25

26 2014

3



FFP









Antithrombin [AT] Protein C [PC]

Protein S [PS]

PS

NICU
PC

PC 45

PC 12 PS 2 AT
PC
339 : 4:1
0.063% 5
25 27
,PS15 , AT 10%
20 307
PC
2

6 10
6 PC
1/3
70
PC 20 , PS 40
1
6 7 4

PC

69

, AT 10%




Protein S PS Protein C PC Antit
hrombin AT 3
FVLeiden

/
PS 1.8% PC 0.16%
AT 0.18%
PC
PC
FVLeiden PC

Eur J Pediatr 2009;168:673,
Clin Neurophysiol 2010;121:800

2008

10

TV

PC/PS/AT



PT, APTT, Fibrinogen, PIC, TAT, D-dimer, (2011 3 30 )
VIII:C, Cardiolipin , lupus-

anticoagulant, PC PS / :

AT , PIVKA, F F , VWF

PROS1 (15 exons), PROC (9 exons),
SERPINC1 (7 exons)

PC AT

PC 12 PS 2
AT 6 10 1

PC (Hae
mophilia 19:378-84,2013)



PSIET PCIET ATIETF

40% 209% 10% =it
B Aarb)
F AR AR iS5 :
BETER | AY WL AY BUAR
VIR
XML

15%

45% 10%
=

L L]
WENFIZER ATIER T

HEE SRR SREZE 50% 25% 25%
1 1 1
25 2013 31 13 56
5 2 9
a) Kinoshita S, et al. Clin Biochem 2005; 38: 908-15.
b) Miyata T, et al. Thromb Res 2009; 124: 14-8.
c)
PC
5 339 2 6 7
: 4:1 3
69 NICU 0.063%
5 6 PC
PC
25 27
1/3
70 3 PC 45 |, PS
15 , AT 10% PC
PC 20 , PS40 , AT 10%
(Pediatr Int

55:267-71, 2013)

20 307



PC
PS 2 AT 6
16 PC PS
PC
2
PC
PC
K
PC
20 307
PC 7
PS
3 PS
PC
3
PC PC

Thrombopath PiCi%
PC-induced coagulation inhibition %
PS PC FV FVII

PS PiCi%

12
10
J Thromb Haemost
11:1417-20, 2013
Thromb
Haemost 110:761-8, 2013
PS
PS
PC
FGR
PS
PS
2



3114g
278
PC
5
PC
2000
PIVKA-II
PC
PT-INR
SEKISUI

SoRPC

300CTS
PC PS
261
2 candidate 2013 3
10
5 8
2
Xa
Xa
SEKIUI
oRS PC
K
CL
24 11
PC
PC 383
PC 63
276

2000

PC
PC PS
Thrombopath

ACL TOP

PC

PC PS

625

FFP

10



AT

124

1
1) Ohga S, Ishiguro A, Takahashi Y, Sh
ima M, Taki M, Kaneko M, Fukushima K,
Kang D, Hara T, on behalf of the Jap
an Childhood Thrombophilia Study Grou
p. Protein C deficiency as the major
cause of thrombophilias in childhood.

Pediatr Int 55(3): 267-71, 2013
2) Ohga S, Kang D, Kinjo T, Ochiai M,
Doi T, Ishimura M, Kayamori Y, Urata
M, Yamamoto J, Suenobu S, Kanegane H,
Ikenoue T, Shirahata A, Hara T: Pedi
atric presentation and treatment of c
ongenital protein C deficiency in Jap
an. Haemophilia 19(3):378-84, 2013
3) Ochiai M, Kinjo T, Takahata Y, lway
ama M, Kenji I, Ohga S, Kotaro F, Wak
e N, Taguchi T, Hara T: Clinical outc
ome of extremely low birth weight inf
ants born at GW22-26: a report from a
single institution in Japan. Neonato
logy 105(2):79-84, 2014
4) Doi T, Ohga S, Ito N, Ishimura M, S
uga N, Nomura A, Takada H, Matsumoto
M, Fujimura Y, Hara T: Limited renal
prophylaxis in regular plasmatherapy
for heritable ADAMTS13 deficiency.Ped
iatr Blood Cancer 60(9):1557-8, 2013
5) Yamamura K, Joo K, Ohga S, Nagata H,
lkeda K, Muneuchi J, Watanabe M, Har
a T: Thrombocytosis in asplenia syndr
om e with congenital heart disease: a
previously unrecognized risk factor f
or thromboembolism.Int J Cardiol 167



(5):2259-63, 2013
6) Hoshina T, Nakashima Y, Sato D, Nan
ishi E, Nishio H, Nakgata H, Yamamura
K, Doi T,Shiokawa Y, Kang D, Ohga S,
Hara T: Staphylococcal endocarditis
as the first manifestation of herita

ble protein C deficiency in childhood.

J Infect Chemother 2013 (in press)

7) Narazakil R, Makimura M, Sanefuji M,

Fukamachi S, Akiyoshi H, So H, Yamamu
ra K, Doizaki S, Kojima S, lhara K, H
ara T, Ohga S: Bilateral stenosis of
carotid siphon in Hutchinson-Gilford
progeria syndrome. Brain Dev 35(7): 6
90-3, 2013
8) Matsunaga Y, Ohga S, Kinjo T, Ochia

i M, Fukumoto Y, Ito N, Doi T, Kang D,

Hara T: Neonatal asphyxia and renal
failure as the presentation of severe
protein C deficiency. J Perinatol 33
(3): 239-41, 2013
9) Unal S, Gumruk F, Yigi S, Tuncer M,
Tavi B, Cil 0, Takci S, Urata M, Hott
a T, Kang D, Cetin M: A novel mutate
on in protein C gene (PROC) causing
severe phenotype in neonatal period.
Ped 1atr Blood Cancer 61(4):763-4,
2014
10) Uchiumi T, Tanamachi H, Kuchiwaki
K, Kajita M, Matsumoto S, Yagi M, Kan
ki T, Kang D: Mutation and functional
analysis of ABCC2/multidrug resistan
ce protein 2 in a Japanese patient wi
th Dubin-Johnson syndrome. Hepatol Re
s 43(5):569-75, 2013
11) Oba T, Yasukawa H, Hoshijima M, Sa
saki K, Futamata N, Fukui D, Mawatari
K, Nagata T, Kyogoku S, Ohshima H, M

inami T, Nakamura K, Kang D, Yajima T,

Knowlton KU, Imaizumi T: Cardiac-spe
cific deletion of SOCS-3 prevents dev
elopment of left ventricular remodeli
ng after acute myocardial infarction.

J Am Coll Cardiol 28: 59(9):838-52,
2012

12) Matsumoto T, Nogami K, Shima M: Si
multaneous measurement of thrombin an
d plasmin generation to assess the in
terplay between coagulation and fibri
nolysis. Thromb Haemost 110(4):761-8,

2013

13) Shima M, Thachil J, Nair SC, Sriva
stava A: Towards standardization of c
lot waveform analysis and recommendat

ions for its clinical applications. J
Thromb Haemost 11(7):1417-20, 2013
14) Fujita Y, Satoh S, Sugitani M, Yum
oto Y, Fukushima K, Wake N: Clinical
utility of augmentation index as a ne
w parameter of peripheral circulation
in human fetuses. Early Hum Dev 89

(8):601-5, 2013
15) Anami A, Fukushima K, Takasaki Y,
Sumida T, Waguri M, Wake N, Murashima
A: The predictive value of anti-SS-A
antibodies titration in pregnant wom
en with fetal congenital heart block.
Mod Rheumatol 23(4):653-8, 2013
16) Kaneko M, Sameshima H, Minematsu T,
Kusumoto K, Yamauchi A, lkeoue T. Ma
ternal IgG avidity, IgM and ultrasoun
d abnormalities: combined method to d
etect congenital cytomegalovirus infe
ction with sequelae. J Perinatol 33(1
1):831-5, 2013
17) Mamemoto K, Kubota M, Nagai A, Tak
ahashi Y, Kamamto T, Minowa H, Yasuha
ra H: Factors associated with exclusi
ve breastfeeding un low birth weight
infants in NICU discharge and the sta
rt of complementary feeding Asia Pac
J Clin Nutr (22) 270-5, 2013
18) Takahashi D, Takahashi Y, Matsui M
Araki S, Kubo K, Sato H, Shirahata A:
Evaluation of hypercoagulability usin
g soluble fibrin monomer complex insi
ch newborns Pediatr Int (155) 151-6,
2013
19) Imamura H, Akioka Y, Taki M, Teras
awa F, Okumura N, Hattori M: Successf
ul living-related kidney transplantat
ion in a boy with inherited dysfibrin
ogenemia. Pediatr Nephrol 17(7): E161
-E164, 2013

20)
pp' ’
2013
21)
C
117 10 1538-44, 2013
22)
pro
tein C protein S antithrombin
2013;



23(1):25-2

23)
2013
24)
2013
25)
: L-
2013; 54(3):
316-8
26)
IX
B
2013; 54(3): 300-4
27)
pp. 555-56,
2013
28) Glanzmann
pp. 420-423, 2013
29)
pp-
424-428, 2013
30) 3.
Today Journal vol.3. pp.
5-6, 2013
31)
() 2013
2

1) Ohga S. Salvage treatment of refrac
tory LCH and HLH.The 54th Meeting of
Korean Society of Hematology, Korea H
istiocytosis Working Party Symposium,
Changwon, Korea, November 8-9, 2013.
(invited speaker)

2) Ohga S. Heritable thrombophilias in
Japanese children. The 5th Congress o
T East Asia, Hemophilia Forum (EAHF),
Seoul, Korea, September 7-8, 2013. (i
nvited speaker)

3) Yamamura K, Uike K, Nakashima Y, Hi
rata Y, Nagata H, Takimoto T, Ishimur
a M, Takada H, Ohga S, Hara T. Early

progression of atherosclerosis in chi
Idren with cryopyrin-associated perio
dic syndrome. The 9th Asian Society f
or Pediatric Research & 20th Perinata
I Society of Malaysia Annual Congress.
Sarawak, Malaysia, 2013.

4)
23
2013 8 31
5)
23
2013 6 8
6) 5
. 115
, , 2012.
7 /
60
, 2013 11 1 ,
8) JLAC10)
60
2013 11 1 ,
9)
: Upsha
w-Schulman
. 48 ,
2013 6 28-29
10) :
25
2013
6 8
11)
protein C, protein S antithr
ombin 25
2013 6 8
12)



protein C, protein S antithrombi C

n 23 . 116
2013 6 8 . , 2013.
13)
Upshaw—Schuiman
. 116 4671823
, 2013.
14)
BERIZBTSH/NMNR. FEREFEROMIBERRZRIEL.
FHEBRERICEATLIBENEREEZTS
| ERERAEAT A |S [ NRERE S —
AMAE AE-E || BAAEMBTESbLY— WA | B
SEE - B TR B IR . EA (o INRFESL BRI
BENIAYLY > ERMEE 2 T-ER
(B RS (mE = Eh l
| l&@ﬁ-ﬁzﬁmﬁﬁ l el
B RN A N A D

DEETEN ., ERBEER HE,NCEEA~ <~ s@est
HHRES PCEE HW30xKRIIN C::b

EEL‘E%H&%‘
B /MRF 5.0 e B
ra SR e ‘ I A A
NE: R 18 A
a e
B, it/ Efth

MmigERRN

REBBEEXE — > <TRELOEEICLZ>
Q@ RIER#E. 8oty
Q@ BEFREODABRESELTFNH

10



S (PS)

C PC AT
34
PC 20 PS 10 AT 4
PROC 7 3 2 PROSI1
1 SERPINCI1 4 PC
20 10 7 2 PC
PROC 9 10 PROC
17 PROS1 PROS1
PROS1
30 PC 18
9 : Haemophilia 2013 10
PC
C S
PS PC AT Stago
PS AT
PC AT
PROC exonl-9 PCR ABI PRI
3 SM3100 Genetic Analyzer
PS AT
PROSI1 (exon 1-15) SERPINCI(ex
on 1-7)
+2SD <3SD
Clin Biochem 2005;38:908-15
1 PS PC A
PC PS STA #232-02,




#448-00

DNA
2
2 2013
C
20 20 2
APS
PS 10 AT 4
13
3
3
PC PS
K
PC PS
PC/PS
PC PS AT
0-3 <45% (a) <42% (a) <52% (b)
3 -2 <64% (c) <51% (c) <52% (b)
3-6 <64% (c) <51% (c) <68% (c)
7-20 <75% (d) <60% (d) <80% (d)

PC 75%, PS 60%, AT80%

a:60% b:65% c:85%

d:100%

PC
20 PC
ROC
1
PROC 7
3
PC

10 7

PS

20

PC PROC
9
de novo
3
10 PROC
1) PC 16
2)
PROC
PC 27
PS
PS 10 20
3 PS
1 PROS1
1 1 PS
PROS1
17 PROS
1 PROS1
PROS1
23 P
ROS1
5 PS
PROS1
1 Plas
minogen Tochigi
AT
AT 4 9
5 4
DNA SERPINCI
4 1 DV
T 9 8 SER

PINC1



2 2013 PC

i % EEEER HISEAE PC ifE PS PROC ZE 52 W O kT
A0 % 3938 2978¢ Ap 5/7 WEHFiAR, i e, Z3ERNE L 46% (8 20A) 94% 7oL
Hiit 0 4c 3438 1296g Ap8/9  MMIZE P Himn. 17% 43% AL
Afs0 5 36 2810g Ap3/5  F/ELRE WE AR 11% 43% L
Hiis 0 4 36 BASE{HE Jib == P i <10% R £ PC iEME 56%
An 2 B GETFE EMRPESEEE GRS WA 4% freePS T4%  RE [EF : RaNval=!
HEE2 5 3838 2938g (RAEA L BRZ PN M, WA R H i <10%  REE HE~Fo EE~To
Him2 4 388 3225 Apb6/9  HERENE /= MCA 15 3E 23% 46% L
His 4 B 2L EERENREDR FEE TERmAE  15% b I 3 T A TE
A6 % 381 TEHE 34 G2 AKGEAE L (PSEEEEAL)
HE 7 5 3738 2502¢ Ap7/9  HERRILIEIE, AMiEIE 27% 52% (LK) 72l RIS R
R B owER EERVESREE, EAYEAN 11 5% Warfarin tf 7RE i A~ T e
HrAEW FEMAH A VR = PN (i < 10% #HE~Tu
(50 B I AN A7 IR A 50% ESi L
1% ¥ L LELES 43% 58% T (PSEREL)  RA~TH
1#6 A % 3918 2683 Ap7/8 {4 DIC —ifaM: PC K2 16%—72% 44%—T79% 7T T
2 ik 7L FLR ALL {68 it/ NBVIRZ S 12 37% 51% AL (AT ERGRL)
1% B aL F LSRRI 626 73% BT PR BRI T
106% Lo AL I3 B 85, PDA VItK $% 5.7 {% PCPS 36% 57% 7L (PLG #iA42)
105% % 3938 3752g REARUIEBEMETAD A 27% 73% #HE~7a  fDVT ~Fn
Mm% AL RIEHE 39% 90% ~Fn FHIEEAY
LY NVE
DVT
PS
2 PROS
30
PC 18
9 : Haemophilia 201
20 7
PROC 9 direct
sequencing PC PS AT
de novo
25
PC
3 1.
1) Ohga S, Ishiguro A, Takahashi Y, Sh
PROC ima M, Taki M, Kaneko M, Fukushima K,
PC Kang D, Hara T, on behalf of the Jap
an Childhood Thrombophilia Study Grou
PC p- Protein C deficiency as the major

cause of thrombophilias in childhood.
Pediatr Int 55(3): 267-71, 2013
2) Ohga S, Kang D, Kinjo T, Ochiai M,
Doi T, Ishimura M, Kayamori Y, Urata
M, Yamamoto J, Suenobu S, Kanegane H,
PS AT Ikenoue T, Shirahata A, Hara T: Pedi
atric presentation and treatment of c



ongenital protein C deficiency in Jap
an. Haemophilia 19(3):378-84, 2013
3) Ochiai M, Kinjo T, Takahata Y, lway
ama M, Kenji I, Ohga S, Kotaro F, Wak
e N, Taguchi T, Hara T: Clinical outc
ome of extremely low birth weight inf
ants born at GW22-26: a report from a
single institution in Japan. Neonato
logy 105(2):79-84, 2014
4) Hoshina T, Nakashima Y, Sato D, Nan
ishi E, Nishio H, Nakgata H, Yamamura
K, Doi T,Shiokawa Y, Kang D, Ohga S,
Hara T: Staphylococcal endocarditis
as the first manifestation of heritab
le protein C deficiency in childhood.
J Infect Chemother 2013 (in press)
5) Matsunaga Y, Ohga S, Kinjo T, Ochia
i M, Fukumoto Y, Ito N, Doi T, Kang D,
Hara T: Neonatal asphyxia and renal
failure as the presentation of severe
protein C deficiency. J Perinatol 33
(3): 239-41, 2013
6) Kitajima J, Inoue H, Ohga S, Kinjo
T, Ochiai M, Yoshida T, Kusuhara K, H
ara T: Differential transmission and
postnatal outcome in triplets with co
ngenital cytomegalovirus infection.
Pediatr Development Pathol 15(2):151-
155, 2012
7) Unal S, Gumruk F, Yigi S, Tuncer M,
Tavi B, Cil 0, Takci S, Urata M, Hott
a T, Kang D, Cetin M: A novel mutatio
n in protein C gene (PROC) causing se
vere phenotype in neonatal period. Pe
diatr Blood Cancer 61(4):763-4, 2014
8) Uchiumi T, Tanamachi H, Kuchiwaki K,
Kajita M, Matsumoto S, Yagi M, Kanki
T, Kang D: Mutation and functional an
alysis of ABCC2/multidrug resistance
protein 2 in a Japanese patient with
Dubin-Johnson syndrome. Hepatol Res 4
3(5):569-75, 2013
9) Oba T, Yasukawa H, Hoshijima M, Sas
aki K, Futamata N, Fukui D, Mawatari
K, Nagata T, Kyogoku S, Ohshima H, Mi
nami T, Nakamura K, Kang D, Yajima T,
Knowlton KU, Imaizumi T: Cardiac-spe
cific deletion of SOCS-3 prevents dev
elopment of left ventricular remodeli
ng after acute myocardial infarction.
J Am Coll Cardiol 28: 59(9):838-52,
2012
10) Anami A, Fukushima K, Takasaki Y,
Sumida T, Waguri M, Wake N, Murashima

A: The predictive value of anti-SS-A
antibodies titration in pregnant wom
en with fetal congenital heart block.
Mod Rheumatol 23(4):653-8, 2013
11)

pro
antithrombin
2013;

tein C protein S
23(1):25-2

2.

1) Ohga S. Salvage treatment of refrac
tory LCH and HLH.The 54th Meeting of
Korean Society of Hematology, Korea H
istiocytosis Working Party Symposium,
Changwon, Korea, November 8-9, 2013.
(invited speaker)

2) Ohga S. Heritable thrombophilias in
Japanese children. The 5th Congress o
T East Asia, Hemophilia Forum (EAHF),
Seoul, Korea, September 7-8, 2013. (I
nvited speaker)

3)
23
2013 6 8
4) /
60
, 2013 11 1 ,
8. JLAC10)
60
2013 11 1 ,
5) :
25
2013 6
8
6)
protein C, protein S antithrom
bin 25
2013 6 8
7



8)

protein C, protein S
23
2013 6 8

. 116
, 2013.

antithrombin



25

278

25649

132.8><10*/pL
100mg/day
PT

0.7%

18

35

278

38

36

APTT






in vivo

TF,

PL, tPA 20mM HEPES, pH 7.2, 150mM
NaCl,0.01% Tween 20

1pM, PL: 4uM, tPA 3.3nM

Z-Gly-Gly-Arg-AMC
Bachem  Switzerland
Boc-Glu-Lys-Lys-MCA Peptide Institute

Inc. 80ul 96
in vivo 20ul
TF/PL/tPA
37 10
CaCl,
45
390nm 460nm
a
TF; Inovin® Dade excel
PL;
163
tPA; American Diagnostica Inc.
1-A raw

data




1-B

Fharpwrines Lnil

0
s
-
i

Plasmin

@

° ] 1o
Tums (i

1 Tepk Thrembin

o Thrombin
-
£ g
(A) %m
|
oL 000
o = i
Time {mis)
Plasmin
1£
Pimepeak
AL R R
= ™
cS
(B | =
E
g ¢
E]
=
3
T
' TrieiPeak
Y
Mm-LT

lag time:LT
peak thrombin:Peak , peak
time to peak;ttPeak ,
endogenous potential: EP

Peak peak

ttPeak

T/P-G

(TM)

EP

APC

10uM

Peak

APC

TG

90
LT

APC TM

™

APC

T/P-G
thrombin

activatable fibrinolysis inhibitor (TAFI)

Y[ def

i el I &
| |
! \w '
Bl E] 1 —llﬂ
Tz
15l

LAY Argatroban By APRC =
- S Wi "
] N * £ 1} ! Tk
- £ _ e i |
Z c 2 R =S I I
'§lo E 10 Time (oind " ! LS
= = — oaM
= = = 1on B £ ] " L)
— lomdi T (it}
- — 100
L3t L Time (nuqfl] (L1 LA VR @in]‘w e He ) ) )
W T™ (12 CPI e il Flg-del ud Pller
0 Zam = ™ oy oececesoeny { |
g ® i D {5 i
g.m H H gmmw 2
%‘ E o 5 . =3 iu 4 £ [ 3 ooy [Y -
z w a_Time iminjoo = i o w PR W I] ! il
g =
E — omM ‘g ! 4 3
= —eamt A ] e HRoceeh
Sab - s | S| P
AR g et P ™ 40 0 B 100 10 LA0 w8 " o il D B N g Wom
Time (min} Tirme {min T sl T (i) oo it}
E2  EEEERINBEF RO

[RRORCEI M PR LT




Theantbon 1ty

1)

JJaw

I, V, VI, IX, X, XIll,

oGPl
peak

FV, FX

"X

i . W " . e
b h Il dn

{plasminoren) {IFibrinoeend
em

I
o

ke

in vivo

e

o

I

2)
3)
FV FX
4) (o
In vivo
F.
1

1) Matsumoto T, Nogami K, Shima M.
Simultaneous measurement of thrombin
and plasmin generation to assess the
interplay between coagulation and
fibrinolysis. Thromb Haemost. 2013
110(4):761-8.

2) Shima M. [Hemophilia world] Rinsho
Ketsueki. 2013 54(8):736-43.

3) Shima M, Thachil J, Nair SC,
Srivastava A. Towards standardization
of clot waveform analysis and
recommendations for its clinical
applications. J Thromb Haemost. 2013
11(7):1417-20.

4) Doi M, Sugimoto M, Matsui H, Matsunari
Y, Shima M. Coagulation potential of
immobilised factor VI in
flow-dependent Tfibrin generation on
platelet surfaces. Thromb Haemost. 2013
110(2):316-22.

5) Sugita C, Yamashita A, Matsuura VY,
Iwakiri T, Okuyama N, Matsuda S,
Matsumoto T, Inoue O, Harada A, Kitazawa
T, Hattori K, Shima M, Asada Y. Elevated



plasma factor VIII enhances venous
thrombus formation in
rabbits:contribution of factor XI, von
Willebrand factor and tissue factor.
Thromb Haemost. 2013 110(1):62-75.

6) Ohga S, Ishiguro A, Takahashi Y, Shima
M, Taki M, Kaneko M, Fukushima K, Kang
D, Hara T; Japan Childhood
Thrombophilia Study Group. Protein C
deficiency as the major cause of
thrombophilias in childhood. Pediatr
Int. 2013 55(3):267-71.

7) Yada K, Nogami K, Ogiwara K, Shima M.
Activated prothrombin complex
concentrate (APCC)-mediated activation
of factor (F)VIII in mixtures of FVIII
and APCC enhances hemostatic
effectiveness. J Thromb Haemost. 2013
11(5):902-10.

8) Shima M. [Hemophilia]. Rinsho
Ketsueki. 2013 54(2):189-97.

2.

1) Matsumoto T, Nogami K, Shima M:
Usefulness of thrombin generation assay
(TGA) for diagnosis of prolonged aPTT
with positive LA. 75

2013.10.12
2)
Thrombin /Plasmin
60
2013.11.2

4671823



1 C
(AT)
C(PC) S(PS) 2013 3
2365
6 10
4 7
AT
3 PC 1
2
4
1

2ml 1




1) DIC

227-234 2013
2) Imamura H, Akioka Y, Taki M, Terasawa
F, Okumura N, Hattori M: Successful
living-related kidney transplantation
in a boy with inherited
dysfibrinogenemia. Pediatric
Nephrology, 17: E161-E164, 2013
3) Ohga S, Ishiguro A, Takahashi Y, Shima
M, Taki M, Kaneko M, Fukushima K, Kang
D, Hara T, Japan Childhood
Thrombophilia Study Group: Protein C
deficiency as the major cause of
thrombophilias in childhood. Pediatr
Int. 55:267-71, 2013

4)

50 3  450-456 2013

2.

1) Satoshi Yamazaki, Shigenobu Takayama,
Noriko Suzuki, Noriko Yamazaki, Masashi
Taki, Masahiro leko, Yoko Kawai,
Standardization Subcommittee of
Laboratory test for Thrombosis and
Hemostasis: Reevaluation of activated
partial thromboplastin time (APTT)
reagents in Japan, XXVIth

International Symposium on
Technological Innovations in
Laboratory Hematology, 2013.5
2) Atsuki Yamashita, Chiai Nagae, Tomoko
Ashikaga, Shinji Muto, Mieko Akita,
Satoshi Yamazaki, Shigenobu Takayama,
Shinobu Tatsunami, Masashi Taki:
Pathogenesis of hemostatic
abnormalities by L-asparaginase in
children with acute leukemia. XXIVth
ISTH, 2013.6
3) Tomoko Ashikaga, Atsuki Yamashita,
Shinji Muto, Chiai Nagae, Mieko Akita,
Noriko Suzuki, Satoshi Yamazaki,
Shigenobu Takayama, Shinobu Tatsunami,
Masashi Taki: Pulsed
methylprednisolone therapy markedly
increases thrombin generation
potential in a rabbit experiment.
XXIVth ISTH, 2013.6



FFP

25 C
PC/PS HemosIL ThromboPath
PS PC
PS
C4-binding protein C4BP
AT C PC free PS PS C4BP
S PS AT C4BP
disseminated free
intravascular coagulation DIC PS PC/PS
AT
PC/PS PC
PC PS PC
PS
FFP

FFP




S2708, Z-D-Arg-Ser-Arg-pNA,2HCI

PC/PS mOD/min
HemoslIL
ThromboPath (ILJapan)
PC/PS
ThromboPath
B C
5 5 ThromboPath PICI%
28
5 ) ThromboPath  PICI%
PICI%
(n=5) 87.8+0.1
PC C n=5 64.3240.1
VIII Sysmex n=5 66.54+0.1
FACTOR VI PC/PS Protac Thrombin B
ACLTOP CTS ILJAPN mOD/min
HemosIL ThromboPath (n=5) 742.2+23.0
n=5 402.2+60.6
ThromboPath n=5 649.8+138.3
10pL Protac Thrombin A
40pL mOD/min
Protac (PC ) (A 45 L (n=5) 90.5+18.2
Protac B n=5 137.4429.5
120 n=5 213.3+74.6
Tissue factor + 50pL c.f. (Toulon P et al Thromb Res
90 124:137-143,2009)
PC/PS PICI%
Thrombin 50paL A (n=126) 86.7(66.0 97.7)
45 OD405nm B n=40 90.5(73.4 98.4)
The Protac-Induced Coagulation Inhibition C n=106 919(58.1 8.3)
percentage (PICU%) B-A/BX100
Protac Protac
Protac PICI%
Protac Agkistrodon contortix
contortix 37,000 Protac
PC PC PC
PC Protac Protac PC
APC FV Acarboxy form  PC
APC FV FVII Martinoli JL et al. Thromb Res

43(3)-253-264,1986

VKDF

PICI%
PICI%



A4 742.2423.0 mOD/min
523.0471.2 mOD/min
664.7489.5 mOD/min
(n=5) 103.7=%11.1(93.5 150) Protac 90.5
(n=5) =+18.2 mOD/min 333.6
19.14+11.3(9.6 38.1) #+44.8 mOD/min 185.4426.9
(n=5) 74.6436.1(19.8 150) mOD/min
Protac
PC FV  FVII
TromboPath 10pL
Dead Space 300pL
AT PC
(n=3)
AT 51.7%+14.0
PC 41.749.7
(n=6)
AT (n=b) 85.8+16.9
PC 79,7%+26.6
ThromboPath  PICI% (n=5)

PICI% AT 94.1+8.5
(n=3) 36.1+3.5 PC 112.6+10.0
n=6 75.5+10.9 (n=5)

1 n=8 75.24+4.5 AT 90.5+16.8
2 ns5 82.04+5.9 PC 52.8+9.8
3 n=6 84.3+1.3 (n=5)
Protac Thrombin B AT 86.9+12.2
mOD/min PC 77.4428.4
(n=3) 523.0%71.2 AT 1
n=6 664.74+89.5
1 n=8 824.0+x73.8 PC
2 n=5 772.1458.6 Protac
3 n=6 766.0434.5 (mOD/min)—Protac
Protac Thrombin A (mOD/min)
mOD/min Protac
(n=3) 333.6+44.8 (mOD/min)—Protac
n=6 185.4426.9 (mOD/min)/PC
1 n=8 204.8+44.9 (n=3)
2 n=5 136.7436.9 Protac - -Protac(+) mOD/min
3 n=6 120.3+13.6 189.44+34.6
PC PICI% r=0.73 PT-INR Protac - -Protac(+)/PC  mOD/min/%
PICI% -0.65) 4.6+0.4
(n=6)
Protac - -Protac(+) mOD/min

Protac Thromb 479.3+88.4

Protac - -Protac(+)/PC  mOD/min/%
Protac Thrombin 6.3%+1.1



Protac - -Protac(+) mOD/min
651.7416.3
Protac - -Protac(+)/PC  mOD/min/%
6.4+1.5
Protac - -Protac(+) mOD/min
264.8+81.5
Protac - -Protac(+)/PC mOD/min/%
5.7%2.0
Protac - -Protac(+) mOD/min
436.4+132.5
Protac - -Protac(+)/PC mOD/min/%
5.8+xT
ThromboPath PC
AT ( n=3 n=5)
8 +
w1 *
3%;::6 == oy *
E\o R == +
i, N
£
o
1
0
0 20 40 60 80 100 120 140
AT (%)
0.57
Protac
(mOD/min)—Protac
(mOD/min)  Protac PC/PS
Protac (mOD/min)
—Protac
(mOD/min)/PC%  PC
PC/PS
PC
PC/PS
AT

FV  FVII
AT
(o
C
PS FVv
FVill PC/PS
FFP
PC/PS
ThromboPath
ThromboPath PC
PC
Protac
PC
PC/PS
Protac
Protac
PC/PS
PC/PS
PC PS
PC/PS

PC PS



ThromboPath

ThromboPath
VKDF
K
PT
Cut-Off
PC/PS
Protac
10pL
Dead space
Dead
Space
in vitro
FFP
FFP
E
ThromboPath
PC/PS
FFP
1.
2.
)y 22
25 6 29-30

K PIVKA-

2) 23

25 6 7-8

3) 35

25 5 30 —6

Determiner CL PIVCAL-

DIC



40747

124

0 19
28 (

10
(p
0.05) 8
C 3 S 3
HUS1 1
HUS/TTP 45
14
FV Leiden 14 11 7
7
77 20
14 13
19 35
14 13
11
(p 0.05)

2002 3 2012 7 p 0.05

( 61 63 )

102
( 3 ) 1
9 )



Yearly change in patients diagnosed with
thromboembolism ( )

30
25
20
15
10

5

0

02 03 04 05 06 07 08 09 10 1112

1) Takeda K, Kawai T, Nakazawa Y, Komuro
H, Shoji K, Morita K, Katsuta T,
Yamamoto M, Miyairi I, Ohya VY,
Ishiguro A, Onodera M: Augmentation of
antitubercular therapy with
interferon-y in a patient with
dominant partial interferon-y
receptor 1 deficiency. Clin Immunol,
(inprint)

2)

3) -

4) Nomura O, Hashimoto N, Ishiguro A,
Miyasaka M, Nosaka S, Oana S, Sakai H,
Takayama JI: Comparison of patients
with Kawasaki disease with
retropharyngeal edema and patients

with retropharyngeal abscess. Eur J
Pediatr, Epub ahead of print DOI
10.1007/s00431-013-2179-0.

5)

2013
24 (6): 619-639, 2013.

6) Ohga S, Ishiguro A, Takahashi Y, Shima
M, Taki M, Kaneko M, Fukushima K, Kang
D, Hara T, Japan Childhood
Thrombophilia Study Group: Protein C
deficiency as the major cause of
thrombophilias in childhood. Pediatr
Intern, 55(3): 267-271, 2013.

7)

L-

, 54(3):
316-318, 2013.
8)

IX
B
54(3): 300-304, 2013.
9)
( ) p62-64,
2013
10)

() p269-272,
2013
11)
() p277-281,
2013



H24 - - - 050

25 6 4
25
25 6 8 12 45 13 50
5
630-8122 8-1 TEL 0742-35-8831
JR
http://ww.nikkonara. jp/
DIC
12:30 1F
812-8582 3-1-1

TEL: 092-642-5421 FAX: 092-642-5435
E-mail:ari-miho @pediatr.med.kyushu-u.ac.jp



H24 050
25
25 6 8 12:45 13:50
F T630-8122 8-1
50 ,
* * *
1
25
C
C
PC/PS
C
PC/PS PROC
DIC
DIC

DIC
DIC

2013 6 10



2013 555-6
Glanzmann
2013 420-3
2013 | 424-428
3. Today 2013 5-6
ITP/
2013 62-64
2013 | 269-272
2013 | 277-281
K 2013
Hageman trait —
X1l 2013




Ohga S, Ishiguro A, Takahashi
Y, Shima M, Taki M, Kaneko

M, Fukushima K, Kang D, Hara

Protein C deficiency as the major cause of

Pediatr Int 55(3) | 267-71 2013
T, on behalf of the Japan thrombophilias in childhood.
Childhood Thrombophilia Study
Group
Ohga S, Kang D, Kinjo T,
Ochiai M, Doi T, Ishimura M,
Kayamori Y, Urata M, Pediatric presentation and treatment of
Haemophilia 19(3) | 378-84 | 2013
Yamamoto J, Suenobu S, congenital protein C deficiency in Japan.
Kanegane H, Ikenoue T,
Shirahata A, Hara T
Doi T, Ohga S, Ito N, Ishimura
Limited renal prophylaxis in regular
M, Suga N, Nomura A, Takada Pediatr Blood
plasmatherapy for heritable ADAMTS13 60(9) | 1557-8 | 2013
H, Matsumoto M, Fujimura Y, Cancer
deficiency.
Hara T
Thrombocytosis in asplenia syndr om e with
Yamamura K, Joo K, Ohga S,
congenital heart disease: a previously 167 2259-6
Nagata H, Ikeda K, Muneuchi Int J Cardiol 2013
unrecognized risk factor f or (5) 3
J, Watanabe M, Hara T
thromboembolism.
Hoshina T, Nakashima Y, Sato
D, Nanishi E, Nishio H, Nakgata Staphylococcal endocarditis  as the first
J Infect
H, Yamamura K, Doi manifestation of herita ble protein C deficiency inpress | 2013
Chemother
T,Shiokawa Y, Kang D, Ohga S, in childhood.
Hara T
Narazakil R, Makimura M,
Sanefuji M, Fukamachi S,
Bilateral stenosis of carotid siphon in
Akiyoshi H, So H, Yamamu ra Brain Dev 35(7) 690-3 2013
Hutchinson-Gilford progeria syndrome.
K, Doizaki S, Kojima S, Thara
K, Hara T, Ohga S
Matsunaga Y, Ohga S, Kinjo T,
Neonatal asphyxia and renal failure as the
Ochiai M, Fukumoto Y, Ito N, J Perinatol 33(3) 239-41 2013

Doi T, Kang D, Hara T

presentation of severe protein C deficiency.




Ochiai M, Kinjo T, Takahata Y,

Iwayama M, Kenji I, Ohga S,

Clinical outcome of extremely low birth

weight infants born at GW22-26: a report from Neonatology 105(2) | 79-84 2014
Kotaro F, Wake N, Taguchi T,
a single institution in Japan.
Hara T
Nomura O, Hashimoto N,
Comparison of patients with Kawasaki disease
Ishiguro A, Miyasaka M,
with retropharyngeal edema and patients with Eur J Pediatr in press
Nosaka S, Oana S, Sakai H,
retropharyngeal abscess.
Takayama JI
Takeda K, Kawai T, Nakazawa
Y, Komuro H, Shoji K, Morita Augmentation of antitubercular therapy with
K, Katsuta T, Yamamoto M, interferon-y in a patient with dominant partial Clin Immunol in press
Miyairi I, Ohya Y, Ishiguro A, interferon-y receptor 1 deficiency.
Onodera M
Mamemoto K, Kubota M, Nahai | Factors ssociated with exclusive breastfeeding Asia Pacfic
A, Takahashi Y, Kamamoto T, in low birth weight infants at NICU discharge Journal of inpress | 2013
Minowa H, Yasuhara H and the start of complementaly feeding. Clinical Nutrition
Simultaneous measurement of thrombin and
Matsumoto T, Nogami K,
plasmin generation to assess the interplay Thromb Haemost | 110(4) 761-8 2013
Shima M
between coagulation and fibrinolysis.
Shima M Hemophilia world. Rinsho Ketsueki. 54(8) | 736-43 2013
Towards standardization of clot waveform
Shima M, Thachil J, Nair SC, J Thromb 1417-2
analysis and recommendations for its clinical 11(7) 2013
Srivastava A Haemost 0
applications.
Coagulation potential of immobilised factor
Doi M, Sugimoto M, Matsui H,
VIII in flow-dependent fibrin generation on Thromb Haemost | 110(2) | 316-22 2013
Matsunari Y, Shima M
platelet surfaces.
Sugita C, Yamashita A,
Matsuura Y, Iwakiri T, Elevated plasma factor VIII enhances venous
Okuyama N, Matsuda S, thrombus formation in rabbits:contribution of
Thromb Haemost | 110(1) 62-75 2013
Matsumoto T, Inoue O, Harada factor XI, von Willebrand factor and tissue
A, Kitazawa T, Hattori K, Shima factor.
M, Asada Y
Activated prothrombin complex concentrate
Yada K, Nogami K, Ogiwara K, | (APCC)-mediated activation of factor (F)VIII J Thromb
11(5) | 902-10 2013
Shima M in mixtures of FVIII and APCC enhances Haemost

hemostatic effectiveness.




1538-4

117(10) 2013
C 4
23(1) 25-2 2013
protein C protein S antithrombin
619-63
24 2013
9
2013
L-
316-31
54 2013
8
IX 300-30
54 2013
B 4
40(1) 1-6 2013




