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［販 売 名］ プリズバインド静注液2.5 g 

［一 般 名］ イダルシズマブ（遺伝子組換え） 
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［審 議 結 果］ 

平成 28 年９月７日に開催された医薬品第一部会において、本品目を承認して

差し支えないとされ、薬事・食品衛生審議会薬事分科会に報告することとされ

た。 

本品目の再審査期間は８年、原体及び製剤はいずれも毒薬及び劇薬に該当せ

ず、生物由来製品に該当するとされた。 

 

［承認条件］ 

1. 医薬品リスク管理計画を策定の上、適切に実施すること。 

2. 日本人での投与経験が極めて限られていることから、製造販売後、一定数

の症例に係るデータが集積されるまでの間は、全症例を対象に使用成績調

査を実施することにより、本剤の使用患者の背景情報を把握するとともに、

本剤の安全性及び有効性に関するデータを早期に収集し、本剤の適正使用

に必要な措置を講じること。  



28 8 26

2.5 g

28 2 23

1 50 mL 2.5 g

1

Fab

IgG1

225 H l

219 L

Idarucizumab is a recombinant humanized monoclonal antibody Fab fragment composed of 

complementarity-determining regions derived from mouse anti-dabigatran monoclonal antibody 

and framework regions and constant regions derived from human IgG1. Idarucizumab is a 

protein composed of an H- -chain) fragment consisting of 225 amino acid residues and 

an L- -chain) consisting of 219 amino acid residues.
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C2131H3299N555O671S11 2

L C1066H1660N284O337S6

H C1065H1641N271O334S5

47782.03

28 3 30 0330 8
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1 5 g 1 2.5 g/50 mL 2

1 5 10

1.

2.
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ACT Activated clotting time
ADA Anti drug antibody
ADP Adenosine diphosphate
AEX Anion exchange chromatography
aPCC Activated Prothrombin complex 

concentrate
aPTT Activated partial thromboplastin 

time
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ASA Acetylsalicylic acid
Asp-N -

AUC0-24 Area under the concentration-time 
curve from time 0 to 24 h 

0 24 -

AUC0- Area under the concentration-time 
curve from time 0 to infinity 

0
-

AUEC Area under the effect curve -
CAT Calibrated automated 

thrombogram
cDNA Complementary DNA DNA
CEX Cation exchange chromatography
CGE Capillary gel electrophoresis
CI Confidence interval
CIC Circulating immune complex
CL Clearance
CL/F
Cmax Maximum concentration of 

analyte in plasma
CQA Critical quality attribute
CrCL Creatinine clearance
CV Coefficient of variation
DE Dabigatran etexilate
DEMS Dabigatran etexilate 

methanesulfonate 
DMSO Dimethylsulfoxide
DNA Deoxyribonucleic acid
dTT Diluted thrombin time
DVT Deep venous thrombosis
ECL Electrochemiluminescence
ECT Ecarin clotting time
EC50 50% Effective concentration 50%
ELISA Enzyme-linked immunosorbent 

assay
Emax Maximum observed or estimated 

efficacy or PD effect
ESI-Q-TOF-MS Electrospray ionization-

quadrupole-time of flight mass 
spectrometry

-

ETP Endogenous thrombin potential
Fab Fragment antigen binding
FcRn Neonatal Fc receptor Fc
fe Fraction of analyte eliminated in 

urine
FPA Fibrinopeptide A A
GUSTO Global use of strategies to open 

occluded arteries
Hb Hemoglobin
HCP Host cell protein
HES Hydroxyethyl starch
HPLC High performance liquid 

chromatography
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HPSEC High performance size exclusion 
chromatography

IC50 50% Inhibitory concentration 50%
IgG Immunoglobulin G G
IgM Immunoglobulin M M
ISTH International society on 

thrombosis and haemostasis
ka

KD

kd

LC-MS Liquid chromatography-mass 
spectrometry

-

LC-MS/MS Liquid chromatography-tandem 
mass spectrometry

LLOQ Lower limit of quantitation
LMWH Low molecular weight heparin
MCB Master cell bank
MedDRA Medical Dictionary for 

Regulatory Activities
MRT Mean residence time
NVAF Non valvular atrial fibrillation
NZW New Zealand White
PAR1 Protease activated receptor 1 1
PAS Periodic Acid-Schiff
PCC Prothrombin complex concentrate
PD Pharmacodynamics
PE Pulmonary embolism
PEG Polyethylene glycol
P-gp P-glycoprotein P
PK Pharmacokinetics
PPCB Post production cell bank
PPK Population pharmacokinetics
PPP Platelet poor plasma
PT Prothrombin time
QbD Quality by design
Q/F
rF a Recombinant Factor a
RH Relative Humidity
RIPA Radioimmunoprecipitation assay
ROTEM Rotational thromboelastometry
SDS Sodium dodecyl sulfate
SPR Surface plasmon resonance
TIMI Thrombolysis in myocardial

infarction
TK Toxicokinetics
TNF Tumor necrosis factor
t-PA tissue plasminogen activator
TPN Total parenteral nutrition
TT Thrombin time
t1/2 Half-life
ULN Upper limit of normal
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UV Ultraviolet absorption 
spectroscopy

VSS Steady-state volume of 
distribution

VTE Venous thromboembolism
WCB Working cell bank

2.5 g
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1.

DEMS 2011 1

2012

2015 10 2015 11

2016 5 7

2014

2.

2.1

2.1.1

-

-

cDNA Fab

2 CHO

MCB WCB

MCB WCB PPCB

12 2 22

329 ICH Q5A R1 DNA

10 1 6 3 ICH Q5B

/

12 7 14 873 ICH Q5D

MCB WCB MCB WCB
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2.1.2

20

2.1.3

CHO

MCB WCB PPCB 2.1.1

in vitro

in vitro

1

1
log10

3

20.01 18.95 17.03 16.24

2.1.4

CMC1 CMC2 CMC3

CMC1

CMC1 CMC2

CMC2 CMC3

CMC3

/

6

不純物A*

*：新薬承認情報提供時に置き換えた



/

QbD 2.3 QbD

2.1.5

2.1.5.1

2

2

Asp-N LC-
MS/MS

- LC-MS/MS
2

X LC-MS
LC-MS
ESI-Q-TOF-MS
UV

SDS CGE
LC-MS CEX ESI-Q-TOF-MS

SPR

2.1.5.2 /

2.1.5.1

2.1.5.3

HCP DNA

2.1.6

pH

CGE HCP ELISA ELISA

UV

2.1.7
3 CMC3

7

不純物A*

不純物A*

*：新薬承認情報提供時に置き換えた



3

7 20 24 a)

7 5 12
7 25 /60 %RH 6
6 40 /75 %RH 3

a)

12

20 24

2.2

2.2.1

50 mL 2500 mg 20

D-

2.2.2

2.2.3

/ /

QbD 2.3 QbD

2.2.4

pH

CGE

20

UV
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2.2.5

4 CMC3

4

4 5 24 a)

4 25 /60 %RH 12

4 40 /75 %RH 3

3 
120 lux h

200 W h/m2

a)

2 8 24

2.3 QbD

QbD

CQA

2.1.5

CQA

CQA pH

HCP DNA

CQA pH
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不純物A*

*：新薬承認情報提供時に置き換えた



2.1.5.2

/ 2.1.5.3

2.R

3.

3.1

3.1.1 in vitro CTD 4.2.1.1-08

pH 7.4 KD 2.1 0.7 pmol/L

ka 3.4 0.4 105 mol/L 1s 1 kd 0.7 0.08 10 6 s 1

260

pH 7.7 KD 0.7 nmol/L Thrombosis and 

Haemostasis 2007; 98: 155-62

pH pH 6.0 6.7 7.4 8.0 KD

62 9 4 1 pmol/L

3.1.2 in vitro

3.1.2.1 CTD 4.2.1.1-12

modified TT

TT

7 10 nmol/L

DMSO 0.1% 0.4 U/mL TT

40 100% 0%

TT

TT IC50

3.1 2.4 nmol/L 7 nmol/L 7 nmol/L TT

10 nmol/L 10 nmol/L TT

30 nmol/L DMSO

1.5 U/mL TT 20 30

100% 0%

TT IC50 11.29 10.85 nmol/L 30 nmol/L

30 nmol/L TT
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3.1.2.2 CTD 4.2.1.1-14

390 nmol/L

600 s 1 10

390 nmol/L

NVAF DEMS DE 150 mg 1 2 Cmax

Thrombosis and Haemostasis 2010; 103: 1116-27

9.5 1.4

% 67.2 9.8% 86%

26 3.2 m2 315 2 90%

35%

16.9 2.9% 25.9 2.7%

390 nmol/L 6300 21000

63000 nmol/L 61.6 9.2 63.3 9.4 58.9 9.7%

272 95 377 113 285 98 m2

24.3 2.5 24.1 3.9 24.3 2.3%

63000 nmol/L

3.1.3

3.1.3.1 CTD 4.2.1.1-08

C S-2238 10%

C

PAR1 SPR

S-2238 1

60 120

0 200 mg/mL 0 25%

1 SPR

3.1.3.2 CTD 4.2.1.1-07

3.1.3.2.1 FPA

PPP 21000 63000 nmol/L 0.1 5 pmol/L
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25 mmol/L 37 1 450 nm

FPA FPA

1 5 pmol/L 6.12 0.97 25.14 2.37 ng/mL

1.83 0.32 ng/mL FPA

FPA 1.45 1.81 ng/mL

3.1.3.2.2

imidazole buffer 8

22.3 0.82 0.1 mg/mL

52.4 2.98 0.013 mg/mL

21000 63000 nmol/L 25 mmol/L

49.27 49.53

3.1.3.2.3

PPP 10500 63000 nmol/L

0.8 U/mL 25 mmol/L 37 5

5 pmol/L PPP

CAT lag-time ETP

ETP 241.78 35.02

nmol/L 1413.74 188.13 nmol/L min 576.46 66.72 nmol/L

3603.80 326.24 nmol/L min

lag-time

3.1.3.2.4

63000 nmol/L 25 mmol/L

37 5 PAR1 SFLLRN 2

5

11.4 3.4 V*sec SFLLRN 198.9 29.1 V*sec

13.4 2.7 V*sec SFLLRN SFLLRN

198.3 25.3 V*sec

3.1.4 in vivo

3.1.4.1 In vivo CTD 4.2.1.1-03

Wistar 300 g

0.3 0.1

20 3 U/mL TT 23
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90 aPTT 18 26 4 10

20 0.314 50 mmol/L 200 mmol/L

1 TT aPTT

30

4 8

LC-MS/MS 20 416 423 nmol/L

5 3000 nmol/L 30 1000 nmol/L

2 /

TT

3.1.4.2

3.1.4.2.1 CTD 4.2.1.1-04

Wistar 250 g DEMS DE 30 mg/kg 0.5%

25

45 33 mg/kg 50 mmol/L 200 mmol/L

5 15 30 120

6 8 5

163 8 DEMS 375 35

DEMS 195 11 15 30 120 5

5 5 15 30 120 dTT TT aPTT

ECT 2 8 dTT DEMS

562 80 ng/mL 5 3.86 3.86 ng/mL 15 38.98 24.42ng/mL

120 45.71 17.63 ng/mL DEMS 436.79 49.91 ng/mL

5 330.24 42.45 ng/mL 15 225.31 41.91 ng/mL 120 100.53 33.12 ng/mL

TT aPTT ECT DEMS

5 DEMS DEMS

120 DEMS

LC-MS/MS 2 8 DEMS

617.25 91.95 ng/mL 5

3387.5 368.54 ng/mL 15 1671.25 106.63 ng/mL 120 128.85 17.46 ng/mL
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3.1.4.2.2 CTD 4.2.1.1-11

Landrace 37 44 kg DEMS DE 30 mg/kg 1 2 3 4

0.77 mg/kg/h 30 0.52 mg/kg/h

60 0.905 mg/kg 90

12

5 1 L 40 mL/kg/h 120

30 mL/kg/h 15

30 60 120 mg/kg 240

6

12 409 53 mL

786 39 mL 2

120 2977 316 mL

180 121 30 60 120 mg/kg

240 1586 619 1065 97 1140 109 mL

120 47 64 62%

15 60 120 mg/kg

30 mg/kg 6 2 1500 mL 1

167

60 120 mg/kg

90 240

dTT ECT aPTT ROTEM ACT

120 mg/kg 5 240

30 60 mg/kg 5 10

30 60

DEMS 3 12 dTT

264 218 ng/mL 90

1161 372 ng/mL NVAF RE-LY DE 150 mg 1 2

184 ng/mL 240

15

30 1030 ng/mL 30 60 120 mg/kg

5060 8700 7870 ng/mL
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120 mg/kg 1.2 mg/kg

0.905 mg/kg

60 mg/kg

3.1.4.2.3 CTD 4.2.1.1-05

Wistar 250 g DEMS DE 30 mg/kg 0.5%

8 3 25 45 33

66 33 33 mg/kg 50 mmol/L 200 mmol/L

25 mmol/L

3 6 33 33 mg/kg 12 33 mg/kg 2

DEMS 50 DEMS 157.5 7.5

315.0 28.72 DEMS 50 5

33 mg/kg 277.5 33.26 66 mg/kg 153.8 3.75

120 33 mg/kg 277.5 14.36 66 mg/kg 180.0 34.64

66 mg/kg DEMS 33

33 mg/kg 1 5 250.0 38.47 2 3 195.0 25.98

66 mg/kg 1 120 195.0 18.57

dTT DEMS 40 1000 ng/mL

120 287.29 33.98 ng/mL 33 mg/kg

5 120 347.12 70.73 165.70 30.84 ng/mL 66 mg/kg 5 120

0 ng/mL 33 33 mg/kg 1 5 90.51 45.55 ng/mL

2 3 0 ng/mL 1 120 27.35 13.72 ng/mL

ECT DEMS 40 94.05 35.96 33 mg/kg 214.0 34.45 66 mg/kg

120.45 6.72 33 33 mg/kg 132.37 18.02 11.2 0.31 DEMS

5 120 77.20 29.39 21.88 0.93

33 mg/kg 5 120 42.68 8.02 25.43 2.55

DEMS 40 83 88% 66 mg/kg 5 120 10.05

0.06 15.67 0.54 92 87% 33 33 mg/kg 1

5 18.55 3.76 86% 2 3 11.48 0.31 91% 1

120 17.73 1.50 85.8% aPTT TT ECT

3.1.4.2.4 CTD 4.2.1.1-10

3.1.4.2.2

Landrace 36 44 kg 1 15 60
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120 mg/kg 1 60 2 15

60 mg/kg 5

PT aPTT dTT 60 0 mg/kg

120 0 mg/kg 60 60 mg/kg 6

60 0 mg/kg 120 0 mg/kg 60 60 mg/kg 1

778 40 815 35 790 49 mL 60

990 109 964 74 988 84 mL 2

60 0 mg/kg 2 300

2 240 3970 610 mL 1 5

83% 235 55 60

120 0 mg/kg 60

60 mg/kg 300 1659 345 1426 106 mL

60 0 mg/kg 1 5

0% 0.905 mg/kg

60 60 mg/kg 120 0 mg/kg 1.2 mg/kg

60 0 mg/kg

120 0 mg/kg 60

60 mg/kg

2 Hb 120 0 mg/kg 60 60 mg/kg

60 0 mg/kg 120 0 mg/kg 60 60 mg/kg

3 DEMS

PT aPTT 3 5

ROTEM 10 ACT 3 60 120 mg/kg 5

120 mg/kg 5

2 60 mg/kg aPTT

PT ROTEM ACT 60 60 mg/kg 2

60 mg/kg 120 0 mg/kg

60 0 mg/kg

dTT 1099 1158 ng/mL

DEMS 3 90 256 130 ng/mL 3

1129 160 ng/mL

5 5

120 0 mg/kg

150 300 145 100 ng/mL

60 mg/kg 60 188 94 ng/mL
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60 0 mg/kg 60 200 ng/mL 300 3

354 114 ng/mL 60 60 mg/kg 2

8 15

3.1.4.2.5 CTD 4.2.1.1-01

C57BL/6 10 12 DE 4.5 9.0 mg/kg 1

30 191 382 764 mg/kg

1 3 80 90% 1

24

9 20 Hb

4 15

DE 4.5 mg/kg 191 mg/kg

DE 9 mg/kg 14.32 μmol/kg

764 mg/kg 16 382 mg/kg

DE 9 mg/kg

764 mg/kg 382 mg/kg

3.1.5 CTD 4.2.1.1-09

Landrace 45 55 kg DEMS DE 30 mg/kg 1 2 3 4

90 0.77 mg/kg/h 30 0.26 mg/kg/h

60 50% 65 mL/kg 100 mL/min

6%HES130/0.4 6%HES200/0.5 4%

60

5 1 1 25 mL/kg 12 mL/kg

Hb 50%

50%

30 mg/kg

DEMS 3 dTT 375 163

ng/mL 4 90

dTT 633 188 ng/mL
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dTT 629 134 ng/mL 60 432 121 ng/mL

30 mg/kg

620 206 ng/mL 5

44 85 ng/mL 15

30 242 95 ng/mL

24 27 48 ng/mL 24

LC-MS/MS

5 8 %

5 44 ng/mL 4%

3.2

3.2.1 CTD 4.2.1.2-01

40 7 nmol/L

hirudin 2 nmol/L 150 nmol/L melagatran 10 nmol/L PPP

62.7 μmol/L 25 mmol/L 220 mmol/L 0.02%

20 37 10 modified TT

hirudin TT melagatran

TT TT

melagatran 10 nmol/L PPP 2.5 60 μmol/L

modified TT melagatran IC50 7.7 μmol/L

IC50 2 3 nmol/L

a 0 500 ng/mL

PPP 62.7 μmol/L 25 mmol/L 220 mmol/L 0.02%

20 37 5 a

a

0 2 U/mL LMWH 0 5 μg/mL PPP

62.7 μmol/L 25 mmol/L 220 mmol/L 0.02% 20

37 5 a

LMWH a

Wistar 250 g K 0.5 mg/kg 0.5%

1 1 3 45 4

4 5 4 20 33 mg/kg 50 mmol/L

200 mmol/L 5 PT

10.34 0.20 70.78 8.49
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114.72 25.53

PT 120

3.3

5

5

CTD

Wistar
1 6

Irwin

0, 150, 500 mg/kg
1 1

24 4.2.3.2-
02

1 3 0/0, 12/150, 12/500, 
0/500, 12/0 mg/kga)

5 DEMS 5
2

90 6 4.2.3.2-
03

Wistar
1 8

1
0, 150, 500 mg/kg 0 240 4.2.1.3-

01

a) DEMS DE / / 1.5

3.4

3.4.1 CTD 4.2.1.4-01

Wistar 250 g ASA 100 mg/kg 4 mg/kg

Ticagrelor 3 mg/kg 0.5% 75

DEMS DE 30 mg/kg 0.5%

25 20 33 mg/kg

15

3 6 5 15 dTT

3 6

ASA

Ticagrelor 138 11

325 44 260 36 345 38 383 77

ASA 160 40

240 21 Ticagrelor 240 21

170 17

5 ASA

Ticagrelor 566.57 104.46

313.34 114.01 638.66 132.39 547.65 106.26 ng/mL 15 12.91 12.91 0

0.00 68.61 60.24 47.07 34.34 ng/mL
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3.4.2 In vitro CTD 4.2.1.4-02

1

3 4 PCC 1 U/mL aPCC 1 U/mL rF a 100 nmol/L PPP

50 1000 ng/mL DMSO 62.7 μmol/L

37 5 37 1

- dTT

dTT PCC aPCC rF a

dTT

PCC aPCC rF a

3.R

4.

ELISA LLOQ 15.6 ng/mL 0.33 nmol/L

7.8 ng/mL 0.16 nmol/L ADA ECL LLOQ

0.22 ng/mL 15.1 ng/mL

PK

4.1

4.1.1 CTD 4.2.2.2-01 05 4.2.3.2-01

20 mg/kg 0.2 mg/kg

0.2 mg/kg 15 20 mg/kg PK

6

6 PK
AUC0-

nmol h/L
CL

mL/min/kg
Vss

L/kg
MRT

h
t1/2

h
3 3730 875 1.95 0.494 0.0688 0.0291 0.570 0.0943 6.68 0.493

6a) 2990 2.33 0.0771 0.550 6.34

a) 3 / PK

30 90 175 mg/kg 14 DEMS DE

12 mg/kg 4 1.5 30 90 175 mg/kg
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14 PK 7

4 2 ADA

7 PK
Cmax

a)

nmol/L
AUC0-24

a)

nmol h/L
CL

mL/min/kg
Vss

L/kg
MRT

h
t1/2

h
t1

h
30 mg/kg 2 16100 14700 11700 12700

0.873 0.0464 0.0576 0.00692 1.11 0.165 0.394 0.0399 4.26 0.43990 mg/kg 2 38300 39600 33300 37700
175 mg/kg 2 81200 72200 67600 72200
30 mg/kg DEMS 2 11400 11700 9020 11000

1.01 0.114 0.0671 0.0110 1.12 0.251 0.420 0.0458 4.92 0.63290 mg/kg DEMS 2 33500 32900 30300 35000
175 mg/kg DEMS 2 65100 76400 54000 67000

a) 2

DEMS DE 12 mg/kg 1 4 8 11 30 33 4

30 mg/kg 11 30 30 mg/kg 33 30 mg/kg 4 60 mg/kg 11 60

60 mg/kg 33 60 mg/kg PK 8

8 6 ADA

8 PK
DEMS

a)
Cmax

nmol/L
AUC0-

nmol h/L
CL

mL/min/kg
Vss

L/kg
MRT

h
t1/2

h
30 mg/kg 4 4 2.33 10100 746 11400 820 0.919 0.0670 0.0739 0.0167 1.34 0.286 5.59 0.717

60 mg/kg 4 4 2.33 15000 2560 26100 5320 1.09 0.231 0.107 0.0323 1.61 0.195 5.29 0.348

30 30 mg/kg 4 11 1.5 3.0 11300 520 27100 3610 0.784 0.118 0.0592 0.0181 1.24 0.186 5.62 0.457

60 60 mg/kg 4 11 1.5 3.0 21200 5390 54200 13600 0.822 0.266 0.0712 0.0411 1.37 0.298 5.32 0.552

30 mg/kg 3 33 1.5 10100 395 11600 305 0.902 0.0241 0.0719 0.0103 1.33 0.187 6.15 0.890
60 mg/kg 4 33 1.5 19700 705 23700 3360 0.895 0.112 0.0740 0.00866 1.38 0.0899 6.01 0.252

a) DEMS

4.1.2 CTD 4.2.3.2-02 05

4 2 DEMS 2

PK 9

150 mg/kg 17 6 500 mg/kg 18 9

150/12 /DE mg/kg 10 9 500/12 mg/kg 10 3 500/0 mg/kg

10 3 ADA ADA
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9 PK

mg/kg
DEMS b)

mg/kg
Cmax

nmol/L
AUC0-24

nmol h/L

150 0

9a) 1 52900 27200
9a) 28 33300 24700
9a) 1 53600 26400
9a) 28 51500 27800

500 0

9a) 1 157000 82700
9a) 28 197000 106000
9a) 1 178000 83900
9a) 28 166000 109000

150 12

5 1 52700 6340 54600 7660
5 14 59600 5420 61700 8600
5 1 52700 1590 53600 4230
5 14 49000 6130 51700 6720

500 12

5 1 161000 7620 182000 20600
5 14 181000 28300 208000 38300
5 1 168000 16500 182000 16400
5 14 164000 9860 196000 18300

500 0

5 1 170000 13100 190000 17200
5 14 163000 23400 188000 8290
5 1 175000 11000 199000 22400
5 14 186000 19500 216000 18500

a) 3 / PK b) DE

4.2

4.3

4.4 CTD 4.2.2.2-01 05

20 mg/kg 0.2 mg/kg

0.2 mg/kg 20 mg/kg 48

fe 10

10 fe

mg/kg mg/kg
fe %

fe
%0 8 8 24 24 48 0 48

20 0 3 13.2 6.08 1.12 0.76 0.25 0.38 14.5 6.91 -
20 0.2 3 16.0 5.04 4.18 3.17 0.57 0.85 20.8 6.68 59.3 17.1
0 0.2 3 - - - - 57.2 30.6

-

DEMS DE 12 mg/kg 4 0 30 60 30 30 60

60 mg/kg 48 fe 4.89

14.6% fe 1.43 1.15% 1.56

1.31% fe
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4.5 CTD 4.2.2.7-01 02

5/6 20 mg/kg AUC0- 3700

209 8580 1890 nmol h/L 5/6 CL 1.89

0.109 0.838 0.168 mL/min/kg Vss 0.287 0.0153 0.103 0.0225 L/kg t1/2 6.58 0.514

6.29 0.351 fe 15.8 3.21 12.6 3.54%

5/6 5

PK 11

11 PK

mg/kg mg/kg

Cmax

nmol/L
AUC0-

nmol h/L
CL

mL/min/kg

20 0.4 8 12500 3660 1.90

40 0.4 8 23600 7330 1.90

5/6 20 0.4 8 12300 8940 0.780

40 0.4 8 22000 18200 0.767

40 0.4 8 20500 6910 2.02

4.R

IgG Fab

5.4.1

Vss 68.8 29.1 mL/kg 57.6 6.92 mL/kg 39.6 mL/kg

31.2 mL/kg 44.8 mL/kg J Appl Physiol 1994; 76(1): 485-9 Pharm Res 1993; 10(7): 1093-6

IgG Fab

fe 10

20% 4.4 80 90%

Fab

J Nucl Med 1996; 37(5): 829-

33 Cancer Res 1995; 55(17): 3825-34 Bioconjug Chem 2001; 12(2): 264-70

IgG IgG Fc FcRn

Am J Gastroenterol 2009; 104(1): 228-

33 Fc

in vitro GP b/ a IgG1 Fab abciximab

Placenta 2003; 24: 727-38 PEG

Fab 20

0.03 23.1
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IgG cTN3 c1 20 14.6

Toxicol Sci 2011; 122(1): 170-6 PEG TNF Fab

IgG IgG

2 3.9%

Clin Gastroenterol Hepatol 2013; 11(3): 286-92

Fab IgG

IgG cTN3 c1 8

2.7 g/mL 27.6 g/mL Toxicol Sci 2011; 122(1): 170-6

PEG Fab cTN3 PF 8

cTN3 PF 5% cTN3 PF 0.02

Toxicol Sci 2011; 122(1): 170-6 400 mg PEG

4 4 2 5

Clin Gastroenterol Hepatol 2013; 11(3): 286-92

Fab IgG IgG Fab

5.

5.1 CTD 4.2.3.1-01

Wistar 50 mmol/L 200 mmol/L

pH5.5 50 175 mg/kg

50 mg/kg 1.8

175 mg/kg

5.2

4 DEMS

2 2 2

500 mg/kg/

500 mg/kg/ Cmax 181500 

nmol/L AUC0-24 107500 nmol h/L 2.5 g 2
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Cmax 30100 nmol/L AUC0- 43300 nmol h/L 6.0 2.5

5.2.1 4 CTD 4.2.3.2-02

Wistar 25 mmol/L 220 mmol/L 0.02%

20 pH5.5 150 500 mg/kg/ 4 15

150 mg/kg/

4 ADA TK

15/35 TK

500 mg/kg/

5.2.2 DEMS 2 CTD 4.2.3.2-03

25 mmol/L 220 mmol/L 0.02%

20 pH5.5 DEMS DE / 12/150 12/500 0/500 12/0 mg/kg/

DEMS 5 4 5 DEMS 1.5 2

3 DEMS ADA

12/500 mg/kg 1/3

12/150 12/500 mg/kg

12/500 mg/kg 1/2

PAS

IgM IgG C3 Fab

TK

DEMS 2

DEMS

150 mg/kg/ DEMS 0/500 mg/kg

500 mg/kg/

5.2.3 CTD 4.2.3.2-04

25 mmol/L 220 mmol/L 0.02%

20 pH5.5 DEMS DE / 12/500 0/500 mg/kg/ DEMS 5

4 5 DEMS 1.5 2

3

DEMS 2 CTD 4.2.3.2-03

1 DEMS
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0/500 mg/kg/ 1/4 12/500 mg/kg/ 3/4

ADA

DEMS

500 mg/kg/

5.2.4 2 DEMS CTD 4.2.3.2-05

25 mmol/L 220 mmol/L 0.02%

20 pH5.5 DEMS DE / 0/500 12/150 12/500 mg/kg/ 2

/ 5 28

DEMS DE 0 12 mg/kg/ 3

DEMS ADA

0/500 mg/kg/

D-dimmer F1+2

ADA 3H-

RIPA

3/4 3/4 4/4 DEMS

ADA
3H- RIPA

12/500 mg/kg/ 2/4

ADA ADA

DEMS

DEMS Bb

C3a C4a C1q CIC C1q-CIC

C3d CIC C3d-CIC IgG

IgG IgM C3

IgG

DEMS

DEMS

500 mg/kg/

5.3 CTD 4.2.3.6-01

NZW 0.9%

0.1 mL

5.4

5.4.1 CTD 4.2.3.7.7-01
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2.0 10 Wistar

5.4.2 CTD 4.2.3.7.7-02

0.5 mL 125 L 55 mg/mL

5.R

5.R.1

2 DEMS

RIPA

ADA ADA 28

DEMS

modified TT

DEMS

7.R.7 DEMS

5.R.2

ADA

DEMS a

ex vivo

DEMS Obset Gynecol 2014; 123(6): 1256-61

DEMS

DEMS

DEMS

ADA ADA

ADA

ADA

ADA
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FcRn Fc Fab FcRn

48 kDa

Placenta 2003; 24: 727-38 Toxicol Sci 2011; 122(1): 170-6

DEMS

6.

6.1

2.1.4

1321.1 CMC1 CMC2

1321.2 1321.5 CMC2 1321.3

CMC1 CMC3

/ /

ELISA LLOQ 1 0.0209 nmol/L

ADA ECL LLOQ 11.5 ng/mL

LC-MS/MS LLOQ 1 ng/mL

6.2

1321.3

PK CV% PD

6.2.1

6.2.1.1 1321.5 CTD 5.3.4.1-03

1 2 4 g 5 8 g 1

1 2 4 g 2.5 g 15 2

PK 12

dTT ECT aPTT TT 13
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12 PK
DEMS

a)

1

Cmax

nmol/L
AUC0-

nmol·h/L
t1/2

h
CL

mL/min
Vss

L
fe0-72

%

1 g - 6 5 6810 10.1 9150 15.0 6.38 15.4 38.1 15.0 6.21 14.1 7.38 54.9
2 g - 6 5 15700 10.9 19500 17.8 10.3 31.4 35.7 17.8 7.45 26.4 14.6 165
4 g - 6 5 28100 14.3 37600 14.4 7.62 6.46 37.1 14.4 6.17 17.7 24.5 52.4
8 g - 6 1 37600 6.88 76800 14.8 9.70 9.98 36.3 14.8 6.85 14.9 41.3 25.0
1 g 220 mg 9 5 9510 33.8 8590 14.2 6.01 33.3 40.6 14.2 5.57 28.0 20.1 35.1
2 g 220 mg 9 5 17600 16.8 19200 18.5 7.31 13.5 36.3 18.5 5.45 19.7 33.0 12.5
4 g 220 mg 9 5 30200 17.7 34500 16.6 b) 9.06 24.1 b) 40.4 16.6 b) 6.38 27.5 b) 50.9 16.4

2.5 2.5 g 220 mg 9 5 30100 11.5 43300 8.25 7.91 9.33 40.2 8.25 6.53 10.2 49.3 18.1
a) DE b) 8

13 dTT
ECT aPTT TT

DEMS e)

1
DEMS

1.92 a) 2 2.5 3 6 12 26
ng/mL

0 g 220 mg 12 152 40.0 145 38.3 165 38.6 e) 157 38.9 e) 97.2 35.8 42.6 29.4 12.6 31.2
1 g 220 mg 9 184 38.0 1.41 33.7 ND 34.8 201 35.5 232 27.6 54.2 11.3 33.7
2 g 220 mg 9 187 34.2 1.33 17.7 ND ND 5.65 356 15.0 67.9 10.1 40.2
4 g 220 mg 9 148 20.7 ND ND ND ND ND 3.97 28.8

2.5 2.5 g 220 mg 9 164 28.5 ND ND ND ND ND ND
nmol/L

0 g 220 mg 12 467 35.4 474 34.4 526 32.2 d) 504 36.2 d) 303 30.4 136 26.6 43.3 26.2
1 g 220 mg 9 595 39.5 1880 40.5 3220 39.3 2470 30.4 416 29.3 156 31.4 58.4 22.0
2 g 220 mg 9 595 38.4 2240 25.8 3490 31.2 2920 33.6 526 32.5 195 28.4 80.3 20.3
4 g 220 mg 9 466 27.6 1530 25.4 2320 40.4 1950 44.0 499 44.5 186 18.1 82.9 18.5

2.5 2.5 g 220 mg 9 534 28.3 1690 33.7 2670 40.6 b) 1800 48.7 c) 481 41.5 203 23.7 94.6 17.6
dTT

0 g 220 mg 12 59.7 11.0 59.2 10.4 61.2 10.8d) 61.5 9.76d) 49.0 6.50 39.0 3.29 33.0 1.60
1 g 220 mg 9 64.9 10.1 30.4 0.973 32.0 3.52 37.9 9.10 40.0 6.57 35.3 2.60 32.2 1.08
2 g 220 mg 9 67.7 13.9 30.1 0.618 30.1 0.566 32.0 5.81 35.4 10.9 34.0 3.23 32.2 0.926
4 g 220 mg 9 60.8 6.62 30.5 0.546 30.3 0.798 30.4 0.740 30.8 0.770 30.7 1.37 31.5 1.31

2.5 2.5 g 220 mg 9 63.5 7.97 30.5 0.437 30.5 0.648b) 30.2 0.555c) 30.4 0.515 30.3 0.431 30.8 0.503
ECT

0 g 220 mg 12 99.0 20.7 102 21.7 108 21.0d) 106 25.4d) 78.2 15.7 54.0 6.32 40.4 5.79
1 g 220 mg 9 115 25.8 33.9 1.12 39.5 8.32 53.6 19.8 59.1 13.9 48.4 5.87 39.7 2.76
2 g 220 mg 9 117 28.0 34.0 1.40 34.5 1.75 38.1 11.5 43.3 18.0 44.2 11.8 38.4 2.02
4 g 220 mg 9 95.3 13.7 33.7 1.60 34.6 1.39 34.1 1.33 33.9 1.50 33.6 1.43 35.2 1.88

2.5 2.5 g 220 mg 9 108 19.6 34.2 1.24 34.2 1.21b) 33.9 0.991c) 34.5 1.85 33.5 0.936 34.2 1.35
aPTT

0 g 220 mg 12 74.6 16.0 73.6 15.2 77.6 14.8d) 80.3 16.7d) 65.5 13.1 50.9 6.18 40.5 5.12
1 g 220 mg 9 79.1 13.8 33.9 4.61 37.5 9.44 48.0 15.9 55.0 12.2 47.2 8.65 40.5 5.63
2 g 220 mg 9 82.6 17.0 35.4 3.35 35.3 3.37 38.2 10.5 43.1 14.7 41.1 5.71 39.5 3.48
4 g 220 mg 9 71.5 11.6 34.3 5.33 34.1 4.14 34.1 4.10 33.5 4.02 33.4 4.07 35.9 6.18

2.5 2.5 g 220 mg 9 72.9 7.55 35.8 3.33 35.4 4.09b) 35.0 4.16c) 34.4 3.75 33.1 4.17 35.3 2.94
TT

0 g 220 mg 12 145 35.6 138 40.2 145 40.2d) 145 38.0d) 112 25.5 65.9 13.8 27.3 8.21
1 g 220 mg 9 144 31.3 13.1 0.882 22.3 18.5 45.6 36.1 63.9 34.3 51.0 22.7 26.2 6.46
2 g 220 mg 9 177 49.8 12.6 0.453 12.9 1.02 20.7 24.5 39.7 66.7 33.3 16.9 24.1 7.19
4 g 220 mg 9 145 28.7 12.7 0.559 12.5 0.394 12.4 0.359 12.6 0.584 12.8 0.500 15.7 2.61

2.5 2.5 g 220 mg 9 162 27.4 12.8 0.444 12.8 0.545b) 12.6 0.431c) 12.6 0.465 12.6 0.370 13.9 1.30
- ND 2/3 a) b) 2 20
c) 3 20 d) 9 e) DE
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4/20 10/60 ADA 4

ADA

6.2.1.2 1321.1 CTD 5.3.4.1-01

0.02 0.06 0.2 0.6 1.2 2 3 4 6 8 g 1

1 2 4 g 5 PK 14

Part 1

1 3 DEMS DE 220 mg 1 2 4

220 mg 1 1 55 1 2 4 7.5 g 7.5 g 5

2.5 g 1 5 PK

14 15 dTT ECT aPTT

TT AUECabove2,12 16 Part 2 3

14 PK
DEMS

a)

1

Cmax

nmol/L
AUC0-

nmol·h/L
t1/2

h
CL

mL/min
Vss

L
fe
%

0.02 g 0 mg 6 1 79.9 15.1 146 19.8 0.887 18.1 47.8 19.8 3.67 14.2 -
0.06 g 0 mg 6 1 257 11.1 426 11.6 0.978 12.6 49.0 11.6 3.89 15.8 -
0.2 g 0 mg 6 1 809 13.9 1950 129 2.13 329 35.6 129 5.21 76.9 -
0.6 g 0 mg 5 1 2440 13.1 6970 75.4 7.90 213 30.0 75.4 12.7 136 -
1.2 g 0 mg 6 1 4520 9.72 8780 4.92 5.52 24.1 47.6 4.92 6.98 19.7 -
2 g 0 mg 12 1 7420 15.1 14500 15.9 6.96 31.9 47.9 15.9 7.51 24.3 -
3 g 0 mg 6 1 11700 10.4 22600 17.6 7.62 12.0 46.3 17.6 6.79 15.6 -
4 g 0 mg 6 1 15700 15.6 31000 12.9 7.65 12.2 44.9 12.9 6.96 17.8 -
6 g 0 mg 6 1 22100 12.0 41200 11.8 6.83 9.80 50.7 11.8 7.64 11.6 28.8 50.1
8 g 0 mg 5 1 33900 13.2 63800 15.6 6.73 4.77 43.7 15.6 6.25 7.76 23.6 395
1 g 0 mg 6 5 6360 16.7 7790 13.1 4.54 17.9 44.7 13.1 5.27 9.55 10.7 76.3
2 g 0 mg 6 5 13600 23.4 16400 16.8 7.42 33.1 42.5 16.8 6.06 21.1 19.1 73.1
4 g 0 mg 6 5 21400 13.1 25800 22.1 8.11 11.1 53.9 22.1 8.25 26.3 38.9 23.6
1 g 220 mg 9 5 5410 13.5 6480 17.1 4.97 31.1 53.8 17.1 6.30 22.0 8.18 90.6
2 g 220 mg 9 5 12500 21.5 16600 10.7 8.99 21.6 41.9 10.7 6.90 29.2 26.2 23.4
4 g 220 mg 8 5 25800 25.1 30900 14.1 7.92 11.3 45.1 14.1 6.37 21.6 40.2 30.5

7.5 g 220 mg 9 5 35300 24.4 62300 8.43 7.03 15.6 41.9 8.43 - 46.9 24.9
- a) DE

15

DEMS
a)

1

DEMS

1.92 2 2.5 6 12

ng/mL
0 g 220 mg 9 119 38.0 123 40.8 130 47.9 79.2 44.6 38.5 40.3
1 g 220 mg 9 136 51.8 1.59 10.7 ND 15.3 296 18.2 71.1
2 g 220 mg 9 96.2 33.3 ND ND ND ND
4 g 220 mg 8 135 47.6 ND ND ND ND

ND 2/3 a) DE
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16 DEMS 3
AUECabove2,12

DEMS
a)

1
dTT ECT aPTT TT

Part 2

0 g 220 mg 9 1.01 1.04 1.28 1.08
1 g 220 mg 9 0.26 0.28 0.46 0.32
2 g 220 mg 9 0.06 0.07 0.14 0.06
4 g 220 mg 8 0.02 0.03 0.07 0.00

Part 3
0 g 220 mg 3 1.02 1.22 1.68 1.11

7.5 g 220 mg 9 0.01 0.02 0.03 0.00
a) DE

7/39 12/118 ADA 7

ADA

6.2.1.3 1321.2 CTD 5.3.4.1-02

45 64 65 80 CrCL 60 mL/min

90 mL/min CrCL 30 mL/min 60 mL/min 1 3

DEMS 1 2 4 DEMS 1 45 64

5 7 DEMS 1 2 5 4 DEMS 1 55

5 DEMS 1 55

2 55 5 2

6 2.5 g 45 64 2 2

DEMS 1 2 7 DEMS 1 55 2.5 g

PK 17 dTT ECT

aPTT TT 18

17 PK
DEMS a)

1
Cmax

nmol/L
AUC0-

nmol·h/L
t1/2

h
CL

mL/min
Vss

L
fe
%

2.5 g 220 mg 6 15700
14.3

22200
12.7

8.34
10.1

39.3
12.7

6.61
11.2

25.8
32.6

2.5 g 220 mg 6 14900
12.0

20600
10.6

6.67
5.78

42.3
10.6

6.96
13.0 -

5 g 220 mg 6 25000
16.9

37000
18.4

10.3
18.9

47.1
18.4

8.86
24.8

32.1
60.0

1 g 220 mg 8 5790
16.4

8560
15.2

5.84
60.6

40.7
15.2

6.39
23.3

9.43
69.0

5 g 220 mg 8 28300
28.9

43900
18.7

10.8
15.9

39.6
18.7

8.03
34.0

39.8
13.7

1 g 150 mg 6
6940
19.4

10700
14.1

9.83
30.8

32.7
14.1

6.70
26.9

12.4
46.7

5 g 150 mg 6 32100
17.4

53100
11.1

9.52
18.4

32.8
11.1

6.34
12.6

32.0
48.9

2.5+2.5 g 150 mg 6 25600
11.6

67900
11.6

10.1
11.8

25.7
11.6

7.00
12.4

30.0
89.0

- a) DE
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18
dTT ECT aPTT TT

DEMS d)

1
DEMS

1.92 a) 2 2.5 3 6 12 26
ng/mL

0 g 220 mg 12 160 26.5 160 26.4 155 29.0 145 34.4 98.4 35.6 49.1 25.9 16.9 22.8
2.5 g 220 mg 6 158 21.2 ND ND ND ND ND 10.9 20.9
2.5 g 220 mg 6 170 38.6 NDb) ND ND 3.20 154 18.9 28.4

c) 10.9 59.6

5 g 220 mg 6 212 56.0 ND ND ND ND ND 5.44 99.2
0 g 220 mg 16 202 39.7 200 40.5 198 40.9 f) 183 39.8 128 34.6 70.4 32.1 26.0 29.7
1 g 220 mg 8 189 37.1 ND ND 2.81 351 32.2 102 35.2 37.4 18.7 14.8
5 g 220 mg 8 211 44.0 ND ND ND ND ND 8.31 70.0
0 g 150 mg 12 142 46.9 139 49.1 f) 137 46.1 131 48.5 95.5 46.7 51.3 41.8 19.3 45.2
1 g 150 mg 6 135 59.9 ND ND ND 13.6 234 14.8 180 13.5 57.0
5 g 150 mg 6 163 23.7 ND ND ND ND ND 3.87 86.1
0 g 150 mg 6 209 29.1 220 36.0 204 33.5 209 31.1 153 36.0 91.7 26.8 32.1 12.4

2.5+2.5 g 150 mg 6 197 40.1 ND ND ND ND ND 9.94 163
dTT

0 g 220 mg 12 60.9 7.60 60.3 7.73 60.1 8.78 58.0 7.25 49.8 6.66 40.4 4.07 35.3 2.65
2.5 g 220 mg 6 60.5 7.04 31.2 1.98 30.9 2.46 31.1 2.24 31.6 2.51 32.8 2.52 33.3 2.63
2.5 g 220 mg 6 66.3 7.37 34.6 0.543b) 34.2 0.378 34.0 0.186 35.5 1.16 38.9 6.14c) 36.3 1.44

5 g 220 mg 6 65.6 11.7 31.7 1.97 31.4 1.94 31.4 1.98 31.2 2.35 32.5 3.09 32.4 1.17
0 g 220 mg 16 68.3 13.8f) 68.1 13.7 67.7 13.1f) 66.5 13.1 55.5 9.29 44.6 4.86 36.2 2.97
1 g 220 mg 8 66.8 14.8 31.6 2.44 31.9 2.80 33.8 6.26 38.8 3.96 38.7 4.51 35.1 3.20
5 g 220 mg 8 67.3 12.9 32.4 0.667 32.1 0.679 32.2 0.814 32.2 0.743 32.3 1.43 33.5 1.93
0 g 150 mg 12 60.1 10.4 61.0 14.7 59.0 11.0 57.5 10.3 48.9 8.35 41.1 3.49 34.9 2.03
1 g 150 mg 6 60.3 9.70 33.1 2.10 33.0 1.83 33.3 1.76 39.4 6.82 36.8 2.79 35.7 2.25
5 g 150 mg 6 60.4 7.54 30.2 0.388 30.0 0.397 30.1 0.274 30.2 0.407 30.6 1.88 31.2 0.981
0 g 150 mg 6 71.7 10.8 70.3 9.50 70.9 11.3 71.0 13.8 60.2 6.21 48.7 3.02 36.3 3.44

2.5+2.5 g 150 mg 6 69.1 11.0 30.6 0.365 30.2 0.525 30.1 0.504 30.2 0.492 30.3 0.500 31.8 2.61
ECT

0 g 220 mg 12 97.0 18.4 99.2 21.5 96.8 22.5 92.9 21.0 74.4 15.5 54.4 8.94 40.3 2.40
2.5 g 220 mg 6 94.4 7.82 33.3 1.94 33.1 2.18 34.0 2.51 33.4 1.92 36.7 1.39 38.9 3.29
2.5 g 220 mg 6 112 30.7 35.5 2.84b) 33.0 0.993 33.4 1.32 34.9 4.16 39.1 6.36c) 39.5 3.68

5 g 220 mg 6 120 32.2 33.4 1.65 33.1 1.37 32.8 1.39 33.0 1.51 37.5 9.18 36.7 1.81
0 g 220 mg 16 127 29.8f) 128 30.2 125 30.0f) 119 28.0 90.3 21.9 69.6 10.7 47.9 4.31
1 g 220 mg 8 111 41.2 36.0 1.88 36.6 2.45 41.0 11.4 53.7 7.82 52.8 5.99 44.6 2.77
5 g 220 mg 8 123 50.6 35.6 1.57 35.9 2.14 34.9 1.13 42.9 21.4 36.6 2.36 40.3 2.56
0 g 150 mg 12 96.4 22.5 97.8 24.1 96.5 23.8 90.9 23.9 73.4 17.5 57.3 8.52 42.3 3.46
1 g 150 mg 6 90.7 22.6 33.0 1.29 33.2 1.4 32.8 1.7 47.8 18.5 41.6 3.86 37.8 1.73
5 g 150 mg 6 104 13.5 35.8 1.91 35.7 1.51 34.6 1.77 34.6 1.25 35.5 1.05 36.6 1.92
0 g 150 mg 6 132 21.7 132 26.1 134 27.8 128 27.7 106 18.5 78.2 6.14 47.8 7.99

2.5+2.5 g 150 mg 6 131 25.9 34.9 1.63 36.7 3.47 36.2 1.84 36.5 2.01 39.6 4.07 41.3 7.99
aPTT

0 g 220 mg 12 64.7 10.9 64.9 12.0 64.0 10.8 61.7 11.6 55.1 8.93 42.5 10.5 36.1 5.55
2.5 g 220 mg 6 67.1 8.50 32.0 1.97 31.0 2.33 32.4 2.96 31.7 3.42 31.9 6.48 39.0 5.82
2.5 g 220 mg 6 64.3 5.82 30.6 4.93b) 28.3 2.77 27.7 2.75 28.7 4.80 32.2 6.24c) 35.3 6.21

5 g 220 mg 6 66.9 9.84 26.6 5.14 26.4 5.53 26.5 4.78 26.8 5.87 25.6 6.31 28.0 5.92
0 g 220 mg 16 70.6 13.5e) 71.9 11.2 69.6 9.73 e) 67.6 11.2 60.2 12.7 50.0 7.55 39.9 5.36
1 g 220 mg 8 73.3 14.1 30.3 3.00 31.0 3.03 32.1 3.56 39.7 9.85 41.4 6.15 36.5 4.37
5 g 220 mg 8 68.4 17.9 31.1 3.60 31.4 4.39 31.4 4.03 35.7 12.1 29.8 2.29 34.9 3.53
0 g 150 mg 12 61.6 11.3 60.1 11.2 59.4 10.8 56.4 12.5 51.9 12.1 42.1 8.42 38.1 6.29
1 g 150 mg 6 57.1 7.12 26.9 4.71 27.2 4.76 27.2 4.90 37.2 11.6 35.0 5.24 33.7 5.49
5 g 150 mg 6 64.9 7.10 30.0 2.99 30.2 2.59 29.7 2.87 31.2 0.812 29.2 1.08 32.7 0.850
0 g 150 mg 6 75.0 8.99 71.0 8.74 72.4 5.67 68.2 9.73 63.9 5.29 52.3 4.64 38.7 5.58

2.5+2.5 g 150 mg 6 71.9 6.49 30.4 5.00 31.2 3.35 31.0 3.99 30.3 2.67 28.5 4.17 33.3 5.64
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18
dTT ECT aPTT TT

DEMS d)

1
DEMS

1.92 a) 2 2.5 3 6 12 26
TT

0 g 220 mg 12 118 20.8 119 21.5 116 37.8 108 20.5 88.3 24.8 54.1 17.7 30.2 7.19
2.5 g 220 mg 6 119 17.9 11.8 0.489 11.5 0.466 12.2 0.691 12.3 0.540 15.5 4.02 24.0 6.36
2.5 g 220 mg 6 110 20.3 13.2 0.881b) 12.2 0.234 12.4 0.344 15.1 5.55 26.9 12.8c) 26.4 8.08

5 g 220 mg 6 105 46.9 12.8 1.02 15.5 7.64 19.9 18.0 21.0 20.8 25.2 20.4 17.4 4.55
0 g 220 mg 16 146 41.3e) 150 46.4 149 32.9e) 136 36.7 115 47.0 77.8 23.4 44.4 10.3
1 g 220 mg 8 151 29.8 12.3 0.530 12.6 1.37 17.3 13.0 51.3 15.8 49.2 10.6 32.8 5.35
5 g 220 mg 8 143 70.5 12.3 0.498 12.7 0.296 12.4 0.329 28.6 45.4 12.6 0.325 20.6 5.42
0 g 150 mg 12 118 23.7 105 26.7 116 28.4 100 31.0 96.0 29.7 60.4 15.7 32.7 11.4
1 g 150 mg 6 115 40.1 13.8 2.02 13.7 2.03 14 2.26 48.2 37.4 32.9 12.5 28.3 7.25
5 g 150 mg 6 122 38.0 12.0 0.643 12.2 0.459 12.1 0.472 12.2 0.339 12.0 0.647 14.8 2.89
0 g 150 mg 6 161 32.6 127 43.0 146 41.6 138 33.3 123 21.5 90.7 9.31 43.2 15.8

2.5+2.5 g 150 mg 6 147 26.6 11.9 0.424 12.2 0.320 12.2 0.479 11.9 0.376 12.6 0.651 20.5 11.0
ND 2/3 a) b) 2 10 c) 14
d) DE e) 15 f) 11

6/46 ADA

6.2.1.4 PPK/PD CTD 5.3.3.5-01

3 1321.1 1321.2

1321.5 244 3572

4439 4432 PPK

32 20, 76 ,

73 50.0, 114.0 kg CrCL Cockcroft-Gault 122.70 44.11, 212.84 mL/min

76.04 46.86, 110.52 mol/L 225 19

169 73 2 CrCL 30 mL/min 90 mL/min

18 226 PK

PK 3- PK Weibull

1 2-

1 CL CrCL

CL/F CrCL

Q/F
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1

ECT dTT aPTT TT

PPK/PD ECT dTT

aPTT TT

Emax

ECT dTT aPTT TT

1321.1 1321.2 1321.5 ECT 1321.1

1321.5 1321.1 dTT

1321.5 1321.5 TT 1321.1

Emax EC50 aPTT 1321.2 Emax

1321.5

6.2.2

6.2.2.1 1321.3 CTD 5.3.4.2-01

A

B 2.5 g 15 2 PK 19

dTT ECT aPTT TT 20
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19 PK
Cmax

nmol/L
AUC0-

nmol·h/L
CL

mL/min
A 134 24500 27.7 72600 45.2 a) 24.0 45.3 a)

B 101 24800 34.5 66500 51.1 b) 26.2 51.1 b)

4 29500 26.5 59800 46300c) 29.1 37.6c)

a) 109 b) 77 c) 2

20
dTT ECT aPTT TT

0.333 1 2 4 12 24
ng/mL a)

A 134 98.4 232
134

1.15 69.8
133

1.21 113
129

1.19 120
128

1.21 129
128

2.10 386
125

4.98 652
127

B 104 62.8 219
103

1.21 91.0
104

1.28 129
96

1.32 162
96

1.40 199
99

1.55 228
97

2.34 238
91

4 34.5 68.2
4

1.00 0
4

1.00 0
4

1.00 0
4

1.00 0
4

1.00 0
3

1.00 0
4

dTT

A 136 57.1 25.8
136

30.8 6.19
136

31.5 9.28
129

31.8 11.3
127

31.9 12.9
128

34.0 16.7
125

35.7 14.5
128

B 104 50.3 33.4
104

30.4 7.69
104

31.4 12.7
97

32.8 17.1
96

33.2 18.0
98

32.9 16.8
97

31.1 4.24
91

4 40.9 5.81
4

31.4 0.956
4

31.6 0.698
4

31.7 0.681
4

31.9 0.377
4

31.6 0.954
3

31.6 0.826
4

ECT

A 136 133 108
136

42.0 33.8
136

45.4 44.9
126

44.9 46.5
129

45.6 49.1
127

51.1 60.6
125

56.9 57.6
128

B 104 107 98.2
104

41.3 26.9
104

44.8 34.4
97

46.2 41.7
95

51.1 66.2
98

49.4 56.1
97

44.8 19.2
91

4 64.8 20.9
4

36.4 0.968
4

37.5 3.82
4

36.3 0.526
4

36.6 2.60
4

34.8 0.917
3

37.1 3.45
4

aPTT

A 136 69.8 54.8
136

33.3 11.5
136

36.5 40.3
127

32.4 13.4
127

33.0 15.9
127

36.2 21.2
125

39.6 19.2
128

B 104 61.9 56.7
104

38.8 48.1
104

40.2 35.0
96

39.5 30.5
94

37.6 29.7
96

36.7 25.7
97

36.2 16.0
90

4 45.9 8.87
4

32.9 3.42
4

33.1 3.68
4

33.0 3.46
4

30.5 3.90
4

33.5 3.31
3

32.7 3.40
4

TT

A 135 105 90.4
134

16.0 42.1
135

16.2 30.7
126

17.0 44.3
127

17.2 44.9
126

22.5 49.8
125

30.1 41.0
128

B 103 77.7 88.8
103

11.4 1.84
102

19.5 53.1
95

20.5 45.4
93

20.2 49.4
96

20.1 43.2
97

17.1 18.2
91

4 42.0 18.9
4

11.0 0.949
4

11.2 1.23
4

11.0 0.802
4

11.1 0.814
4

10.5 0.608
3

11.5 1.66
4

a) LLOQ 1 ng/mL 2 ng/mL

5/242 ADA 3 ADA

6.R

6.R.1 PK

PK

1321.5 1321.1 DEMS

AUC0- 1.1 1.5

0.9 1.2
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t1/2

CL Vss 5 g

15 2 AUC0- 43300 nmol h/L 5 g

1 AUC0- 37000 nmol h/L

2700000 nmol h kg/L 2740000 nmol h kg/L

PPK CrCL CL CrCL

CL 11%

1321.3 4

4 5 95

PK

PK

PK

1321.3

PK

6.R.2

1321.2 1 2.5 5 g

30 5 6

6.R.3

1321.3

1321.1 1321.2 1321.5 1 g
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1 g

1 g

1321.3 12 36

1321.3 CrCL 52.2 mL/min

1321.3

12

1321.3

12 24

5 g

1321.2 1321.3

12

7.R.3.2

6.R.4

1321.3

3.1.4 in vivo

RE-LY

JACC 2014; 63(4): 321-8
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99 543 861 ng/mL

5 g RE-LY 99%

1321.1 1321.2

1321.5 1

2.5 g

ULN

1321.1 1321.2 1321.5 PK

PD PPK/PD

2.5 g 2 1321.1

1321.2 1321.5 CrCL 40 mL/min 75

1321.3 RE-LY

5 g

1321.1 1321.2 1321.5

7.R.3

6.R.5 PK ADA

PK ADA 1321.1 1321.2

1321.5 ADA 11.7% 33/283

dTT ECT

1321.1 1321.2 1321.5

8.5% 19/224 ADA

40 3.3

5 g Cmax ADA PK

ADA PK

ADA PK

ADA

ADA

7.R.5.3 ADA

6.R.6 DEMS

1321.2 CL

DEMS 24
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1321.3

21

21 CrCL
CrCL

30 mL/min

50

30 mL/min
50 mL/min

55

50 mL/min
80 mL/min

67

80 mL/min

54
nmol/L

10 30 27300 24.7 26000 27.7 23200 33.2 21000 35.8
1 20400 31.2 18300 31.7 14600 52.4 12000 33.9
2 14700 40.0 11500 32.6 8380 35.7 6580 48.4
4 9560 50.7 5430 52.0 2940 87.1 2140 77.4

12 1310 93.5 578 76.7 328 63.3 214 86.1
24 270 114) 139 85.0 89.7 64.8 65.3 73.0

CrCL 30 mL/min 2 10 30

24 99%

24 270 nmol/L Vss 9 L

DEMS DE 150 mg 20%

DE 80% 24

1321.3 50 35 24

24

24

DEMS

CL 24

DEMS

24 DEMS PK

DEMS

DEMS

7.R.7 DEMS

7.

2 1

4
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1321.3

PK PD 6.

7.1

7.1.1 PD PK/PD 1321.5 CTD 5.3.4.1-03

2014 1 8

1321.5 2 1

Part 1 PK

32 4

1 g 2 g 4 g 8 g 1 4 8 6 2

1 3 5 4 1

32 1

5 1

Part 2 PK

DEMS

48 Part 2 49 48 4 1 g

2 g 4 g 5 g 5 8 12 9 3

1 DEMS DEMS DE

1 220 mg 1 3 1 2 4 1 3

8 10 1 2 11 1 11 2 5 7

5 8 2.5 g 15 2 5

48 1

7.1.2

7.1.2.1 PD PK/PD 1321.1 CTD 5.3.4.1-01 2012

9 2013 11

1321.1 3 1

Part 1 PK

104

13 0.02 g 0.06 g 0.2 g 0.6 g 1.2 g 2 g 3 g 4 g 6 g 8 g 1 10 1 g

2 g 4 g 11 13 8 6 2

1 10 1 11 13 5
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4 5 2 7

8 6 1 7 7

8 6 2 6

6 8 7

110

110 1

36.1% 30/83 44.4% 12/27

3 9/83 1 1/6 3 2/6

6 2/12 7 1/6 11 1/6 13 2/6 2/27

4/83 2 1/6 4 1/5 10 1/6 12 1/6

2/27 4/83 4 1/5 7 1/6 11 2/6 1/27

3/83 3 1/6 7 1/6 9 1/6 2/27

Part 2 Part 3

PK 4 DEMS DE 1 220 mg 1 2 3

4 DE 220 mg 1

Part 2 36 Part 3 12

Part 2 3 1 g 2 g 4 g 14 16 12

9 3 4 DEMS 1 55 5

16 8

3 11

35 1

77.1% 27/35 DE

57.1% 20/35 DEMS 46.2% 12/26

11.1% 1/9 DEMS 2

3/26 14 1/9 15 1/9 16 1/8

0/9 3/26 15 2/9 16 1/8 0/9

2/26 14 2/9 0/9

Part 3 9 3 4 DEMS 1 55

5 g 2.5 g 1 1 2 5

12 1

33.3% 4/12 DEMS

16.7% 2/12 DEMS

1 1

7.1.2.2 PK/PD 1321.2 CTD 5.3.4.1-02
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2013 9 2014 8

PK PD

45 64 65 80 45 80

CrCL 60 mL/min 90 mL/min

CrCL 30 mL/min 60 mL/min DEMS

2 2 1

DEMS 22 22

DEMS 7 1 3 5 6 1 2 4 7 1

4 DEMS 1 55 5

22 DEMS 4 1 2 3

4 1 4 DEMS 1 55 5

4 DEMS 1 55 2 55 5

1 2 6

2.5 g 2 2 3 2.5 g

1 g 3 1 1 DE

150 mg DE 220 mg

22 DEMS

DEMS a) 1 mg g

45 64 6 220 2.5

45 64 6 220 5

65 80 8 220 1

65 80 8 220 5

45 80 6 150 1

45 80 6 150 5

45 80 6 150 2.5 2.5 1

a) DE

1 46

67.4% 31/46

3

4/46

7.2 RE-VERSE AD 1321.3 CTD 5.3.4.2-02 2014 6

PK 34 349 36
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200 300 2015 10

28

500

1321.3

A

B 2

23 2.5 g 15 2

23 1321.3

A B

DE

18 20

8

DE

18 20

1 2

1 4 dTT

ECT ULN 1321.1

1321.2 208 DE 1)

100%

100%

1) ULN 2 SD  

%
110%ULN

100
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7.2.1

243 A 137

B 106

1 PD PD

154 90 20

69 55

4 4

77.0 47.0, 96.0 ,

52.7% 128/243 73.4 35.0, 169.0 kg CrCL 52.2 7.9, 192.9 mL/min

DEMS 1 DE 110 mg 1 2 62.1% 151/243 DE 150 mg 

1 2 28.8% 70/243 DE 75 mg 1 2 2.5% 6/243 6.2% 15/243

94.7% 230/243 0.4% 1/243

VTE 2.1% 5/243 2.9% 7/243 DEMS 15.83 1.47,

105.77 B / 19

7 6 5

4

243 dTT 110%ULN 39.09

156 A 96 B 60 100%ULN 35.54

188 116 72 ECT 110%ULN 45.39

216 125 91 100%ULN 41.26 224

128 96

dTT ECT 110%ULN

A

B dTT ECT 100 100.0, 100.0

95%CI % 100%ULN

100%ULN

110%ULN 100%ULN A

B dTT ECT 100 100.0, 100.0

95%CI %

1 2 4

TT aPTT

243 aPTT 110%ULN 43.78

158 94 64 100%ULN 39.80 178 107 71

TT 110%ULN 15.64 226 129 97

100%ULN 14.22 230 131 99 aPTT TT

aPTT

100% 110%ULN A 95.7% 90/94

B 93.8% 60/64 100%ULN 91.6% 98/107
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91.5% 65/71 TT 100%

110%ULN 99.2% 128/129 96.9% 94/97 100%ULN

95.4% 125/131 94.9% 94/99

A 1 2 24

76.6% 105/137

32

6

105 77 24 92 72

104

10.0

B 92.1% 93/101

5 g 6.9%

7/101 1.0% 1/101

24 2) ISTH

Major 1.0% 1/101 TIMI Minimal 1.0% 1/101 GUSTO

Mild 1.0% 1/101

PK 238 2 1

2 4

Cmin,1 20 ng/mL Cmin,1 LLOQ 1 ng/mL

A B

CV% 98.4 232 ng/mL 62.8

219 ng/mL 1 2 1.27 102 ng/mL 1.47

177 ng/mL

A 1.00 2590 ng/mL B 1.00 2880 ng/mL

1 90

A 91.2% 125/137 B 82.1% 87/106

10% 24

24 10%
A

137
B

106 243
14.6 20 8.5 9 11.9 29
10.2 14 8.5 9 9.5 23
10.2 14 0.9 1 6.2 15
11.7 16 10.4 11 11.1 27
5.8 8 10.4 11 7.8 19

10.2 14 1.9 2 6.6 16
%

A 21.2% 29/137 B 25.5% 27/106

2) 3
ISTH TIMI GUSTO
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2 A 2

B 5 3 2 3 0 1 3

2 1 0 2 2 2

1 B

A 48.2% 66/137 B 46.2% 49/106

3 8 4 2

6 4 0 1 6 4 0 4

1 DVT 4 2 PE 4 0 1 3 3 0

DVT PE 1

A 1 B

7.2.2

4

A 1 90 3

4 25

dTT 110%ULN 2 ID

8100601 8101301 100%ULN 3 8102701 8100601 8101301

ECT 110%ULN 100%ULN

3 8102701 8100601 8101301 dTT ECT

110%ULN

110%ULN dTT ECT

100% 100%ULN

100%ULN

110%ULN 100%ULN dTT ECT

100%

aPTT 110%ULN 100%ULN

3 8102701 8100601 8101301 TT 110%ULN

100%ULN 4 aPTT TT

110%ULN 100%ULN % aPTT TT

100%

4

25
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25 1321.3

ID 8102701 8101001 8100601 8101301
72 82 87 79

kg 63 55 44 80
CrCL mL/min 62.7 75.4 31.1 33.8
DEMS a) 110 mg 1 2 110 mg 1 2 110 mg 1 1 110 mg 1 2
DE 11.67 21.08 21.55 29.72

ng/mL
4

33.1 1.00b) 15.1 1.00b) 65.4 1.00b) 43.5 1.00b)

ECT
4

55.8 40.3 41.0 34.2 73.3 35.9 89.2 36.0

dTT
4

37.7 31.9 34.6 32.4 43.7 31.6 47.5 31.6

aPTT
4

46.5 35.8 33.4 29.0 49.6 30.7 54.0 26.6

2 3 25 22

3 DE 2 2

Hb

a) DE b) LLOQ

7.R

7.R.1

18000 DEMS

RE-LY DE 150 mg 1 2 1.5% 175/6076

75 mg 110 mg 7

0.42% 27/6408 0.28%

DEMS

DEMS

DEMS
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7.R.2

7.R.5

DEMS

DEMS

DEMS

DEMS

DEMS

1321.3

DEMS

DEMS

24 2

1321.3 t-PA

30 40

1321.3
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DEMS

DEMS

7.R.2

7.R.2.1

1321.3

PK

PD

DEMS DE 220 mg 1 2 4 g

1321.3

4

LLOQ

DEMS

DEMS

DEMS NVAF

VTE VTE

1321.3 94.7% 230/243

DEMS 1321.3 DE 110 mg 1 2

62.1% 151/243 DE 150 mg 1 2 28.8% 70/243 DE 75 mg 1 2

2.5% 6/243 6.2% 15/243

1321.3

200 300

10 25

26

2015 10 11
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DEMS

1321.3 DEMS

DEMS

PK PK PD

1321.3

1321.3

1321.3

DEMS

1321.3

1321.3

7.R.2.2 1321.3

1321.3

4

dTT ECT 1321.3

dTT

ECT 12 72

4 110%ULN dTT

A B 100%

100% 97.4% A 97.9% B 96.7%

110%ULN ECT

A B 100% 100%

94.9% A 96.0% B 93.4%

238 236 20 ng/mL 5 g 4

1 ng/mL LLOQ 1321.3

ECT dTT aPTT TT dTT ECT

aPTT

TT 0 700 ng/mL

1321.3 A
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76.6% 105/137 24 56.2% 77/137

B 3.1 92.1%

93/101 6.9% 7/101 1.0% 1/101

DEMS

1321.3

100%

100% 110%ULN

dTT 4 ECT 11 aPTT 8 TT 4 100%ULN

80% 6

4

2590 ng/mL 668 ng/mL 4

2880 ng/mL 669 ng/mL 78.3 ng/mL 1.00 ng/mL 95.3 ng/mL 1.00 ng/mL 297 ng/mL

1.12 ng/mL 6.33 ng/mL 4 20 ng/mL 2

110%ULN 100%ULN

dTT ECT 110%ULN

25 A 12 B 13

1 24

7.81 ng/mL 4 1.00 ng/mL

ULN

1321.3

1321.3

dTT ECT 110%ULN

100% 81.0 

ng/mL 1.00 2880 100%
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7.R.4

7.R.2.3

1321.3

4

dTT ECT B

A B

1321.3 4

15.1 33.1 43.5 65.4 ng/mL
15.1 ng/mL dTT 34.6

5 g

1.00 ng/mL LLOQ

1321.3

1321.3

A

B PK PD

A

7.R.3

7.R.3.1 1321.3

1321.3

1 1 RE-LY

NVAF DEMS DE

150 mg 1 2

2 g DEMS 2
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213 ng/mL 66.7 L

DE 220 mg 1 2 4 g

Cmax RE-LY RE-LY

RE-LY

overwhelming dose 5 g 1321.3 2.5 g

PK PD 2 15

2 2

5 10

1321.3

1 5 g 1 2.5 g/50 mL 2

1 5 10 2

DEMS

5 g

1321.5 5 g

1321.3 dTT ECT

4

7.R.5

1 5 g

1321.3 5 g 2 15

4 g 1 2 1321.3

2

7.R.3.2

24 aPTT

5 g
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1321.3

2

1 73

329 ng/mL aPTT 87.5

CrCL 29.0 mL/min 5 g 1

2.66 ng/mL 12 33.4 ng/mL 24 139 ng/mL aPTT

10 30 33.2 14 12

5 g 1 aPTT 71.6

10 30 33.8

152 ng/mL 10 30 1 ng/mL LLOQ 24 61.4 ng/mL

8 1 60

955 ng/mL aPTT 283 CrCL 25.7 mL/min

5 g 1 2.09 ng/mL 12

225 ng/mL 24 272 ng/mL aPTT 10 30 62.1

2 5 g 2

aPTT 113 10 30 47.4

287 ng/mL 10 30 1 ng/mL LLOQ 24

58.5 ng/mL 12

2

5 g

P-gp

aPTT

aPTT

PD PK

5 g RE-LY

DEMS

5 g
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P-gp

DEMS

1321.3 2

1 5 g

aPTT

aPTT 1321.3

aPTT

5 g

7.R.4

7.R.4.1

1321.1 1321.2 1321.5

1321.3 5 g

1321.3

4

7.R.2.3

55



7.R.4.2

DEMS

DEMS

1321.3 DEMS

24 24 26

26 DEMS

DEMS 24 24

CrCL mL/min 30 30 50 50 30 30 50 50

ng/mL

374 129
56.6, 2880

28

139 160
10.1, 2590

39

66.5 150
1.00, 643

85

134 104
26.0, 436

15

34.3 171
3.30, 359

12

14.9 181
1.00, 69.7

26

4
3.88 2110
1.00, 1510

28

1.30 189
1.00, 1700

37

1.05 40.1
1.00, 30.8

80

1.00 0.763
1.00, 1.03

15

1.00 0
1.00, 1.00

12

1.00 0
1.00, 1.00

25
dTT 91.3±48.6

39.1, 248
29

59.4±28.3
30.6, 194

40

47.2±16.2
30.6, 106

85

57.1±19.3
34.9, 109

15

41.9±15.5
30.8, 88.6

12

33.8±3.80
28.8, 41.6

26

4
44.3±33.4
24.9, 167

28

33.0±21.1
23.7, 159

38

30.3±2.15
26.0, 43.2

80

29.5±1.99
25.9, 32.9

15

29.8±1.78
26.6, 32.6

12

31.0±6.54
28.0, 61.2

24
ECT 263±156

64.0, 500
29

140±92.3
37.2, 500

40

89.6±55.2
33.9, 315

85

135±61.0
61.2, 296

15

67.5±30.9
38.9, 140

12

48.7±11.1
32.0, 76.1

26

4
95.3±128
33.9, 500

28

51.3±75.9
31.6, 500

37

38.4±3.63
29.4, 52.4

78

39.5±3.62
33.8, 46.2

15

36.5±2.72
31.6, 40.1

12

39.5±8.00
31.5, 71.9

25
aPTT 116±94.0

41.1, 500
29

66.4±35.3
22.3, 215

40

52.8±28.5
20.4, 245

85

106±121
38.1, 500

15

47.6±17.7
34.3, 99.1

12

41.1±16.5
27.2, 113

26

4
54.8±53.6
18.8, 212

28

34.6±23.1
17.2, 168

38

30.0±5.46
18.2, 47.4

78

33.6±6.92
24.5, 43.0

15

29.8±3.46
22.5, 34.1

12

32.1±3.69
27.2, 42.7

23
TT 207±136

52.8, 500
29

105±72.7
14.2, 402

40

68.2±44.5
10.7, 220

84

140±150
32.1, 500

15

50.4±37.0
11.7, 156

12

29.4±17.9
10.2, 75.2

25

4
46.7±90.4
9.40, 384

28

24.9±80.3
9.60, 500

37

12.2±3.12
8.90, 36.7

78

11.7±1.74
9.70, 15.4

15

11.2±1.08
9.60, 12.7

12

11.4±1.15
9.90, 15.3

23

CV% ± ,

1321.3 DEMS 24

, 35.8 1.00, 436 ng/mL
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24 104 1.00, 2880 ng/mL DEMS

24

, 178 26.0, 436 ng/mL 40.6 3.30, 359 ng/mL

17.1 1.00, 69.7 ng/mL

20 ng/mL DEMS

24 50%

20 ng/mL DEMS 24

4

DEMS

DEMS 24

DEMS

48

, 27.8 1.00, 202 ng/mL

1321.3

dTT ECT

dTT

ECT

DEMS 1321.3

DEMS

CrCL 50 mL/min DEMS 24

14.9 ng/mL

DEMS

t1/2 11

18 75 mg 110 mg

75 mg 110 mg
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2 DEMS

48

1321.3 48

CV% 23.1 421 202 ng/mL

1321.3

1000 ng/mL 9 P-gp

P-gp DEMS

DEMS

7.R.5

7.R.5.1

1321.3 PE DVT

5.3% 13/243 A 8 B5

DVT 6 PE 4 4 2 1

2 1 1 2 7

4 8 8 DEMS

12/13 1

12 1

13

DEMS 12/13 94.7% 230/243

DEMS 15.83 23.02

81 ng/mL 96.2 ng/mL

12

1321.3

DEMS
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7.R.5.2

1321.3 1 90

12.3% 30/243 A16 B14

1% 1.6% 4/243 A4 B0

1.2% 3/243 A3 B0 1.2% 3/243 A2

B1 1.2% 3/243 A1 B2

1 A

48 2

2 2 1

1 2

1

1

TPN

TPN TPN

2

1321.3 12.3%

1321.3
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7.R.5.3 ADA

1321.3 4 3

ADA 1321.3 ADA 3.3%

8/242 8 3 pre-existing ADA

3 ADA 8 pre-existing 

ADA PK PD 6.R.5 PK ADA

ADA ADA 1

59

pre-existing ADA

pre-existing ADA

ADA

ADA ADA

ADA

ADA

7.R.1 DEMS

ADA

ADA

7.R.6

1321.3

CrCL 30 mL/min CrCL

30 mL/min 50 mL/min CrCL 50 mL/min 80 mL/min

CrCL 80 mL/min

100.0%

257 ng/mL 1.58 ng/mL 4

103 ng/mL 1.17 ng/mL 55.3 ng/mL 1.00 ng/mL 35.8 ng/mL 1.00 ng/mL

LLOQ

92.2% 47/51 92.7% 51/55 84.1% 58/69 82.1% 46/56

62.7% 32/51 45.5% 25/55 42.0% 29/69 35.7% 20/56

7.8% 4/51 5.5% 3/55 1.4% 1/69 7.1% 4/56
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1321.3 5 g

DEMS

DEMS

7.R.7 DEMS

24 DEMS

DEMS

CrCL 30 mL/min

24

DEMS 6.R.6

DEMS 1321.3 DEMS

A 36 15.0 1.3 B 66

7.8 1.0 DEMS

90 DEMS

DEMS

DEMS 1321.1 1321.2

1321.5 7.5% 43/574 modified TT

43 4 TT 10%

1321.3 DEMS

PK 24

DEMS

24 DEMS

1321.3 DEMS

7.R.8

DEMS
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3

300 1321.3

5.3% 12.3% 300

1321.3 1.5 2 90%

1321.3

4

DEMS DEMS

8.

2

9. 1

DEMS
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2

28 8 23

2.5 g

28 2 23

1.

20 12 25 20 8

1.1

2.5 g

DEMS

DEMS

1.2

1321.3

1321.3
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1321.3

1321.3

1.3

dTT ECT

aPTT

P- P-gp

75 mg 110 mg
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P-gp

P-

 
1.4

1321.3 5 g

5 g

aPTT

5 g

1321.3

1321.3

1321.3
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1 5 g 1 2.5 g/50 mL 2

1 5 10

1.5

1.5.1

DEMS

24

1.5.2

1321.3

1321.3

1.5.3

pre-existing ADA

ADA
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ADA

ADA

ADA

1.5.4 DEMS

DEMS 24

DEMS

1321.3 DEMS

24 DEMS

24 DEMS

1321.3 DEMS

DEMS

1.5.1

1.6

1321.3 5 g

DEMS

DEMS

1.7

1 7.R.8

27

28

29
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27

28

1321.3
1321.14 a

a:1321.3

29

4

300
*

*

1.8 1321.3

1321.3

eCRF query eCRF

eCRF

missing
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1

2. 1

1 1

 

    
4 10

24 36-37 2 2

34 17 CTD 5.3.4.2-02 CTD 5.3.5.2-02

40 13 16 25
25-26 39 5 5

40 17
41 13 28-29 36-37
41 19-20 31-32 5 5
42 9 11-12 13-14 5 5
42 35
42 37 CTD 5.3.4.2-02 CTD 5.3.5.2-02
43 8 2 2
46 11
50 14
58 6

 
3.

3.1

3.2 GCP

CTD 5.3.5.2-02 GCP

4.

8
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1 5 g 1 2.5 g/50 mL 2

1 5 10

1.

2.
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