its properties; anotfer type may
alter the function of & dokting protein.

Here, we present 2 case of AiF10D caused by a non-neutralizing
anti-F1) sutoantibody in bleading patient.

2 | CASE REPORT

An E¥-year-old Japanese woman with no history of bleeding pre-
semted to our hospital with haematuria 4 days before hospitali-
zation. Her urinalysiz showed ocodt blood 3+ and mewtrophil
3+ thus, she was sdministered sufemethoxsrcle-frimethoprim
HOOED meg = A1) for 5 daws for suspected aorte bactenial cystifis.

She was previously treated by 2 local physican for diabebes,
dyslhipidaemia and Alzheimer's disesse for 15 years. Ab our hospi-
tal, she was diagnosed with adult Sl disease about 3 years prior
when kber cosgulation test findings were normal (prothromiin

time [PT] 128 seconds [reference ramge 101-127 seconds] and
sctivated partial thremboplastin time [APTT] 31.5 seconds [refer-
enice range 24 0-177 seconds]). &t that time, an abdomiral sortic
aneuryzm was idemtified, and she was taking aspirin (100 mg/d}
thereafter

The patient presented to our smergency room because of gen-
itall bleeding, haematuria, Fever and vomiting. Physical examination
revealsd anzemic palpebral cosjunctiva, inbrsoral Bleeding, subous-
taneous hasmorrhage on the bilateral upper extremities and blocd
chot= around the vagina She was given cefiriznone sodium hydrabe
(1 g = 24d) inbravencusly for suspecied bacterial oystitis for 7 days.

Laberatory finding= on hospitzl admission [day-1), including k-
dominal and pelvic computed tomograpkry (CT), revesled haemato-
mas in the lefi perirenal and pararenal spaces, and in subcutaneous
tissue of the left botinde. A routine haematological sxamination re-
wealed anaemia (haemoglobin [Hb] BB g/dLL Her PTand APTT were
markedly profonged (100 amd 103.2 seconds, respectiveliyl. Cross-
mixing tests by PT and APTT showed downward concave pattermns
before and after 2 howrs incsbation at 37°C, indicating a factor de-
ficiency {Figare 51}

Individual coapaation fachor assays revealsd FIVZ, FUS, FVILT
and FI(S activities within normal ranges (Table 51} However, the
FAD activity was <1%. A oross-misang test of F10 acthvity showed 2
straight pattern [data mot shown), indicating F10 deficiency rather
than itz inhibition. A Bethesda as=ay was sko negathe for FID
inhibitar.

Fibrinogen and CRP bevels were high probabéy becaause of bac-
terial cystitiz, while FDP zmd D-dimer levels were slighthy inoressed,
likely due to ber excessive multiphe bleedings. Although lupus an-
ticoagulant (L&) assayed by dilsted Ruszells viper venom best was
immezzurable {not clottable <200 secomds), he was negative for -
ticandiclipin immunoglobulin & (IgG) and anti-candiclipin (CL-2,GP-1
antibody. Her LA became messursble and was megeine 53 days
after admizsion (day-53}.

Immunological studies, including rheumatoid factor, antinud ear
antibody and free Bght chain « /i ratic, 25 well az immune-slectrophe-
retic patterns of both urine and serum, were normal. Bone marmow
aspiration and biopzy revezsled meither haematopoietic malignancy
o amylcidosis. Abdominal and pehvic contrast-anfanced CT did rot:
detect malignancy on day-43.

Hocmophilia. 20018 1-4
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