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［申 請 者 名］ サノフィ株式会社 

［申請年月日］ 令和４年９月 30 日 

 

 

［審 議 結 果］ 

令和５年８月 28 日に開催された医薬品第二部会において、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。 

本品目は生物由来製品に該当し、再審査期間は８年、原体及び製剤は毒薬及

び劇薬のいずれにも該当しないとされた。 

 

［承 認 条 件］ 

医薬品リスク管理計画を策定の上、適切に実施すること。 
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 Fc- VIII FVIII

- vWF 350,000

1946 A 883 B 

A 1 745 746 1033 1034 1036 1037 1720 

1721 1946 FVIII 1 745 

FVIII 1649 2332 IgG1 Fc 

C B 1 477 478

625 626 657 658 883 vWF 

742 1218 C336A, C379A FVIII 626

657 IgG1 Fc C 

HEK293  

Efanesoctocog Alfa is a recombinant Fc-human blood coagulation factor VIII (FVIII) -human 

von Willebrand factor (vWF) fusion glycoprotein (molecular weight: ca. 350,000) composed of 

an A-chain consisting of 1946 amino acid residues and a B-chain consisting of 883 amino acid 

residues. The amino acid residues at positions 1 – 745, 746 – 1033,1034 – 1036, 1037 – 1720, 

and 1721 – 1946 of the A-chain correspond to amino acids residues at positions 1 – 745 of FVIII, 

unstructured polypeptide linker, peptide linker, amino acids residues at positions 1649 – 2332 

of FVIII, and Fc domain of human IgG1 whose C terminal lysine residue is deleted. The amino 

acid residues at positions 1 – 477, 478  625, 626 – 657, and 658 – 883 of the B-chain 

correspond to amino acid residues at positions 742 – 1218 of vWF (C336A, C379A), 
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unstructured polypeptide linker, amino acid residues at positions 626 – 657 of FVIII, and Fc 

domain of human IgG1 whose C terminal lysine residue is deleted. Efanesoctocog Alfa is 

produced in HEK293 cells. 
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A Y346 A Y718 A Y719 A Y723 A Y729 A Y1052 A Y1068

B Y632 B Y633 B Y637 B Y643  

A N41 A N239 A N1198 A N1506 A N1797 B N94 B N384

B N734  

A G746-A S1036 B G478-B S625 O  

A C1726 B C663 A C1729 B C666  
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C13690H20958N3682O4376S136 2  

A  C9601H14646N2558O3007S70 

B  C4089H6316N1124O1369S66 
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3.

in vitro A

FVIII KO in vivo

3.1

3.1.1 in vitro
3.1.1.1 CTD 4.2.1.1-1

FVIII

3.1.1.2 CTD 4.2.1.1-2

A ROTEM TGA

3.1.2 in vivo
3.1.2.1 CTD 4.2.1.1-6

FVIII KO 1.5 5 15 50 100 IU/kg

72 24

5

FVIII KO 1.5 5 15 50 100 IU/kg

24 24

5
IU/kg 1.5 5 15 50 100

5.6
(1/18)

55.0
(11/20)

80.0
(16/20)

83.3
(25/30)

95.0
(19/20)

0
(0/25)

16.7
(3/18)

15.0
(3/20)

25.0
(5/20)

43.3
(13/30)

75.0
(15/20)

4.0
(1/25)

%

3.2

6 5.2
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3 ADA
3)

8

(IU/kg)
Cmax

(mIU/mL)
AUC0-t

(hr mIU/mL)
AUC0-t /Dose

(hr mIU/mL/[IU/kg])
t1/2
(hr)

CL
(mL/hr/kg)

MRT
(hr)

Vd
(mL/kg)

75 2,170 37,500 501 17.0 3.84 17.6 94.2
250 7,780 139,000 557 20.0 3.41 20.3 98.2
750 22,100 382,000 509 22.6 3.59 21.8 117
75 1,870 32,200 429 17.8 4.55 20.2 117

250 5,930 95,900 384 20.6 4.86 19.4 144
750 16,200 365,000 487 18.5 3.97 17.8 106

4.1.3 CTD 4.2.3.2-2

5.2 4 6 / 25 75 250

750 IU/kg 4 8 Day 1 Day 29

0.25 96 8 FVIII

9 Cmax AUC

8

J Pharmacol Exp Ther 2019; 371: 95-105 3 4

ADA 4)

9

(IU/kg)
Cmax

(mIU/mL)
AUC0-t

(hr mIU/mL)
AUC0-t/Dose

(hr mIU/mL/[IU/kg])
MRT
(hr)

t1/2

(hr)
CL

(mL/hr/kg)
Vd

(mL/kg)
25 4 1,050 29,600 1,180 28.0 33.8 1.56 74.7
75 6 3,210 79,900 1,070 25.9 31.0a) 1.70a) 75.3a)

250 4 11,100 283,000 1,130 27.1 29.2 1.76 74.2
750 6 31,200 767,000 1,020 27.5 29.2a) 1.88a) 79.2a)

25 4 1,160 33,400 1,340 27.0 27.8 1.42 57.0
75 6 3,000 77,600 1,030 26.4 27.5 1.91 76.1

250 4 12,400 306,000 1,220 25.4 27.0 1.61 62.5
750 6 32,400 799,000 1,070 26.5 27.1 1.84 70.8

a) 5

4.2

4.R

FcRn Fc VWF FVIII

D'D3 FVIII FVIII

3) ADA 75 IU/kg 9/19 7/19
250 IU/kg 12/19 13/19 750 IU/kg 21/24 22/24

4) ADA 25 IU/kg 0/4 2/4 75 IU/kg 5/6 3/6
250 IU/kg 4/4 4/4 750 IU/kg 6/6 5/6
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10

IU/kg/ IU/kg/
CTD

4
1 /3

+ 2

0 a) 75
250 750 750 4.2.3.2-1

4
1 /4

+ 3

0 a) 25
75 250 750

25

AST

75 aPTT
750 b)

750 4.2.3.2-2

a) 10 mmol/L 250 mmol/L 5% 5 mmol/L CaCl2 0.05%
80 pH 7.0

b) 750 IU/kg/ 1 ADA

5.3

5.4

CTD4.2.3.2-1 4.3.3.2-2 ADA

5.5

5.6
CTD4.2.3.2-1 4.3.3.2-2

5.7

5.7.1

in vitro
11
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11  
    CTD 

  

 
 

4.2.3.7.7-  

 

5.R  

 

5.R.1  

 

IgG1 Fc FcRn

FcRn

Birth Defects Res B 2009; 86: 328-44 Birth Defects Res B 2013; 98: 

459-85

4

Cmax 16.9 23.8

Bio Neonat 1966; 10: 108-112 Blood 1996; 88: 900-906 Semi Thromb 

2003; 29: 329-338

FVIII Blood Cells Mol Dis 2017; 67: 

2-13

 

 

6.  
6.1  

FVIII FVIII

ADA

ELISA ADA FVIII Fc
ADA FVIII IgG
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XTEN D'D3 ADA XTEN D'D3 ELISA

EFC16293

FVIII FVIII 2.5

FVIII

6.2

/ a CTD5.3.3.2-1 242HA101

CTD5.3.3.2-2 242HA102 CTD 5.3.5.1-1 EFC16293

CTD 5.3.5.2-1 EFC16295

6.2.1

6.2.1.1 / a CTD 5.3.3.2-1 242HA101 2017 8 2018 11

18 65 A FVIII 1%

16 2 25 

IU/kg 65 IU/kg 25 IU/kg 72 65 IU/kg 96

72

7 240 25 IU/kg 336 65 IU/kg

14 25 IU/kg 16 65 IU/kg FVIII

12

12
25 IU/kg 65 IU/kg

FVIII 7 6 9 8
Cmax (IU/dL) 52.6 10.1 68.9 19.2 140 28 161 27

IR ([IU/dL]/[IU/kg]) 2.05 0.47 2.76 0.77 2.15 0.44 2.48 0.41
AUC0-inf (hr IU/ dL) 656 145 4,620 1,430 2,000 415 13,000 2,540

CL (mL/hr/kg) 4.05 1.34 0.590 0.220 3.37 0.71 0.510 0.100
Vss (mL/kg) 56.1 5.3 36.0 9.9 59.5 12.9 36.3 7.6

t1/2z (hr) 9.80 4.06 37.8 4.8 13.5 3.4 43.0 3.7
MRT (hr) 12.9 2.9 57.4 8.6 15.8 2.3 68.4 6.5

FVIII 5 IU/dL (hr) 34.0 5.6 169 33 53.1 7.8 249 23
FVIII 40 IU/dL (hr) 3.36 1.78 48.9 12.9 19.5 3.6 112 13

FVIII

6.2.1.2 CTD 5.3.3.2-2 242HA102 2018 10 2019 4

18 65 A FVIII 1%

24 50 IU/kg 65 IU/kg 1 4

120 7 2 3 4
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336 10 FVIII 4

13

13 4
50 IU/kg 9 65 IU/kg 14

Cmaxss (IU/dL) 135 31 173 24
IR ([IU/dL]/[IU/kg]) 2.50 0.60 2.47 0.32
AUC0-tau (hr IU/dL) 8,390 1,340 11,500 2,570

CLss (mL/hr/kg) 0.610 0.110 0.600 0.140
Vss (mL/kg) 38.3 8.3 34.8 7.0

t1/2z (hr) 41.6 5.9 37.6 4.6
MRTinf (hr) 62.8 8.4 59.1 5.6

Ctrough (IU/dL) 9.83 3.85 11.8 4.9
FVIII 5 IU/dL (hr) 207 24 214 27

FVIII 40 IU/dL (hr) 77.0 11.7 93.3 16.4

FVIII

6.2.1.3 CTD 5.3.5.1-1 EFC16293 2019 11 2022 2

12 A FVIII 1%

A 159 12

FVIII 133

50 IU/kg 1 52 Arm A

26 26 50 IU/kg 26 50 IU/kg

1 Arm B Arm A 17 26

336 8

168 6 FVIII 26

14

14 26
12 18 18

Cmax (IU/dL) 131 33 (159) 118 25 (25) 133 34 (134)
IR ([IU/dL]/[IU/kg]) 2.60 0.65 (159) 2.34 0.49 (25) 2.64 0.67 (134)
AUC0-tau (hr IU/dL) 9,600 2,010 (153a)) 8,350 1,550 (25) 9,850 2,010 (128a))

CL (mL/hr/kg) 0.508 0.124 (153a)) 0.582 0.115 (25) 0.493 0.121 (128a))
Vss (mL/kg) 31.7 7.4 (153a)) 34.9 7.4 (25) 31.0 7.3 (128a))

t1/2z (hr) 47.6 8.9 (159) 44.6 5.0 (25) 48.2 9.3 (134)
MRT (hr) 63.2 9.7 (153a)) 60.0 5.5 (25) 63.9 10.2 (128a))

26

Cmax (IU/dL) 154 30 (17)
FVIII

a) AUC 30 6

IR ([IU/dL]/[IU/kg]) 3.05 0.59 (17)
AUC0-tau (hr IU/dL) 11,800 2,720 (17)

CL (mL/hr/kg) 0.449 0.101 (17)
Vss (mL/kg) 29.6 8.3 (17)

t1/2z (hr) 47.9 9.3 (17)
MRT (hr) 65.9 11.3 (17)

Ctrough (IU/dL) 18.5 8.7 (17)

6.2.1.4 CTD 5.3.5.2-1 EFC16295 2021 2
2022 1 24
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12 A FVIII 1%

A 32 50 IU/kg

1 52 168 6 FVIII

15

15
6 14 6 12 18

Cmax (IU/dL) 142 65 113 23
IR ([IU/dL]/[IU/kg]) 2.78 1.26 2.24 0.44
AUC0-tau (hr IU/dL) 6,710 1,190 7,190 1,450

CL (mL/hr/kg) 0.740 0.128 0.681 0.139
Vss (mL/kg) 38.0 7.2 38.1 6.8

t1/2z (hr) 39.9 5.7 42.4 3.7
MRT (hr) 51.9 9.1 56.3 5.1

FVIII

6.2.2 /

6.2.2.1 CTD 5.3.3.5-1

18 242HA101 242HA102 12

EFC16293 12 EFC16295

LTS16294 3 A 260

FVIII 3,054 NONMEM ver 7.4.1

1-

CL V CL

FVIII Ctrough Cmaxss 40 IU/dL

6.2.2.2 / CTD 5.3.3.5-4

12 EFC16293

RTTE FVIII

50 IU/kg 1

1 95%CI 29 17 50 %

6.R

242HA101 25 IU/kg 65 IU/kg

12 50

IU/kg PKM17085 CTD 5.3.3.2-3

3.94

2.82 FVIII
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VWF

VWF FVIII

242HA101 242HA102 EFC16293 25 65 IU/kg

Cmax AUC0-tau 12 14 242HA102

50 IU/kg Cmax 115 21 IU/dL AUC0-tau 7,740 1,180 hr IU/dL 4

Cmaxss 135 31 IU/dL AUC0-tau 8390 1340 hr IU/dL

CTD 5.3.3.2-2

242HA101 242HA102 EFC16293 EFC16295

12 15

CL FVIII

Eur J Haematol 2021; 106: 745-61

EFC16293 16

168 FVIII

AUC0-tau AUC0-tau CL

FVIII

EFC16293
9)

16 EFC16293

Cmax (IU/dL) 134 23 (12) 131 34 (147)
IR ([IU/dL]/[IU/kg]) 2.65 0.46 (12) 2.59 0.66 (147)
AUC0-tau (hr IU/dL) 10,900 1,680 (12) 9,500 2,010 (141a))

CL (mL/hr/kg) 0.429 0.077 (12) 0.514 0.125 (141a))
Vss (mL/kg) 30.5 8.4 (12) 31.8 7.4 (141a))

t 1/2z (hr) 52.2 5.3 (12) 47.2 9.0 (147)
MRT (hr) 70.3 6.5 (12) 62.6 9.7 (141a))

FVIII
a) AUC 30 6

FVIII

7.R.5

7.

/ a CTD5.3.3.2-1 242HA101

CTD5.3.3.2-2 242HA102 CTD5.3.5.1-1 EFC16293

9) EFC16293 Arm A 9/12 75.0% 26 2/12 16.7%
2
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CTD5.3.5.2-1 EFC16295

CTD5.3.3.2-3 PKM17085 17

17

242HA101 / a A 18 65
16
25 IU/kg 7 a)

65 IU/kg 9

25 IU/kg
25 IU/kg

65 IU/kg
65 IU/kg

242HA102 A 18 65
24
50 IU/kg 10
65 IU/kg 14

50 IU/kg 50 IU/kg
1 4

65 IU/kg 65 IU/kg
1 4

EFC16293 A 12 Arm A 133
Arm B 26

Arm A
50 IU/kg 1 52
Arm B

50 IU/kg 26
50 

IU/kg 1 26

EFC16295 A 12

67
6 31
6 12 36

50 IU/kg
1 52

PKM17085 A 18 65 13 50 IU/kg

a) 1

6.2

7.1

7.1.1 / a CTD 5.3.3.2-1: 242HA101 2017 8 2018 11

10) 18 65 A FVIII

1% 18

7

25 IU/kg 65 IU/kg 25 

IU/kg 72 65 IU/kg 96

16 25 IU/kg 7 65 IU/kg 9
11)

10) FVIII 150

11)
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1 15 25 IU/kg 6 1

65 IU/kg 9 1
12) 18.8% 3/16 8 25 IU/kg

1 65 IU/kg D 1
13) 60.0% 9/15 18 25 IU/kg

1 65 IU/kg

D 2

1

D

D 3 1

25 IU/kg 1 4

1 25 IU/kg 1 1

7.1.2 CTD 5.3.3.2-2: 242HA102 2018 10 2019 4
10) 18 65 A FVIII

1% 25

1

50 IU/kg 65 IU/kg 1 4

24 1 50 IU/kg 10 65 IU/kg

14

28 50.0% 12/24 25 50 IU/kg

3 2

1 65 IU/kg 2

1

7.2

7.2.1 CTD 5.3.5.1-1: EFC16293 2019 11 2022 2
10) 12 A FVIII 1%

A 150 Arm A 124 14) Arm 

12) 3
3 7

13) 28
14)

15% Arm A 124 50 ED 104
104 2 95%CI 2003

FVIII Haemophilia 2004; 10: 288-289 6.8%
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B 26

19 51

2

Arm A

FVIII 15)

50 IU/kg 1 52

Arm B

12 12

6 6
15) 26 50 IU/kg 26

50 IU/kg 1

50 IU/kg

30 IU/kg 50 IU/kg 2 3

2 3

30 IU/kg 16) 6

50 IU/kg 2 3

30 IU/kg 50 IU/kg WFH

FVIII 100%

159 Arm A 133 Arm B 26

FAS FAS

Arm A 50.9 9.1 2, 63 Arm B 11.9 4.3 5,

21 Arm B 23.8 6.1 2, 28

Arm A ABR 18 ABR

97.5%CI 0.97 6

ABR 2.9 2.3 2,000
15% 124 ABR 97.5%CI 6

90%
15) FVIII 4 5
16) 3
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18 ABR EFC16293 FAS
Arm A Arm B Arm B

133 26 26
47.55 8.77 25.12 1.07 22.89 6.00

% 47 35.3 26 100.0 6 23.1
86 268 8

ABR
0.71 1.43 21.42 7.41 0.69 1.35

0.00 0.0, 11.0 21.13 8.3, 33.4 0.00 0.0, 4.1
95%CI a) 0.71 0.52, 0.97 21.41 18.81, 24.36 0.70 0.33, 1.48

ABR 365.25
a)

362 Arm A 86 Arm B 268 Arm B

8 375 Arm A 92 Arm B 275 Arm B

8 361/362 99.7% Arm A 85 Arm B 268 Arm 

B 8 2 350/362 96.7% Arm A 81 Arm B

261 Arm B 8 1

334 19

94.9% 317/334 Arm A 60 Arm B 251 Arm B 6

Excellent Good

19 ISTH
Excellent 8 72

Good 8
72

Moderate 8 72

None 8

11 12 17)

143.33 mL 65.56 mL

20

Excellent

17) 13 14 2 2
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20 ISTH  
Excellent 10% FVIII/FIX/

 
Good  10 25%

FVIII/FIX/

 
Fair 25 50% FVIII/FIX/

2 
 

Poor 50%

2  

 

28 123/159 77.4% 394

3% 20.1% 16.4% 6.3%

5.7% COVID-19 4.4% 3.8%

3.1% 8/159 5.0% 18 VIII

9 3 2 CD4

1 CD4  

 

1 15 18

2

CD4

COVID-19 1 CD4

1 1 1 CD4

18) 1 3 1

 

7.2.2 CTD 5.3.5.2-1: EFC16295 2021 2

2022 1 24  
19) 12 A FVIII 1%

A 6 6 12

25

15 38  

50 IU/kg 1 52

50 IU/kg

30 IU/kg 50 IU/kg 2 3

2 3 30 IU/kg

 
18) 

1  
19) FVIII 6

50 6 12 150  



22
_ _  

16) 6

50 IU/kg 2 3 30 IU/kg 50 IU/kg

WFH FVIII 100%

67 1 6 31 6 12 36

FAS 2 63 6 27

6 12 36 FAS

19.3 14.9 1, 46 6

16.3 15.1 1, 41 6 12 22.0 14.5 2, 46

FVIII 0.6 BU/mL 20)

FVIII

53.7% 36/67 75 2

6 6 5 6 4 5 COVID-

19 SARS-CoV-2 3 3 COVID-19 2 2

26

ABR 21

21 26 ABR FAS
6 6 12

11 12 23
33.81 3.30 38.89 3.41 36.46 4.18

% 2 18.2 4 33.3 6 26.1
2 7 9

ABR
0.28 0.63 0.74 1.43 0.52 1.12

0.00 0.0, 1.6 0.00 0.0, 4.9 0.00 0.0 4.9
95%CI a) 0.28 0.07, 1.12 0.76 0.27, 2.16 0.54 0.23, 1.26

ABR 365.25
a)

11 19 19

2 13

19 Excellent Good

1 1

20

Excellent

20) 0.6 BU/mL
2 4 2
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7.R  

7.R.1  

A FVIII

FVIII

12 EFC16293 12

EFC16295

2 EFC16293 EFC16295

LTS16294 2022 1 24

3

EFC16295 LTS16294 120-Day Safety Update

2022 6 30  

7.R.2  

7.R.2.1  

 

EFC16293 ABR 97.5%CI 6

2000

FVIII 12

ABR 1.6 6.5 N Eng J Med 2018; 379: 811-22 Haemophilia 2013; 19: 691-7

 

EFC16293 Arm A ABR 95%CI 0.71 0.52, 0.97

97.5%CI 6

Arm A 86/133 64.7% ABR 0

FVIII

EFC16293 OBS16221 21) OBS16221

EFC16293 26 77 ABR

95%CI 2.99 2.03, 4.42 0.69 0.43, 1.12

Arm B 26 ABR 97% 95%CI 93, 98%

18 12 EFC16295 ABR

95%CI 0.54 0.23 1.26 EFC16293 ABR  

 

 

 

 
21) OBS16221 12 FVIII 12

EFC16293 Arm A 133 82 OBS16221
 



24
_ _  

EFC16293

EFC16293

EFC16295 ABR

FVIII

7.R.2.2

EFC16293 EFC16295 350/362 96.7% 16/19 84.2%

1

4 19 317/334 94.9%

13/13 100% Excellent Good

EFC16293 EFC16295

EFC16293

7.R.2.3

18 15 3 21 EFC16293 12 EFC16295

1 LTS16294 8 19 12 7

22 15 EFC16293 14 EFC16295 1 4

20 Excellent

FVIII FVIII

7.R.2.4

EFC16293 Arm A ABR 0.00 0.00, 11.0

12 0.51 0.0, 1.1

1 EFC16293 

350/362 96.7% 6/6 100%

7.R.3

7.R.3.1

EFC16295 120-Day Safety Update 2022 6 30

74 6 38 6 12 36 1



25 
_ _  

37.8 12.7 2, 58 6

33.9 14.1 2, 56 6 12 41.9 9.5 28, 58 55/74 74.3% 188

5% SARS-CoV-2 12

16.2% 8 10.8% 7 9.5% COVID-19 6 8.1%

5 6.8% 4 5.4%

2 5

VIII

1

2 2 1

1/1 1  

LTS16294 22) 2022 6 30 176

Arm A EFC16293 146 EFC16295 18 LTS16294 Arm 

B 12 30.9

14.9 1, 59 30.68 14.66 115 65.3% 26

6 3.4% 52 79/176 44.9% 224 

5% COVID-19 15 8.5%

1 1 12

17 2

1

2 4

1

4/11 5

COVID-19 COVID-19 1  

EFC16293 15 18 CD4 1

 

7.2.1 12 EFC16293 12 EFC16295

 

 

7.R.3.2  

 

EFC16293 EFC16295 LTS16294 2022 6 30

A A

FVIII A 25 30%

 
22) LTS16294 Arm A EFC16293 EFC16295 LTS16294

Arm B C 52 Arm B
Arm C 26 6

3  
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Haemophilia 2017; 23: 4-13 A 1000

2 J Thromb Haemost 2018; 16: 1055-68

FVIII FVIII

7.R.3.3

EFC16293 EFC16295 LTS16294 2022 6 30 Grade 3 

EFC16293
23) 6 9 2

1

EFC16295 23)

1 1

FVIII

7.R.3.2 7.R.3.3

7.R.3.4

EFC16293 EFC16295 2022 6 30

LTS16294 2022 6 30 3

Arm A 1 Arm B 1

3

A

3

23) EFC16293 EFC16295
MedDRA PT
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1

 

 

7.R.4  

FVIII 1% A

FVIII

FVIII VIII 

 

7.R.5  

7.R.5.1  

 

12 EFC16293 12 EFC16295

50 IU/kg 1 ABR

7.R.2.1 7.R.3  

EFC16293 50 IU/kg FVIII

40 IU/dL 86.6 16.9 5 

IU/dL 241 39.9 26 39 52

FVIII 10 IU/dL EFC16295 50 IU/kg

FVIII 40 IU/dL 57.3 8.59

6 63.8 9.89 6 12 5 IU/dL 178 13.1

6 197 15.5 6 12  

FVIII

50 IU/kg 1

 

 

50 IU/kg 1

 

 

7.R.5.2  

 

 

  

EFC16923 EFC16925 50 IU/kg

30 IU/kg 50 IU/kg 

2 3 2 3

30 IU/kg
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50 IU/kg 72 30 IU/kg

1 Excellent Good

7.R.2.2 EFC16923 EFC16925

51.18 10.0 IU/kg 60.84 25.12IU/kg  

 

  

6

50 IU/kg 2 3 30 IU/kg 50 IU/kg

WFH FVIII 100%

WFH

2 50 IU/kg 2

3 30 IU/kg Excellent

1 46.54 12.61 IU/kg

166.47 58.88 IU/kg

3.6 1.3 FVIII 70%

 

 

50 IU/kg

 

 WFH 2 3 30 IU/kg 50 IU/kg

 

 WFH FVIII 100%

6 95% 50 

IU/kg Cmax 80 IU/kg FVIII WFH

80 100%

 

 

 

 

7.R.5.3  

EFC16293 EFC16295 LTS16294

1 10 kg 20 kg 6 20 kg 30 kg

3 30 kg 55 kg 2 55 kg 1

15

12 1 1 2 12 20 kg
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1 2 3 20 kg 1 6

 

 

 

 

7.R.5.4  

EFC16293 EFC16295

MedDRA SMQ

EFC16295 1

5 EFC16293 1 EFC16295 2

2

 

 

FVIII

 

 

7.R.5.1 7.R.5.4

 

 

 

1 1 kg 50

 

1 kg 50 1  

 

7.R.6  

 

FVIII

3 150 30

2
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7.R.3.4  

 

8.  
8.1  

 

 

8.2 GCP  

CTD 5.3.5.1-1 GCP

 

 

9. 1  
VIII

VIII 1

 

 

 



31 
_ _  

2  
 

5 8 4  

 

 
 250 500 1000 2000 3000

4000 

  

  

 4 9 30  

 

 

 

 

 

1.  

20 12 25 20 8  

 

1.1  

1

 

 EFC16293 6 FVIII

ABR

 

 FVIII 1

 

 1 FVIII 15 IU/dL

 

 

1.2  

1

 

 FVIII FVIII

 

 FVIII VWF



32 
_ _  

 

 FVIII

FVIII

 

 12

 

 

 

 1.4 

 

 

 

 

1.3 EFC16295  

12 A EFC16295 7.2.2

2023 2 9

1

1

 

 

1.3.1  

74 6 38 6 12 36 1

52.5 7.2 3, 72 6 51.2 8.6 3, 57 6 12

53.9 4.9 33, 72 62/74 83.8% 255 5%

SARS-CoV-2 11 14.9% 9 12.2%

COVID-19 7 9.5% 6 8.1%

5 6.8% 4 5.4%

3 5 24)

VIII 1 9

10 2

1

 
24) 120-Day Safety Update

1  
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120-Day 

Safety Update 2022 6 30 25)

1.3.2

ABR 22

22 ABR EFC16295 FAS
6 6 12

38 36 74
48.67 8.49 51.01 3.47 49.81 6.61

% 14 36.8 13 36.1 27 36.5
17 47 64

ABR
0.46 0.70 1.32 3.66 0.88 2.62

0.00 0.0, 3.1 0.00 0.0, 21.4 0.00 0.0, 21.4
95%CI a) 0.48 0.30, 0.77 1.33 0.64, 2.76 0.89 0.56, 1.42

ABR 365.25
a)

27 64 62 96.9%

2 64 40

19 97.5% Excellent Good

6 2 2 20

Excellent

1.4

1 7.R.6

23

24 25

23

25) EFC16293 EFC16295 LTS16294
2023 1 17 2022 6 30
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24  
  

 
  

 

 
25  

  
  
 FVIII  
 2 50 EDs  

 150 FVIII 30  

 
FVIII

FVIII
 

 

2.  

8

 

 

 

VIII  

 

 

 

 

1kg 50 1 7  

1 1 kg 50

 

 

1 kg 50 1  
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i 

 
 

 
   

ABR Annualized bleeding rate  
ADA Anti-drug antibodies  
aPTT activated partial thromboplastin time  
AST Aspartate aminotransferase  
AUC Area under the plasma concentration-time curve  

AUC0-t 
Area under the plasma concentration or activity 
versus time curve from 0 to time t 

0 t
 

AUC0-tau 
Area under the activity-time curve from hour 0 
over the dosing interval 

0 
 

BU Bethesda unit  
CI Confidence interval  
CL Clearance  
Cmax Maximum plasma concentration or activity  
Cmaxss Maximum FVIII activity at steady state  
Ctrough Trough activity  
COVID-19 Coronavirus disease 2019 SARS-CoV-2  
CQA Critical quality attribute  
DNA Deoxyribonucleic acid  
EEPCB Extended end of production cell bank  
ELISA Enzyme-linked immunosorbent assay  
FAS Full analysis set  
Fc Fragment crystallizable  
FcRn neonatal Fc receptor Fc  
FIX a  Activated coagulation factor IX IX  
FVIII Coagulation factor VIII VIII  
FX coagulation factor X X  
HCP Host cell protein  
HEK293  Human embryonic kidney cell 293 293 

ICH 
International council for harmonisation of 
technical requirements for 
pharmaceuticals for human use 

 

IgG Immunoglobulin G G 
IR Incremental recovery  

ISTH International Society on Thrombosis and 
Haemostasis  

IU International units  
MCB Master cell bank  
MedDRA Medical Dictionary for Regulatory Activities ICH  
MMV Minute mouse virus  
MRT Mean residence time  
MRV-3 Mammalian orthoreovirus 3 3 
QbD Quality by design  
rFVIII Recombinant coagulation factor VIII VIII  
ROTEM Rotational thromboelastography  
RTTE Repeated time to event  



 
_ _  

ii 

   

SARS-CoV-2 Severe acute respiratory syndrome coronavirus 
2  

SDS-PAGE Sodium dodecyl sulfate polyacrylamide gel 
electrophoresis  

SEC Size exclusion chromatography  
SuHV1 Suid herpesvirus 1 1 
t1/2z Terminal half-life  
TGA Thrombin generation assay  
Vd Volume of distribution  
Vss Volume of distribution at steady state  

VWF von Willebrand factor von Willebrand
 

WCB Working cell bank  

WFH
 

World Federation of Hemophilia Guidelines for 
the management of Hemophilia, 3rd edition 3 Hemophilia. 2020; 26 Suppl 6: 1-

158  
X-MuLV Xenotropic murine leukemia virus  

  VIII  
   

  
2013

  

 
  

250 7  

  moroctocog alfa (INN) Xyntha
 

  250 5
 

 
 

250 5  

  FVIII 1
1  

   
 

 

 


