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a9012311
タイプライターテキスト


19 11 14

12,800 12800

18 8 29

12,800U

1-498 cDNA

498

C2230H3357N6330718550 52,124.58

64,000

Glycoprotein (molecular weight
(C230H3357N6330718S50 molecular weight 52,124.58) produced in Chinese hamster ovary

cells by expression of cDNA encoding amino acid residues at position 1-498 of human

ca.64,000) consists of 498 amino acid residues

thrombomodulin

Thrombomodulin Alfa (Genetical Recombination)



AIa—Pro—AIa—GIu—Pro—GIn—Pro—GIy—GIy—Ser—GIn—iys—Val—GIu—His—Asp—iys—Phe—Ala—Leu—

Tyr—Pro—GIy—Pro—AIa—Thr—Phe—Leu—Asn—AIa—Ser—GIn—IIe—ﬁys—Asp—GIy—Leu—Arg—GIy—His—

Leu-Met-Thr-Val-Arg-Ser-Ser-Val-Ala-Ala-Asp-Val -11e-Ser-Leu-Leu-Leu-Asn-Gly-Asp-

GIy—GIy—VaI—GIy—Arg—Arg—Arg—Leu—Trp—lIe—GIy—Leu—GIn—Leu—Pro—Pro—GIy—ﬁys—GIy—Asp—

Pro-Lys-Arg-Leu-Gly-Pro-Leu-Arg-Gly-Phe-GIn-Trp-Val-Thr-Gly-Asp-Asn-Asn-Thr-Ser-

Tyr—Ser—Arg—Trp—AIa—Arg—Leu—Asp—Leu—Asn—GIy—AIa—Pro—Leu—Jys—GIy—Pro—Leu—ﬁys—Val—

Ala-Val-Ser-Ala-Ala-Glu-Ala-Thr-Val-Pro-Ser-Glu-Pro-1le-Trp-Glu-Glu-GIn-GIn-Cys-

GIu—VaI—Lys—AIa—Asp—GIy—Phe—Leu—Jys—GIu—Phe—His—Phe—Pro—AIa—Thr—ﬁys—Arg—Pro—Leu—

Ala-Val-Glu-Pro-Gly-Ala-Ala-Ala-Ala-Ala-Val-Ser-1le-Thr-Tyr-Gly-Thr-Pro-Phe-Ala-

Ala-Arg-Gly-Ala-Asp-Phe-GIn-Ala-Leu-Pro-Val-Gly-Ser-Ser-Ala-Ala-Val-Ala-Pro-Leu-

Gly-Leu-GIn-Leu-Met-Cys-Thr-Ala-Pro-Pro-Gly-Ala-Val-GIn-Gly-His-Trp-Ala-Arg-Glu-

AIa—Pro—GIy—AIa—Trp—Asp—Jys—Ser—Val—GIu—Asn—GIy—GIy—ﬁys—GIu—His—AIa—Jys—Asn—Ala—

IIe-Pro-GIy-AIa-Pro-Arg-Jys-GIn-ﬁys-Pro-Ala-GIy-AIa-AIa-Leu-GIn-AIa-Asp-GIy-Arg-

Ser-Jys-Thr-Ala-Ser-AIa-Thr-GIn-Ser-Jys-Asn-Asp-Leu-ﬁys-GIu-His-Phe-Jys-Val-Pro-

Asn—Pro—Asp—GIn—Pro—GIy—Ser—Tyr—Ser—Jys—Met—ﬁys—GIu—Thr—GIy—Tyr—Arg—Leu—AIa—AIa—

Asp-GIn-His-Arg- ys—GIu—Asp—VaI—Asp—Asp—ﬁys—lIe—Leu—GIu—Pro—Ser—Pro—iys—Pro—GIn—

+
Arg—Jys—Val—Asn—Thr—GIn—GIy—GIy—Phe—GIu—Jys—His—ﬁys—Tyr—Pro—Asn—Tyr—Asp—Leu—Val—

Asp—GIy—GIu—Jys—Val—GIu—Pro—VaI—Asp—Pro—dys—Phe—Arg—AIa—Asn—ﬁys—GIu—Tyr—GIn—dys—

GIn—Pro—Leu—Asn—GIn—Thr—Ser—Tyr—Leu—Jys—Val—ﬁys—AIa—GIu—GIy—Phe—AIa—Pro—lIe—Pro—

His-GIu-Pro-His-Arg-Jys-GIn-Met-Phe-ﬁys-Asn-GIn-Thr-AIa-ﬁyS-Pro-Ala-Asp-iys-Asp-

Pro—Asn—Thr—GIn—AIa—Ser—Jys—GIu—ﬁys—Pro—GIu—GIy—Tyr—lIe—Leu—Asp—Asp—GIy—Phe—lIe—

Jys—Thr—Asp—lIe—Asp—GIu—Jys—GIu—Asn—GIy—GIy—Phe—ﬁys—Ser—GIy—Val—Jys—His—Asn—Leu—

Pro—GIy—Thr—Phe—GIu—Jys—lIe—ﬁys—GIy—Pro—Asp—Ser—AIa—Leu—VaI—Arg—His—IIe—GIy—Thr—

Asp—Jys—Asp—Ser—GIy—Lys—VaI—Asp—GIy—GIy—Asp—Ser—GIy—Ser—GIy—GIu—Pro—Pro—Pro—Ser—

Pro-Thr-Pro-Gly-Ser-Thr-Leu-Thr-Pro-Pro-Ala-Val-Gly-Leu-Val-His-Ser-Gly 498
B-Hydroxyl
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DIC

DIC
DIC

12,800

Disseminated Intravascular Coagulation
DIC
DIC
DIC
DIC

1

1
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12800

380U/kg
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19 10 25

12,800 12800
18 8 29
1
12,800U
DIC DIC
1 1 380U/kg
30
Disseminated Intravascular Coagulation DIC
DIC
DIC
2007 9
2002 Biologicals; 30, 69-76. 2002
12,800



hT™M

rhTMa
1-498 cDNA
CHO [ 498
C1230H3357N6330718S50 52,124.58 64,000
5 Asn®?® Asn” Asn® Asn®** Asn®”! N 7 Ser®™’
Ser*  Ser®™  Ser*®  Ser*™®™ Thr**® Thr*® @) 46
23
1
1
rhTMa cDNA cDNA
™2
T™MD123 TMD123 c¢cDNA SV40
pSV2TMD123 pSV2TMD123 pSV2dhfr
DHFR DHFR
- uTX
MTX rhTMao
I I s
MCB MCB
WCB
2
MCB WCB in vitro CAL
B | 2-1
2-1
MCB WCB CAL
MTX MTX NT MTX
NT
NT
TMa H NT ||
thTMa. ! thTMa l./10°celis/day | [Jue/10°celis/day | [re/10cells/day
DNA s NT _ I
DNA
kb NT kb

CHO




MCB WCB CAL
(B NT (B
mRNA RT-PCR DNA
- ¢ NT
NT
cDNA
rhTMa
2-2
MCB WCB CAL
NT
S L NT
NT
In vitro
Vero MRC-5 CHO-K1 NT
In vivo
NT
NT NT
NT NT
NT NT
NT NT
MCB CAL
WCB WCB MCB
B 1
MCB
MCB WCB MCB MCB
WCB
Hl H wes i
in vitro
in vivo
! BT Bovine viral diarrhea virus Bovine adenovirus type 3 Bovine parvovirus Infectious bovine

2

rhinotracheitis

virus

PT 1

Bovine parainfluenza virus type 3

Porcine parvovirus



3
WCB | 23

-cells/mL I
2-3

-i.L/ -cells/mL
|
| H IR

in vitro MRC5 Vero CHO-K1

.U/mL
-EU/mL

— I T
] I EE

T i

rhTMa

2 2 thTMa
3 3
.mg/mL 3 3
.nm 0.22um
20+£5
AEXC
AFC CEXC
SEC



APC

IgG ELISA IgG
ELISA
ELISA

DNA —

IgG

AEXC

. AFC . CEXC . SEC .

AFC rhTMa
2-5

2-5

S L
XC

In vitro
MRC-5 Vero NIH-3T3

In vivo

MAP 3
4

Bovine testicle Bovine turbinate Vero

3 12 2 22 329 3 Rodent Parvovirus Mouse parvovirus  Prospect Hill virus
* Bovine respiratory syncytial viruss BRSV ~ Bovine viral diarrhea virus BVDV ~ Rabies virus Bluetongue virus typel7 Reo3 Bovine
parvovirus  BPV  Bovine adenovirus BAV



rhTMa .

- in vivo passage

A
rhTMa
SDS-PAGE SDS-PAGE o HN
I |
- AFC AFC
5
MCB WCB /
MCB WCB /
MCB WCB CAL
CHO
2.1 2
in vitro
MRC5 Vero CHO-KI
ICH Q5A 12 2 22
329
CHO
XMuLV  Xenotropic murine leukemia virus
PRV Pseudorabies virus 3 Reo 3
MVM Minute virus of mice 3
2-6
2-6
PRV XMulLV Reo 3 MVM
/ DNA/ env RNA/ env RNA/ env DNA/ env
AEXC
AFC
CEXC  pH
.nm
11.92 17.16 11.89 8.38

10



rhTMa

2-5 in vivo passage

rhTMo.
in vitro MRC-5 Vero NIH-3T3
MAP

CEXC
A rhTMa

CEXC F E F
11
- ] .mmol/L .mmol/L
G G

H B B R

11



1
N C
MALDI-TOF/MS
I
[ ] MALDI-TOF/MS
SDS-PAGE MALDI-TOF/MS
SDS-PAGE
RP-HPLC SEC AEXC
C
cDNA
SDS-PAGE 1 SDS-PAGE
B MvALDLTOFMS 64,000 N
Ala Ala --
LC/MS Ala R B
+ C 2 Gly*®
Gly 1 ]

- LC/MS -

46 Cys 23
CySIZ_Cysl7 Cy534_cysl49 Cys78_cy5115 Cysll9_cysl40 Cy5157—Cys206 Cy5227—CyS238
Cy5234-cy5247 Cy5249—Cy5262 Cys270_cys278 Cy5274—Cy5290 CySZ9z—Cy5305 Cys311_cys322

Cys318_cys33l Cys333_cy8344 CySSSI_Cys36O Cys356_cys370 Cy5372_cy5386 Cy5390_cys395
Cys399_cys407 Cys409_cys421 Cys427_cys437 Cys433_cys446 Cys448_cys462

_ 280nm

SDS-PAGE
o N
I pl . rhTMa

rhTMa

12



rhTMa 1 U

C S-2366 L-Pyroglutamyl-L-prolyl-L-arginine-p-nitroaniline hydrochloride
p- rhTMa 1 U 1
0.1pumol p- Biologicals 2002; 30,
69-76  rhTMa Img B
rhTMa C
C
rhTMa Kyq 4.0nmol/L rthTMa
C Km 5.1umol/L Keat 48min
1
N 5 0) . 7. .
N
2 0] 1
-1
O000A* SEC |
AEXC rhTMa oooB*
DooB* AEXC
thTMa [
I H B
I i
SDS-PAGE rthTMa I SEC
AEXC I DN N
rhTMa B
OO0O0A*  SEC thTMa ]
Native-PAGE nooA I
|
aoodaA* googaA*
-2
oooA* ooos* 2.
2 1 -1
SEC AEXC
2. 3
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DNA B |
L IgG
2
SDS-PAGE
IEF  pH
SEC AEXC DNA IgG
3
583 6 2542 3 2042 2,5001x
120 Ix hr
36
543 6
2582 3 ]
] SEC AEXC  SDS-PAGE

2045 36

mmol/L p mmol/L
lmov. HE loror I
rhTMo thT™Mo [

L- 6,400U I B

14



2-7

I I
I G I
.mmol/L ] C
I
2-7
A B C D
0.Img 640U |Ilmg 6,400U |Img 6,400U |2mg 12,800U 12,800U
rhTMa 0.1 mg 1 mg 1 mg 2 mg 12,800 U
| — Mo | — — —
L- — 20 mg 20 mg 40 mg 40 mg
D D G G G H
2
L-
rHill H B
0.22um PVDF
-1
rthTMa
100
3
SEC
4
oo s oo [ I

2542 60 RH=*=5 RH 36

15



40+2 75 RH=*=5 RH 6 60+2 3 20+2 2,5001x

120 Ix hr
SDS-PAGE
36
SEC SDS-PAGE
36
36
1,000x 24
24
2
SDS-PAGE IEF
SEC AEXC

20

v
-
L |
|

B I [

Lot No. TS6 40 60 70 80
97 100 Biologocals;

30:69-76, 2002 - -

l
Img/mL ImL/ -

RP-HPLC N

MALDI-TOF/MS

16



SEC AEXC

LorNo. [
Lot No. -

1 AFC rhTMa
rhTMa
ImL 4.1x10°
1.6x10° A C
XuMLV rhTMao.
AFC 2-8
2-8 rhTMa
XMuLV
/ RNA/ env
A
AFC
CEXC pH
.1’11’1’1
12.99
2
AEXC AFC
AEXC PRV Reo3 MVM XMuLV
. AFC Reo3 MVM . XMuLV .

17



el 1
|

Ooo0ooaA*
coce S NN thTMa
rhTMa .
000B*
vl
ooos  rhTMa ooos
rhTMa
00oB*
Oo0oaA*
2.
2 1
000B*
I 000A*
AEXC ooosr SEC OooA*  thTMa
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36

1 C
C 4.2.1.1-10
1 100nmol/L 2nmol/L C 10umol/L
K4 4.0nmol/L
0.5umol/L C C
n=3
C 4.2.1.1-14
310pg/mL C
C
n=2
FVa 4.2.1.1-9
0.01 0.3pg/mL tissue factor TF
FVa
50% ICs 0.052pg/mL
FVa 4.2.1.1-14
FVa 0.1pg/mL FVa
50% 2.6ug/mL FVa
4.2.1.1-3 4.2.1.1-9 -10
TF
CaCl,
0.002  1pg/mL
ICsp 0.023pg/mL C 54 10
27% S 0 10 20 100%
AT 8 61 99%
C
S C 27%

19



S 20%
S 10% Ipg/mL
AT
TF
4.2.1.1-1
TF CaCl,
0.005 3pg/mL 0.01 10pg/mL
0.1 60ug/mL
ICsp 0.090 0.36 8.0pg/mL ICsp 0.072
0.12 0.14U/mL 20%
80% ICg0/ICy0 110 7.0
n=3
TF 4.2.1.1-9 -15
TF CaCl, 5
C APC AT
AT
AT AT
0.01 0.3ug/mL.  APC
TF 5
ICsp 0.034pg/mL  0.030pug/mL  0.15pg/mL
0.58pug/mL  0.037U/mL 0.0651U/mL APC
ICg/ICy0 24 20 43 2.6
APC
C
TCT 4.2.1.1-2
2
2
TCT 2 9.8 12 5.4pg/mL
0.17 0.15 0.21U/mL
TCT 4.2.1.1-9

20



APC

TCT 2 8.2ug/mL  6.7ug/mL 0.4pg/mL  0.15pg/mL 0.25U/mL
0.74 TU/mL
4.2.1.1-10
ICs + 24+4.5nmol/L  1.5+£0.3pug/mL
ICs 4.0£0.7
nmol/L  97£20 nmol/L  0.08+0.02U/mL 0.1540.031U/mL n=3
5’- 500ug/mL
DIC
TF DIC 1 TF 4.2.1.14
Sprague-Dawley 8 9 TF150mg/kg
1 DIC DIC
TAT
APTT PT
FDP 640 6,400U/kg 0.1
Img/kg TF 30 300IU/kg
3 30mg/kg 0.3 3mg/kg TF
1
Control TF
Normal DIC 1,900U/kg
0.3mg/kg PT
6,400U/kg 1mg/kg TAT FDP D- APTT
30IU/kg/hr 100IU/kg/hr
TAT PT 100IU/kg/hr ~ D- 300IU/kg/hr  APTT
0.3mg/kg/hr FDP D- n=5 6
TF DIC 4 TF 4.2.1.1-12
Sprague-Dawley 180 270g
TF100mg/kg 4 DIC DIC
1,900U/kg 0.3mg/kg
300U/kg n=7 8 1,900U/kg 0.3mg/kg

21



300U/kg

0.25 4 30
60pg/mL 0.3 0.7U/mL
TF DIC 1 TF AT
4.2.1.1-13
Sprague-Dawley 180 240g
TF150mg/kg 1 DIC DIC
AT 640 6,400U/kg 0.1 1mg/kg
30 100U/kg TF
6,400U/kg 1mg/kg 100U/kg DIC
n=4 12
Sprague-Dawley 180 240g AT 20mg/kg
1 6,400U/kg 1mg/kg
100U/kg TF 90mg/kg 1
AT AT 92
57% 6,400U/kg 1mg/kg TF
100U/kg
n=5 6
LPS DIC 4 LPS 4.2.1.1-11
Wistar 6 7 LPS
055:B5 S50mg/kg 4 DIC DIC
APTT PT FDP
GFD 1,900 19,000U/kg 0.3
3.0mg/kg 100 400U/kg LPS 4
DIC
FDP 6,400U/kg
Img/kg 1,900U/kg 0.3mg/kg 1,900U/kg 0.3mg/kg
200U/kg GFD 6,400U/kg 400U/kg
n=6 17
TF DIC 0.5 TF 4.2.1.1-7 -8
3 o6kg TF50mg/kg 0.5
DIC DIC
TAT FDP C APTT PT
6.4 6,400U/kg 0.001 1.0mg/kg 5 40U/kg TF
025 0.5 0.75 1
TAT FDP C APTT PT
APTT TAT
APTT
640U/kg 0.1mg/kg 20U/kg TAT 64U/kg
0.01mg/kg
20% 70% ED7o/ED»q 23 3.5

22



23

n=3 7
0.27pg/mL
DIC
TF DIC 0.5 TF 4.2.1.1-5
Sprague-Dawley 8 9 TF50mg/kg
0.5 DIC TF
190 1,900U/kg 0.03 0.3mg/kg 30
300U/kg/hr 1.5 640U/kg 0.1mg/kg TF
1 30 300U/kg/hr
300U/kg/hr n=10
DIC
LPS DIC 24 LPS 4.2.1.1-6
Sprague-Dawley 7 LPS 055:B5 30mg/kg
24 DIC LPS
19,000U/kg 3mg/kg LPS 1,900U/kg/hr
0.3mg/kg/hr
56% 14/25 92% 23/25
GPT
GOT
C APC FVa
F a
TAFI
TAFI 4.2.1.2-2
Sprague-Dawley
Sénmol/L  2.9ug/mL CaCl,
TAFI
TF DIC 0.5 TF TAFI
4.2.1.2-1
Sprague-Dawley 7 TF1.9U/kg 0.5
DIC 6,400U/kg 1mg/kg
TF TAFI
TAT n=6



4.2.1.1-9 -14
APTT PT Xa 2
18 130 l6pg/mL C
APTT
4.2.1.1-14
APTT 2
100pg/mL 1,000pg/mL 2
3
4.2.1.2-3
Sprague-Dawley 320 420g 13,000
51,000U/kg 2 8mg/kg 100 400U/kg
15 26,000U/kg 4mg/kg 200U/kg
n=7 17
4 DIC
CLP - TNF-a
-6 1IL-6 4.2.1.2-4
C57BL/6 8 10 20%
CLP 19,000U/kg 3mg/kg CLP
1 1 7 CLP 6 12
TNF-a IL-6 CLP 7 44%
TNF-a IL-6 n=4 83% n=18
LPS DIC 3 LPS -18
IL-1B 4.2.1.2-5
Sprague-Dawley 7 LPS 055:B5
3.75mg/kg 3 DIC
19,000U/kg 3mg/kg LPS LPS
1,900U/kg/hr  0.3mg/kg/hr LPS
IL-1B  770pg/mL
482pg/mL
1
4.2.1.34
ddy 56 19,000U/kg 3mg/kg
1 Irwin 5 10
15 30 60 open-field 5

24



thiopental sodium 35mg/kg
5 pentetrazol 65 125mg/kg
5 10 15 30 60
5 10 15 30 60

4.2.1.34 4.2.1.3-2
Wistar 6 7 19,000U/kg 3mg/kg
1 Irwin
Sprague-Dawley 8 1,900U/kg 0.3mg/kg
19,000U/kg 3mg/kg 190,000U/kg 30mg/kg 0.25

025 1 2 4 24

hERG 4.2.1.3-1
hERG 2
20 200pg/mL

4.2.1.3-3
4.2.1.3-4
2 3kg 19,000U/kg
3mg/kg 5 10 15 30 60
3.0 4.2kg 19,000U/kg 3mg/kg
05 1 2 3 6 24
4.2.1.3-3
3.0 4.2kg 64,000U/kg 10mg/kg
0.5 3 pH
4.2.1.3-4
Hartley 250g 10 100pg/mL
5 1.0x10"mol/L
1.0x10°mol/L 2.5%10mol/L 1.0x10"mol/L
24 ddy 5
6 19,000U/kg 3mg/kg 5 20
4.2.1.3-4

25



Wistar 6 7 19,000U/kg 3mg/kg
5
4
1 APTT 4.2.14-1 -4
APTT 1 3ug/mL 0.168U/mL
0.11TU/mL 0.11 22pg/mL
0.13 0.29ug/mL
30
C Thromb Haemost; 70:
418-22. 1993 J Biol Chem; 270: 4053-7. 1995
APC
15 Chest; 124(3 Suppl): 26S-32S. 2003
380U/kg
0.06mg/kg 1 1 6 30
ICsp  90ng/mL 0.1 241
TF DIC 270ng/mL 0.2
196.5
20
DIC 1 1
30
30
ICs 90ng/mL 6 0.1 DIC
30
C
DIC DIC
DIC
DIC

26



ELISA enzyme-linked immunosorbent assay

125]_
1 4222-1 5 6
320U/kg 50ug/kg
a B T11q Tinp 0.35
7.1hr 64 320 1,600U/kg 10 50 250pg/kg
2 31
38 41mL/kg CL 50 4.8 5.7mL/hr/kg
AUC
Co 64 320 1,600U/kg 10
50 250ug/kg 31 36 34mL/kg CL 63 52
5.2mL/hr/kg AUC Co
320U/kg 50pg/kg 2
Crnax
AUC Cirnax 320U/kg 50ug/kg
AUC Co Tinp CL
1251 320U/kg  50pg/kg 1 1 7
24 3
1.4 320 U/kg 50pg/kg 1 1
7 4 7
13,000 38,000 120,000U/kg 2 6 18mg/kg 1 1
28 1,300 3,800 13,000U/kg 0.2
0.6 2mg/kg 1 1 6 Csmin
AUC 241
2 4.2.2.2-2
11 320U/kg  50pg/kg 24
94 65
21
8
72 6
24 72 12

27



125 125 125
I- I I-

121 320U/kg  50pg/kg 11 7
7 24
24 13 3.3 7 168
16 6
53 15.5
12 18 1251 320U/kg  50ug/kg
121 320U/kg  50pg/kg
8 13
8 70
3 4.2.2.2-2
1257 320U/kg  50pg/kg 1 1 7
5 24
95 1231 5
8 20
4 42222 5
121 320U/kg  50pg/kg 120
93 2
120 40
48 54
1 7
168 95 3
64 320 1,600Ukg 10 50 250ug/kg
120 483 545 43.1
2 11 7
7 120 58.8

28



4.2.2.7-1

320U/kg
9.2hr

125
I

1,200,000U/kg

5/6
50pg/kg T]/za 0.20 0.18hr T]/QB 7.4
T1/2a T1/2[3 0.1 5.0hr
2-
1
2-
Vd,
Vd,
Vd, Vd,
4.2.3.1-1 -2 4.2.3.7.6-1
130,000 380,000 1,200,000U/kg 20 60 180mg/kg
5
180mg/kg 1
5
1,200,000U/kg 180mg/kg
2 1,200,000U/kg
2
1,200,000U/kg  180mg/kg
4.2.3.2-1 -5
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1 13,000 38,000 120,000U/kg 2 6

18mg/kg 1 1 13,000U/kg 10 15
13,000U/kg 1
120,000U/kg 18mg/kg 2
1
GOT GPT
1 38,000U/kg/ 6mg/kg/
2 3 380 1,300 3,800U/kg 0.06
0.2 0.6mg/kg 1 1 3,800U/kg 0.6mg/kg
2

3,800U/kg/ 0.6mg/kg/

1 1,300 3,800 13,000 38,000U/kg 0.2 0.6
2 6mg/kg I 1 1,300U/kg 3
5 1,300U/kg 1
13,000U/kg 2mg/kg 1 38,000U/kg 6mg/kg 2
38,000U/kg 6mg/kg 2 13,000U/kg
2mg/kg 1 13,000U/kg 2mg/kg
1 38,000U/kg 6mg/kg 1

3,800U/kg 0.6mg/kg
13,000U/kg 2mg/kg

3,800U/kg 0.6mg/kg 2 1
13,000U/kg 2mg/kg 2 3 38,000U/kg 6mg/kg 3
3,800U/kg 0.6mg/kg
GOT GPT
38,000U/kg 6mg/kg 2

13,000U/kg 2mg/kg
3,800U/kg 0.6 mg/kg
13,000U/kg 2mg/kg
1
1,300U/kg/
0.2mg/kg/
6 4 1,300 3,800 13,000U/kg 0.2 0.6
2mg/kg I 1
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0.6mg/kg 1 13,000U/kg 2mg/kg 2
2mg/kg 1 2
1 13,000U/kg 2mg/kg
1
0.6mg/kg 1 13,000U/kg 2mg/kg 2
Fe
1 13,000U/kg 2mg/kg 2

3,800U/kg 0.6mg/kg

3,800U/kg

13,000U/kg

1

3,800U/kg

3,800U/kg 0.6mg/kg

3,800U/kg
0.6mg/kg 13,000U/kg 2mg/kg
13,000U/kg 2mg/kg 1 1,300 0.2
3,800U/kg 0.6mg/kg
27 13,000U/kg
2mg/kg 1
Csmin AUCo.24nr
1,300U/kg/ 0.2mg/kg/
4.2.3.3.1-1
Don D-6 in vitro
1 4.2.3.5.1-1
1 120,000U/kg 18mg/kg
3. 2
120,000U/kg 18mg/kg 13,000 38,000 120,000U/kg 2 6
18mg/kg 63 14
7 1 1 25 20 38,000U/kg
6mg/kg 1 1 120,000U/kg
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18mg/kg 3 26

38,000U/kg  6mg/kg

38,000U/kg 6mg/kg 7
120,000U/kg 18mg/kg

13,000U/kg/ 2mg/kg/
38,000U/kg/ 6mg/kg/
13,000U/kg/ 2mg/kg/
13,000U/kg 2mg/kg

423.5.2-1 -3
13,000 38,000 120,000U/kg 2 6 18mg/kg 7 17 1 1
23 25 20
38,000U/kg 6mg/kg 2 120,000U/kg 18mg/kg 22
38,000U/kg
6mg/kg 1 120,000U/kg 18mg/kg 15 15 17
120,000U/kg 18mg/kg 38,000U/kg 6 mg/kg
13,000 38,000U/kg 2 6mg/kg

120,000U/kg 18mg/kg 120,000U/kg  18mg/kg

120,000U/kg  18mg/kg

13,000U/kg 2mg/kg
3,800 13,000U/kg 0.6 2mg/kg
7 17 1 1 25 20
13,000U/kg 2mg/kg

38,000U/kg  6mg/kg 3,800 13,000
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38,000U/kg 0.6 2 6mg/kg 7 17 11

15 38,000U/kg 6mg/kg 1 10
38,000U/kg 6 mg/kg 4/
1 38,000U/kg(6mg/kg)

13,000U/kg/ 2mg/kg/
3,800U/kg/ 0.6mg/kg/

38,000U/kg/ 6mg/kg/

3 4.2.3.5.2-4
423524 4
7,700 U/kg 1.2mg/kg 1/3
7,700U/kg 1.2 mg/kg 1,300
3,800 7,700U/kg 0.2 0.6 1.2mg/kg 20 50
5
7,700 U/kg
1.2mg/kg 3 2
7,700 U/kg 1.2mg/kg 3 25 40
3,800U/kg/ 0.6mg/kg/
4 4.2.3.5.3-1
42353-1 11. 3
38,000U/kg 6mg/kg 3,800 13,000U/kg 38,000U/kg 0.6 2
6mg/kg 17 21 3.6 mL/kg 1 1
25
38,000 U/kg 6mg/kg 22 1
13,000U/kg 2mg/kg
1 2 4 38,000U/kg 6mg/kg 1 1 2
13,000U/kg
2mg/kg 5 38,000 Ukg 6 mg/kg
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3,800U/kg/ 0.6mg/kg/
3,800U/kg/ 0.6mg/kg/
13,000U/kg/

2mg/kg/

6 4.2.3.6-1
190 1,900 19,000U/mL 0.03 0.3 3mg/mL

0.05mL/ 3

8 6

( ) 3mg/mL
7 4.2.3.7.1-1
6 ASA
8 423.7.6-2 -4
37 19
ASA
PCA
ASA 6 0.01
0.1mg/ 14 Img/
PCA 12
ASA 11
4 Img/
ASA PCA
PCA 3
0.001 0.01mg/
24 Img/

64,000
DNA

in vitro
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1 DIC
ELISA
53.3.1-1
12 190 640 1,900U/  0.03 0.1 0.3mg/
2 Conax
190U/ 24 640 1,900U/
48 Cinax +
10.15+2.67 39.70+6.84  121.75+5.16ng/mL AUC
AUCjy¢ + 256.55431.73  1,074.724162.00
3,030.894291.62 ng hr/mL Tine 280 397 hr  Typs 18.34 20.75 hr
CL 147 191 mL/hrkg 24
48 333 449 543 598
53.3.1-2
4 1,900U/  0.3mg/ 1
Co  140.9945.43 ng /mL + AUC,  3321.34+394.60
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ng hr/mL Tip, 3.372227hr Tipp 19.8242.10hr CL  1.49+0.24 mL/hr/kg
24 48 43.7+8.4 60.3+£10.3%
C
100 453 24 53.2 48 62.0
48
2
5.3.3.1-1
4 1,300U/ 0.2mg/ 2 1 1 3
Cmax AUC;, ¢ 93.294+4.62ng/mL
2,143.09£204.43ng hr/mL Tine  3.94£1.83hr  Typp  18.73+425hr CL
1.40+0.31mL/hr/kg 3
48 73.6
1 5.3.5.1-1
DIC 38 130 380U/kg 0.006 0.02 0.06mg/kg 30
1 1 6 28 36 27 40
34 39 1 97.8446.1 289.1+97.5
915.94£237.9ng/mL. 6 172.6+69.3 627.0+£226.8 1,730.7+445.1ng/mL. 6
24 100.8+45.5 349.9+143.5 902.2+313.7ng/ L
10.6+14.8 6.9+4.6
6.3+6.8ng/mL
4 7 DIC
DIC
2
7
40 48 1.2 1533.5ng/mL
3 8 34
100ng/mL
500ng/mL 300 900ng/mL 70%

380U/kg 0.06mg/kg 6
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3 5.3.3.5

PPK
20 116
136 653
58 65 80 65 75 29 75 80 16 80
11 55kg 31 90kg 1.14 mg/dl
0.3 11.5 mg/dl 292 114 533
1- NONMEM
79 /57
65 56 80 GOT 75
59  GPT 77 57
98 25 31
105 50 86
49 87 39 97
CcV vd
344% CL  31.3%
Vd  0.0508xWTx1.43""
CL  0.00180xWTx0.839"F
HT 1 or 0
AGE 1 or 0
WT kg
PPK CL
16%
43%
1
DIC 30
I 20
11 DIC
30
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2 Cmax 30 Crnax
30
2
30 2 Conax 24
30
2 PPK
PPK
PPK
1
I 2
PPK 1-
2- 1-
2.
2-
6
6 24
1-
AUC CL 2-
1-
4 2-
AUC 3509 ng hr/mL o AUC
436 ng hr/mL 12 B AUC 3,073 ng hr/mL 88%
1- PPK
1-
PPK
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o 1-
2
PPK
PPK
0.25
Tukey P-value  0.05
/
1.2 mg/dL
25 21 Cockcroft
and Gault 40mL/min
20mL/min
1 11
15 CL
PPK
25
380U/kg
0.06mg/kg
4mg/dL
Img/dL Crax 1.2
PK
9
25
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15%

130U/kg

PPK

PPK

10

PPK

2.1mg/dL

DIC

kg

25
38 82 65
55kg 15 48kg
4mg/dL 5
1
1
PPK CL
1
130U/kg
25
4mg/dL
PPK

40

19



7
100ng/mL 1,000ng/mL
100ng/mL 1000ng/mL
100ng/mL APC
ICs 90ng/mL 1Csp
2 2 1 5
DIC *
I 16 0.03 0.1 03mg/ 0.2mg/
1 1 3 2
I 4 0.3mg/ 1
DIC DIC | 45 03 06mg 06 12mg 1.2 2.0mg :
2.0 3.0mg/ 1 1 6 30 0; 75.0
1;40.0 2;55.6
3;83.3
DIC DIC | 120 0.006mg 0.02mg 0.06mg/kg 1 1 :
6 30 0.006mg/kg 393  0.02mg/kg
60.7
0.06mg/kg  67.6%
DIC 232 0.06 mgkgl 1 6 30 | DIC DIC Woolson-Bean
8 U/kg/hr 6 24 661  vs.
49.9
* 50kg 1,900 19,0000/ 0.3 3.0mg/ 38 380U/kg 0.006 0.06mg/kg
1 53.3.1-1 19
H d SN
190 640 1,900U/ 0.03 0.1 0.3mg/
2 4 3 1,300U/ 0.2mg/ 2
4 1
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24

62.0+14.6%
48

100

(%)

75

50

25

3

0.lmg 1 0.3mg

0.3mg

16

5.3.3.1-2
1,900U/

1

40

100

2 2
3 0.03mg
1 2 0.2mg
4.
1 2
1
0.3mg/
24 48
45.3£11.9 53.2+10.7
4.

24

(hr)

42

48



1

5.3.5.2-1
DIC DIC DIC
32
50 0 2
11
0 0.3mg/ / 0.6mg/ /
1
10 15
6 3
3
0 1,900U/ 03mg/  —3,800U0/  0.6mg/ 1 3,800U/
0.6mg/ —7,700U/ 1.2mg/ 27,7000/ 12mg/  —13,0000/  2.0mg/
3 13,0000/ 2.0mg/ —19,000U/ 3.0mg/ 4 1
1 30 7
46 1 45
7 38 01 2 3
4 13 9 12 DIC
2 36 4 11 9 12
4 7 2
7
2 3 5 34 4 10 8 12
7 7 34 7
1 5 35 4 10 9 12
36 21
15
DIC
0 1 2 3
100% 1/1 16.7% 1/6 0% 02 100% 5/5
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100% 3/3 16.7% 1/6 60.0% 3/ 66.7% 2/3
100% 3/3 11.1% 1/9 42.9% 3/7 66.7% 2/3
75.0% 3/4 50.0% 5/10 55.6% 5/9 83.3% 10/12
DIC 50.0% 2/4 30.0% 3/10 33.3% 3/9 75.0% 9/12
75.0% 3/4 40.0% 4/10 55.6% 5/9 83.3% 10/12
25.0% 1/4 30.0% 3/10 33.3% 3/9 50.0% 6/12
38
01 2 3 1/4 0/13 1/9 1/12
1 44
6 28
11 17
6 1
5

4 5.3.5.1-1 1’ | 1’ |

DIC DIC DIC
92
38U/kg 0.006mg/kg 1,900U/  0.3mg/ 130U/kg  0.02mg/kg  6,400U/
1.0mg/ 380U/kg 0.06mg/kg 19,0000/ 3.0mg/ 3 1 1
6 30
7
FDP
4 FDP
3
123
FDP 3
0.02mg/kg 120 6
0.006mg/kg  33/39 84.6%  0.02mg/kg  31/40 77.5%  0.06mg/kg
39/41 95.1% 0.006mg/kg 2

0.02mg/kg 5 0.06mg/kg 0
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125

2 3
120 0.006 0.02 0.06mg/kg 39 40
41
3 20
100
34 31 35
90 28
28 34
0.006mg/kg  39.3% 11/28 0.02mg/kg  60.7% 17/28 0.06mg/kg  67.6% 23/34
Cochran-Armitage p=0.0188 90
48 20 15 7
7 4 8 6 3
0.006 mg/kg 25.00% 14.30% 28.60% 21.40% 10.70% 28
39.30%
12 5 6 3 2
0.02 mg/kg 42.90% 17.90% 21.40% 10.70% 7 10% 28
60.70%
16 7 3 3 5
0.06 mg/kg 47.10% 20.60% 8 80% 8.80% 14.70% 34
67.60% o o T
35 16 17 12 10
38.90% 17.80% 18.90% 13.30% 11.10% 90
56.70%
DIC
0.006 mg/kg 0.02 mg/kg 0.06 mg/kg
60.0 15725 520 13125 593 16727 571 44/77
250  3/12 545 6/11 625  5/8 452 14531
357 1028 607  17/28 67.6  23/34 556 50/90
DIC 344 11/32 500  14/28 559  19/34 46.8  44/94
DIC 5 2 DIC
DIC DIC DIC >=<100
3 117
0.006 0.02 0.06mg/kg 37 39 41
3 0.006mg/kg 2
0.02 mg/kg 1 1

45



2 3 4
5. 5
0.006 mg/kg | 35 972 1 28 00 0 0 0 0 36 1
0.02mgkg | 36 947 2 53 00 0 0 0 0 38 1
0.06 mgrkg | 38 95.0 2 50 00 0 0 0 0 40 1
109 95.6 5 44 00 0 0 00 114 3
8 0.006 0.02 0.06mg/kg
14/39 35.9%  20/40 50.0 18/41 439
4 5 1 1 2
2 1 2
3 5 1
2 ALP 1 1 1 2 GOT
GPT
28 0.006 0.02 0.06mg/kg
15/39 38.5 13/40 325 12/41 29.3
0.006 0.02 0.06 mg/kg 1
2 1
0.02mg/kg 1
0.006 0.02 0.06mg/kg 0 1
DIC
0.06mg/kg/
5 5.3.5.1-2 ]l B W )
DIC DIC DIC
DIC
DIC DIC
101
113
0.06mg/kg/ 30 1
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8U/kg/hr 24 6
241 234
DIC
2 1
1 232 116 116
DIC 126 64 62
103 50 53 3 2
1 5 227
114 113 Full Analysis Set FAS
FAS
17 210 104 106 Per Protocol Set PPS
232 2
2 1 231 116 115
241 48 19.9% PPS
28 28
PPS
23 17.6% 22
20.6% 17
10
7 DIC
FAS DIC 224
DIC
DIC
DIC FAS bic DIC IC o5
95
64 42 65.6 22 34.4 527 711
61 28 45.9 33 54.1 33.1 59.2 19.7 2.6 368
48 32 66.7 16 333 516 79.6
51 28 54.9 23 45.1 403 689 11.8 73309
DIC 5 2 DIC
DIC DIC FAS DIC >=<100
DIC Woolson-Bean
DIC FAS % -
95% 95%
112 66.1 570 752
112 49.9 40.7 59.0 16.2 33 29.1
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7 FAS
959%, 95% Mantel-Haenszel
62 2
64 96.9 31 89.2 99.6
59 2
61 96.7 33 88.7 99.6 0.2 -6.0 6.3
45 5
50 90.0 10.0 782 96.7 xz 0.2373
45 7 1
52 86.5 13.5 742 94.4 3.5 9.0 159 P 0.6262
28
28 FAS Mantel-Haenszel
95% 95%
53 11
64 82.8 17.2 71.3 91.1
50 11 2
61 82.0 18.0 70.0  90.6 0.8 125 142 x 0'3.263
36 14 )
P 0.5396
50 72.0 28.0 57.5 83.8
34 18
52 65.4 34.6 50.9 78.0 6.6 -11.3  24.6
7
FAS
95% 95%
FDP pg/mL -8.5 -18.7 0.0 PIC pg/mL 7.1 -19.0 4.8
x10"4/uL D- pg/mL
-0.6 -1.7 04 -14.6 284 42
x10"4/uL o2PI %
2.5 -1.1 6.2 4.0 -1.0 9.0
C %
mg/dL -1.05 -37.0 35.0 11.0 4.0 17.0
PT PAI-1 ng/mL
0.01 -0.04 0.05 -29.2 -479 -113
APTT
-6.0 8.8 34 pg/mL -9.55 278 0.0
TAT ng/mL AT %
-15.9 -27.1 5.5 16.0 11.0 21.0
11 21
5 1
231 116 115
14 50%
70.7% 82/116 57.8 67/116
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534  62/116
69/115 52.2 60/115
233 29/115
GOT
7/116 GPT 52  6/116
4/116 34 4/116
6.1 7/116
43
3.5 4/115 GPT
3.5 4/115
28
29/115 7
0.9% 1/112 Vvs.
0.9% 1/112 vs. 5.5%
vs. 5.5% 6/110 AL-P
0/109 vs. 3.8% 4/106
6.5% 7/107 vs. 3.8% 4/106
4.3% 4/92
vs. 0.0% 0/90
28
41/115 35.7 62
33/115 28.7 51
4
7
8 6
1
9
1
3/116
15.7 25

6/110
1.0%

72.2% 83/115 60.0%
14 27/116
25.2 3
6.0 7/116 6.0
43  5/116 3.4
3.4 4/116
5.2 6/115 52 6/115
5/115 LDH 3.5 4/115 GOT
3.5 4/115 3.5 4/115
26/116
7/116 9/115
55% 6/110
0.9% 1/112
1/103 vs. 4.9% 5/102 LDH 0
GOT
5.6% 5/89 vs. 1.2% 1/84
vs. 1.1% 1/90 32% 3/93
37/116 31.9 60
14 28/116 24.1 45
14
52% 6/116 52% 6/115
28
11 7
4 15
4 4
28
7/116 6.0 8 8/115 7.0
1 3 4
2.6 5 6/115 52 12
10/116 8.6 13 18/115
2/116
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1.7 4

DIC

DIC
DIC
DIC

1983;38:1279-1283

Principles of Internal Medicine 16" ed. McGraw Hill

DIC

DIC

7/115 6.1 8

DIC
DIC
5%
4,
4,
DIC

50

DIC

DIC

DIC

DIC

DIC

DIC

DIC

DIC

15 20%

DIC



4. 1 2 DIC DIC 4.

DIC

1
DIC
300 500U/ Levi M, et al. N Engl J Med 1999; 341: 586-592
DIC 200 300U/kg/
21 pp509-512
DIC 20 1 10,000U
J.Pediatr; 91: 695-700. 1977 JAMA; 286: 1869-1879. 2001
C PROWESS
15,0000/ N. Engl. J. Med; 344: 699-709. 2001
DIC 7
10U/kg/hr ; 23: 2815-2834. 1995 C DIC
8U/kg/hr Int. J. Hematol; 75: 540-547. 2002
DIC 10U/kg/hr Thromb.
Res; 72: 475-500. 1993 DIC
8U/kg/hr 8,640 12,480 U/ /
DIC 10,000U/ /
DIC . . : ;p- 91-107.1997
DIC
Blood; 75: 2112-2117. 1990
8U/kg/hr
DIC
AT
AT AT 50
2 DIC DIC
DIC 1980
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5-12.1980 1988

54

62 1 37-41. 1988 2004
DIC Clin Appl Thromb Hemost; 11: 71-6. 2005 2005
DIC Crit Care Med; 34: 625-31 2006
2001 ISTH DIC
overt-DIC DIC Crit Care
Med; 32: 2416-21. 2004 ISTH overt-DIC
DIC 1988
overt-DIC DIC ISTH
overt-DIC
DIC
DIC
; 31: 1659-1663. 2005
DIC 1 DIC
DIC
DIC DIC
DIC DIC
DIC DIC
DIC
DIC
FDP 3 PT 2
DIC
DIC
DIC DIC
DIC
DIC

52



DIC
DIC FDP 3
FDP DIC
DIC FDP : 18: 127-139. 2007  FDP
:pp1985-1994. 2006

DIC DIC
FDP
DIC FDP
CT
DIC DIC
DIC
DIC
DIC
DIC
DIC ISTH  overt-DIC
Am. J
Hematol; 4: 17-22. 2003 DIC DIC
DIC
7
DIC DIC
DIC
DIC
15 14 1 DIC
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DIC DIC
28
1
DIC
DIC
DIC
DIC
DIC DIC
DIC DIC
DIC
DIC
7 DIC 28
DIC DIC 10.0% 6/60
59.0% 23/39 DIC DIC
8.6% 6/70 29.1% 16/55
7 DIC
28 DIC 3.1% 1/32
68.8% 11/16 DIC
7.1% 3/42 36.4% 8/22
DIC
DIC
DIC DIC 7
DIC
DIC
DIC
DIC DIC DIC
7 3
FDP 5 15.5pg/mL D- 6.47 22.84pg/mL
AT TAT 8.1 26.2ng/mL 02
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PIC 0.5 2.9pg/mL SFMC 9.8 48.6pg/mL

DIC
DIC DIC
TAT DIC DIC
TAT
DIC DIC
DIC
DIC DIC
DIC DIC DIC
DIC
DIC DIC
DIC DIC DIC
Woolson-Bean 66.1 499 DIC
95% 16.2 33 29.1% 95
5% DIC
DIC 95 19.7 2.6 36.8
DIC 11.8 7.3 30.9
DIC N Engl
J Med; 341: 586-592.1999 DIC
DIC DIC
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DIC FAS
DIC DIC
FAS
60/82 37/46 23/36 38/46 23/25 15121
732 80.4% 63.9 82.6 92.0 714
935 5/15 4120 14129 6/13 8/16
257 33.3% 200 483 462 50.0
1/7 012 1/ 8/24 3/10 5/14
14.3 0.0 20.0 33.3% 30.0 35.7
DIC
DIC
DIC
-1
FAS 227
8 6
1 0 DIC
DIC FAS
DIC DIC
95 95
55 38 69.1 55.2-80.9
55 26 47.3 33.7-61.2 21.8 3.8 39.8
-2
FDP
7 7 DIC LOCF
FDP DIC
FAS
DIC DIC
95 X )
64 42656 182 09 354
59 28 47.5
al 30732 18.8 1.0 38.6
46 25 543

56




-3 DIC
DIC 273 93
106
DIC ; 16: 188-202.
2005 DIC DIC
DIC FAS 102 14 88
D-
FDP D- /FDP
FDP
DIC DIC 7 DIC
2 3 DIC
DIC 87 7
86 43 43
DIC DIC DIC
DIC DIC DIC
DIC DIC
2
DIC DIC
DIC 95 C X )
43 25 58.1 9.3
43 21 488 117 30.3
380U/kg 0.06mg/kg
6 1 5 DIC
DIC 60% 3/5
DIC 4 DIC
DIC 2
SIRS
DIC DIC
85 SIRS 3 1 ; 16: 188-202. 2005
SIRS 3 DIC
2 DIC
DIC 7 DIC
3 4 DIC
DIC 2
DIC DIC

DIC |

DIC
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95

42 27 643 10.6
41 22 53.7 104 31.7
380U/kg 0.06mg/kg
DIC 60.0% 3/5
DIC
-4 overt-DIC
ISTH overt-DIC Crit Care Med; 32: 2416-21. 2004
FAS 227
overt-DIC DIC 7
DIC 4 5
overt-DIC overt-DIC 157
136 96 70.6 91 61 67.0 7
147 DIC
overt-DIC Fibrin-related marker
overt-DIC
Fibrin-related marker D-
0 Iug/mL lpg/mL 2 10pg/mL  10pg/mL 3 PT 0 1.25 1.25
1.67 1.67 2 overt-DIC DIC
Overt-DIC
DIC DIC
Overt-DIC 95%
42 29 69.0
42 11 26.2 429 236 622
33 24 727
30 19 63.3 9.4 13.6 324
380U/kg 0.06mg/kg 35 overt-DIC
29 19 16 6 4 7 7
3 2 DIC
11/16 100.0% 4/4 42.9% 3/7 50.0%
)
-S LOCF last observation carried forward
DIC

1 3
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8 LOCF DIC
38U/kg  0.006mg/kg 353% 12/34 130U/kg
0.02mg/kg  45.2% 14/31 380U/kg 0.06mghkg  54.3% 19/35
-6 FFP
DIC FFP
C S
17 9
DIC FFP
FFP
FFP DIC
FFP DIC FAS
FFP 95 95
DIC DIC
37/53 26/36
69.8 72.2
26/49 16.8 21/34 10.5
53.1 1.9 354 61.8 11.5 324
10U 12 4/5
50.0 80.0
0/8 50.0 3/8 42.5
0 19.3 100 37.5 6.0 91.0
10U 4/9 2/7
444 28.6 159
2/4 5.6 4/9 62.5
50.0 ( 643 532 ) 44.4 30.8
PPS FDP
FDP pg/mL 38 48.15 95.4 210 51 46.2 97.5 319.3
$10%/ul, 21 0.1 25.5 6.0 26 0.05 6.5 17.2
. 19 10.3 4.6 38.3 25 4.3 5.7 24.7
mg/dL 39 24 393 338 50 1.25 436 475
PT 39 0 0.89 0.71 51 0.04 0.89 0.27
TAT ng/mL 35 58.8 98.4 3475 | 46 29.9 92.7 45983.8
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PIC pg/mL 35 39 89.6 480 46 24.8 90.6 310
D- png/mL 35 60.3 97.3 253 46 46.65 99.5 722.5
o2Pl % 35 5 26 36 46 1 38 67
C % 35 8 11 74 46 2 22 36
PAI | ng/mL 35 26.1 91 377.7 | 46 9.3 83.5 1477.8
SFMC pg/mL 34 59.45 97.4 3959 | 44 36.75 96.9 1520
AT % 35 6 34 34 46 9.5 87 25
TAT 4
1 3
TAT
TAT TAT
(% 8T (% &2 )
EE T SR o = 1 i A s Gl 2 o S =M e
{ng/mL) [ngAel)
100000, l.'" 100004, O
10000, l.'" 10004k O
1000, O3 10041
11040, l"g 1ML O
10. l"g 100
1.0¢ L
Wi TR Manks BT W o 5 e Measr #orEr
LrEsl) =6l (r=ad) in=bd) [ =45 [o=45) [p=45) [n=45)
TAT FAS
5 ART-123
ART-123
DIC
186 ART-123 1 ART-123
DIC
28
542 4 ART-123
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ART-123

2
DIC
4. 55
6
60 55.0% vs. 60 733% 65 43.8% vs.
78.9%
60 73.3%vs. 60 40.0% 65
63.2%vs. 65 43.8%
60 9 |818] 2 [182[ 11 | 0 | 0 | 2 {100 2 | 1 |100| 0 | 0 | 1 1 [100] 1 | 15
60 500 4 500 8 | 4 [500) 4 [500] 8 | 2 [667] 1 |333] 3 1 [ 100] 1 |20
65 10 [833] 2 [167| 12 | 2 [500] 2 [500] 4 | 1 [100] 0 | 0 | 1 2 [100] 2 | 19
65 3 |429] 4 |571| 7 | 2 |333] 4 667 6 | 2 |667] 1 [333] 3 [ 0 | 0 | 0 |16
DIC DIC
DIC
DIC DIC
1
7
43.1% 50/116 56.5% 65/115
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p=0.0487 Fisher

14

55.2% 64/116 65.2% 75/115 p=0.1397
1.7% 2/116
6.1% 7/115
4
DIC 3
3.6
10/280 4 1 1 1
1 20
N=116 N=115
| 0.9 3 2.6
3 2.6 2 1.7
19 16.4 30 26.1
10 8.6 7 6.1
3 2.6 1 0.9
5 4.3 7 6.1
19 16.4 22 19.1
1 0.9 3 2.6
| 0.9 2 1.7
2 1.7 3 2.6
17 14.7 7 6.1
4 3.4 6 5.2
1 0.9 2 1.7
. . 2 1.7
2 1.7 4 3.5
2 1.7 . .
1 0.9 2 1.7
5 4.3 7 6.1
2 1.7 1 0.9
5 12.9 21 18.3
4 3.4 9 7.8
2 1.7 2 1.7
AML M3
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OLQPI

DIC
(lzPI
2
38 1
120 2
116 1
1 1
125
1 1
436 2
3 ART-123
28 ART-123
19
28 ART-123
79
21 ART-123
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88 1

CBS
G mlgG HCP
79 CBS0 mlgGl1 HCP1 88 CBS1
mlgGl HCP2
85
CBS1 mlgGl1 HCPO HCP
4 55
FFP
DIC
DIC
DIC
DIC ; 23: 2815-2834.
1995 6 169 vs. 12.1
DIC Thromb Res; 72: 475-500. 1993
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6 6.6 vs. 20.3

AT JAMA,;
286: 1869-1878. 2001 28 AT 389 s 38.7
C APC DIC
Int. J. Hematol; 75: 540-547. 2002 28 APC20.4  vs.
40.0
APC N.
Engl. J. Med; 344: 699-709. 2001 28 APC24.7  vs.
30.8
DIC DIC
7 6.2 7.9 28 22.0 25.5
AT JAMA; 286: 1869-1878. 2001
28 90
AT 449 s 52.5 28
28
DIC DIC
DIC
2001 ISTH SSC DIC DIC
Thromb. Haemost; 86: 1327-1330. 2001 DIC
DIC DIC
DIC 2 Harrison’s
Principles of Internal Medicine 16™ ed. McGraw Hill
DIC DIC
DIC DIC
DIC
DIC
DIC
2007 9
DIC
AT
Blood; 75: 2112-2117. 1990 ; 8:423-452. 1992 ; 23:2815-2834. 1995
; 124: 144-54. 1983 ; 65:229-248. 1988  DIC
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AT

DIC DIC
DIC
DIC DIC
DIC 4
DIC DIC
DIC DIC DIC
DIC
DIC TF
Levi M, et al. N Engl J Med; 341: 586-592. 1999 DIC
DIC DIC
DIC
; 8:423-452. 1992
; 65:229-248. 1988 DIC
DIC DIC
DIC
DIC
DIC
DIC
DIC DIC
TAT
DIC
DIC DIC
28 DIC DIC 25.0 1/4 VvS.
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DIC 53.8% 7/13 DIC
DIC 28
1997
DIC
11 , ppS7-64. 1999
31.1 DIC 54
DIC
DIC
DIC DIC
DIC
DIC
DIC
DIC
DIC
DIC
DIC
DIC
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DIC

DIC
DIC 3
2 C
C
C C
10%
4 DIC
In vitro C
C 30%
C 10%
: 34(4): 347-53. 2006
C
C 10%
DIC C 10%
C DIC
DIC
In vitro
Cc 10
C 10% 4
In vitro
C 10%
C 10%
K C
C
2 3
DIC C
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DIC

C

10%

Wintrobe’s Clinical Hematology 1™ edt. Lippinvott Williams&Wilkins

3 DIC
DIC

471-478. 2006

DIC
M3

DIC

DIC

DIC

DIC

DIC

; 47: 471-478. 2006

DIC
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DIC
DIC DIC
DIC
DIC
DIC
DIC
DIC 15
15
9 4 25 607

15

DIC

70

DIC

DIC

DIC

DIC



0.06mg/kg

380U/kg
0.06mg/kg 67.6%
38U/kg  0.006mg/kg 130U/kg 0.02mg/kg 380U/kg 0.06mg/kg 3
130U/kg 0.02mg/kg 380U/kg 0.06mg/kg
DIC
DIC
380U/kg 0.06mg/kg
in vitro in vivo
380U/kg 0.06g/kg
0.02  0.006mg/kg 0.02  0.06mg/kg
DIC
DIC
38 130U/kg 0.006  0.02mg/kg
130  380U/kg 0.02 0.06mg/kg
01 2 3 0% 0/4 15.4% 2/13 0% 0/8
20.0% 2/10 0.006 0.02
0.06mg/kg 15.4% 4/26 13.6% 3/22 31.3% 10/32
0.06mg/kg

380U/kg 0.06mg/kg
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Thromb Haemost; 74: 848-52. 1995

DIC pre-DIC
DIC DIC

DIC
non-overt-DIC 80 8
Thromb. Haemost; 78: 1463-1467. 1997

6
DIC
6 7
DIC
6
6
73.3 44/60 71.1% 32/45
DIC
7
6 DIC
DIC 7
7
4
7
7
21
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1 DIC

DIC
DIC DIC
6 DIC
DIC 7
DIC TAT
DIC
4 11
2 TAT
7
4
DIC
130U/kg
0.02mg/kg 1 1 30
5
1 77 2
2 7,700 U/ 1.2 mg/ —13,000U/ 2.0mg/
28
DIC DIC 1
DIC 1
ART-123
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DIC
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6

3
1
3,000
6

74

186
ART-123
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C 10%

DIC ART-123
DIC

1.
2 GCP

DIC

DIC
DIC DIC
DIC
DIC

DIC DIC
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12,800
18 8 29
1
DIC
DIC
DIC
1 2 DIC DIC
DIC DIC DIC
DIC
DIC
DIC DIC
DIC DIC
1 4
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12800
19 5 8
1 2 1
DIC DIC
DIC
DIC
DIC
DIC
DIC
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DIC DIC

DIC
DIC DIC
DIC
DIC
DIC
1 4 4 1
DIC
DIC
DIC
7
380U/kg 0.06mg/kg
130U/kg  0.02mg/kg
130U/kg
130U/kg
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10
11
16
17

DIC

2 MR
1,000 3,000
1,000 1 2,000
6
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DIC
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1
1
6 Ser'® _, T_hr482
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17 17
18 31
18 37
18 40
19 2
19 3
20 26
21 40
40 21
43 6
5116
53 25
65 1

1.

2 GCP
53.5.1-2

2-8

2-8

vl 1

ol M

5.3.3.1-:2 5.3.5.2-1

N
1,900U/kg 0.3mg/kg — 19, 000U/kg 3mg/kg
130U/kg
15,0000/ - 15,0000/
DIC ISTH - ISTH
6.6 vs. 20.3 -
234
5.3.3.1-1
GCP
1 GCP
GCP 1

82

VS.

5.3.5.1-1



GCP 1 1 4.

3 53.5.2-1
46 1 44
7 37 012 3 3
13 9 12 DIC
35 3 11 9 12
4 7 2
7 23
5 33 3 10 8 12 7 7
33 7 15
3109 12 35
21 14
DIC

0 1 2 3

100% 1/1 16.7% 1/6 0% 0/2 100% 5/5

100% 2/2° 16.7% 1/6 60.0% 3/5 66.7% 2/3

100% 2/2° 11.1% 1/9 42.9% 3/7 66.7% 2/3
66.7% 2/3 50.0% 5/10 55.6% 5/9 83.3% 10/12
DIC 33.3% 1/3 30.0% 3/10 33.3% 3/9 75.0% 9/12
66.7% 2/3 40.0% 4/10 55.6% 5/9 83.3% 10/12
0% 0/3 30.0% 3/10 33.3% 3/9 50.0% 6/12

37 0 1

03 013 19 112
1 43
6 28 11
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