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0.5 μg/kg/

1.0 

μg/kg/ 1.0 

μg/kg 30 60

10  

0.25 μg/kg/

2 5 25 100%



2 
 

25 50% 2.0 μg/kg/

0.5 1.0 μg/kg 2 5  

1  

0.25 μg/kg/

2 5 25 100%

25 50% 1.3 μg/kg/

1.0 μg/kg 2 5  
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2 mg 5 mg  

 

 

 

 

 

 

0.5 μg/kg/

1.0 μg/kg/

1.0 μg/kg 30 60

10

 

0.25 μg/kg/

2 5 25 100% 25 50%

2.0 μg/kg/

0.5 1.0 μg/kg 2 5

 

 

0.25 μg/kg/

2 5 25 100% 25 50%

1.3 μg/kg/

1.0 μg/kg 2 5 30
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ASA American Society of 
Anesthesiologists  

AUC Area under the curve  
CL Clearance  
Cmax Maximum concentration  
CTD Common technical document  
FAS Full analysis set  
GCP Good clinical practice  
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Activities Japanese version ICH  

SpO2 
Oxygen saturation of peripheral 
artery  

t1/2 Elimination half-life  
Vd Volume of distribution  
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1.  
Glaxo GlaxoSmithKline μ

2006 10

 

2016 3 83

20

 

2012 4 24 4 6 0406 1

0406 1 2013 11

 
 

2.  
 

 

3.  

 

 

4.  

t1/2

Anesth Analg 2001; 93: 1393-401

 

 

5.  

 

 1999

 2009; 33: 682-4  2008; 14: 81-5

 

 
: 2007 7 2009 3

3342 15 57
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6. 
 

6.1  
 

/ : 

0.05 ng/mL / : 0.1 ng/mL  
 

6.2  

CTD 5.3.5.2.2: ULTIVAANS3001

CTD 5.3.3.2.1: USA-219P CTD 5.3.3.2.2: USAA3122

 

 

6.2.1  
6.2.1.1  

36 : 1 6 7 15 18

0.25 1.3 μg/kg/

15 1 10

1 0.24 μg/kg/ 0.26 μg/kg/

CL

CTD 5.3.5.2.2: ULTIVAANS3001  
 

1 ULTIVAANS3001  
 (μg/kg/ )   (ng/mL) CL (mL/min/kg) 

0.24 a) 1 5.01 47.86 
0.24 0.26  33 4.81 ± 1.71 70.76 ± 76.48 

0.26 b) 2 6.65, 15.70 47.70, 72.65 
 ±  

a) 0.2398 μg/kg/ b) 0.4831 0.7489 μg/kg/  

 

6.2.1.2  
13 : 2 6

8 7 12 5 5 μg/kg

2 6 7 12

CL Vd t1/2 CTD

5.3.3.2.1: USA-219P  

34 : 2
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8 2 2 6 2 6 7 7 12 6 13 15

4 16 18 3 5 μg/kg

2 CTD

5.3.3.2.2: USAA3122  
 

2  
USAA3122  

  
 

Cmax 
(ng/mL) 

t1/2 
(min) 

AUC0-∞ 

(ng min/mL) 

CL 
(mL/min/kg) 

Vd 
(mL/kg) 

2  8 24.22 ± 10.26 5.39 ± 1.83 62.57 ± 22.96 90.50 ± 36.83 457.72 ± 144.76 
2 2  6 25.35 ± 3.66 3.38 ± 1.19 58.11 ± 16.74 92.12 ± 25.81 307.89 ± 89.21 

2 6  7 34.76 ± 8.16 3.58 ± 1.79 75.55 ± 28.05 76.06 ± 22.39 240.11 ± 130.47 
7 12  6 42.48 ± 13.70 5.27 ± 1.37 94.24 ± 34.28 59.66 ± 22.45 248.88 ± 91.39 

13 15  4 34.97 ± 10.17 3.71 ± 1.05 98.34 ± 40.97 57.18 ± 21.11 223.21 ± 30.62 
16 18  3 42.68 ± 12.94 5.73 ± 0.71 107.74 ± 5.09 46.47 ± 2.14 242.46 ± 109.24 

 ±  

 

6.R  
6.R.1  

 

CL Vd

 

 60%

1 40 45%  2 . ; 

1994, p300

t1/2 Clinical 

Pharmacokinetics 1985; 10: 392-403

CL  

 71 72%

-7 N Engl 

J Med 2003; 349: 1157-67

CL  

 Vd 300 400 mL/kg

-2: 084-02

80%

1 60%  2 . 

; 1994. p183 Exercise Physiology Fourth Edition. Williams & Wilkins; 1996. p53-9

40% 1 20%

 2 . ; 1994. p183
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Vd

 

ULTIVAANS3001 CL

1 6 7 15 91.05±99.79

48.03±11.44 mL/min/kg : 57.51 46.11 mL/min/kg

CL 1 6

7 15

USAA3122 CL

Vd 2

t1/2

2  

CL

Vd

t1/2

 

 

t1/2

CL

 

 

7.  

CTD 5.3.5.2.2: ULTIVAANS3001

3

CTD 5.3.5.1.2: USAA3105 CTD 5.3.5.1.3: USAB3107 CTD

5.3.5.1.4: USAA2019 1) CTD 5.3.5.1.5: USAA3119 2)

2 CTD 5.3.3.2.1: USA-219P

CTD 5.3.3.2.2: USAA3122

  

                                                        
1) USAA3105 : 2 12

 
USAB3107 : 1 12

 
USAA2019 : 2 12
alfentanil  

2) 8
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7.1  
7.1.1 CTD 5.3.5.2.2: ULTIVAANS3001 2013 11 2014 11  

ASA 3)

1 15 4) 80 : 1 6 7 15

25

6.2.1.1  
5) 0.25 μg/kg/

15 6)

25

100% 25 50% 1.3 μg/kg/

1.0 μg/kg 30 2 5

 

80 1 6 7 15 40

FAS  

, 

168 136 34, 579 57.73 67.09 8.76, 312.26 μg/kg

2 2

2.0 10.0 μg/kg  

FAS 7) 95%

11.3 5.3, 20.3 % 9/80  
8) 81.3% 65/80

 

30.0% 24/80

                                                        
3) ASA  

:  
:  
:  
:  
:  
:  

4) 30
 

5) 
92.5% 74/80

12 15  
6) 0.25 μg/kg/

0.25 μg/kg/  
7) 5 1

 

 
: a) 20% 1  

: a) 20% 1  
 b)  

 b) 
a) 1 5  
b)  

 
8) MedDRA/J ver. 17.1 
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21/80 26.3% 3/80 3.8%  
9) 23/80

28.8% 22/80 27.5% 23/80 28.8%

8/80 10.0%

SpO2 3

SpO2 78% 1

 

1 15

 

 

7.R  
7.R.1  
7.R.1.1  

ULTIVAANS3001

 

USAA3105 USAB3107 USAA2019

7.R.4

USAA3119 2

USAA3105 USAB3107

USAA2019 1 2 1

1

ULTIVAANS3001

1  

ULTIVAANS3001

 

ULTIVAANS3001

                                                        
9)  

 
 a) 20% 1  

 
a) 20% 1 80 / 1

7 60 / 8 15 1  

 
 a) 20% 1  
 a) 20% 1  

a) 1 5  
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USAA3105 USAB3107

 

ULTIVAANS3001

USAB3107 GG084-JPN-03

-3 GG084-JPN-04 -4 GG084-JPN-05 -5 10)

3
11)

ULTIVAANS3001  
 

3  

   
 

 
 

%  
95%  

 

 ULTIVAANS3001   80 9 11.3 [5.3, 20.3] 

 USAB3107  
 185 27 15 [10, 21] 

 86 19 22 [14, 32] 

  
GG084-JPN-03  

 84 17 20.2 [12.3, 30.4] 
 83 12 14.5 [7.7, 23.9] 

GG084-JPN-04   80 1 1.3 [0.0, 6.8] 
GG084-JPN-05   15 3 20.0 [4.3, 48.1] 

 

1

 

 

ULTIVAANS3001

ULTIVAANS3001

ULTIVAANS3001

1

  

                                                        
10) GG084-JPN-03 : 

 
GG084-JPN-04 : 

 
GG084-JPN-05 : ASA

 
11) USAB3107 ULTIVAANS3001 GG084-JPN-03

GG084-JPN-04 GG084-JPN-05 5
1  

 
: 90 / 1  

: a) 15 mmHg 1  
  

  
a) 2  
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7.R.1.2  

 

ULTIVAANS3001 95%

1 6 7 15 12.5 4.2, 26.8 % 5/40

10.0 2.8, 23.7 % 4/40

4  

 

GG084-JPN-04 1.3% 1/80

GG084-JPN-03

17.4% 29/167
12) 89.53 92.09%

1

 

 

GG084-JPN-

03 GG084-JPN-04 GG084-JPN-05

GG084-JPN-05 2/3

0 29.4% ULTIVAANS3001

 

  

                                                        
12) 

1
/ 100  
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4 ULTIVAANS3001 FAS  

  
 

 
 

%  
95%  

 
 42 4 9.5 [2.7, 22.6] 
 38 5 13.2 [4.4, 28.1] 

 

 60 5 8.3 [2.8, 18.4] 
 18 3 16.7 [3.6, 41.4] 
 

 
2 1 50.0 [1.3, 98.7] 

 

 24 1 4.2 [0.1, 21.1] 
 4 0 0 [0.0, 60.2] 
 15 4 26.7 [7.8, 55.1] 

 15 0 0 [0.0, 21.8] 
 9 2 22.2 [2.8, 60.0] 
 13 2 15.4 [1.9, 45.4] 

 

 

 

7.R.2  
7.R.2.1  

Vd CL

6.R.1

 

ULTIVAANS3001 GG084-JPN-03

GG084-JPN-04 5

 

 1 6 7 15

 

 
 

 (1) (2)

 

(1) ULTIVAANS3001
9)

 

(2) 
 

 
7 8



12 
 

 

 
ULTIVAANS3001

21.3%

17/80  

 
 

 
5  

 ULTIVAANS3001  a) 
 1 6  7 15  

 80 40 40 247 
 65 (81.3) 30 (75.0) 35 (87.5) 242 (98.0) 

 0 0 0 9 (3.6) 
 0 0 0 0 

 0 0 0 8 (3.2) 

 

 41 (51.3) 13 (32.5) 28 (70.0) 124 (50.2) 
 32 (40.0) 13 (32.5) 19 (47.5) 3 (1.2) 
 28 (35.0) 11 (27.5) 17 (42.5) 1 (0.4) 

 17 (21.3) 9 (22.5) 8 (20.0) 94 (38.1) 
 15 (18.8) 5 (12.5) 10 (25.0) 0 

 13 (16.3) 6 (15.0) 7 (17.5) 55 (22.3) 
 12 (15.0) 4 (10.0) 8 (20.0) 81 (32.8) 

 9 (11.3) 6 (15.0) 3 (7.5) 113 (45.7) 
 8 (10.0) 7 (17.5) 1 (2.5) 0 
 7 (8.8) 6 (15.0) 1 (2.5) 0 

 5 (6.3) 4 (10.0) 1 (2.5) 0 
 5 (6.3) 5 (12.5) 0 3 (1.2) 

 4 (5.0) 2 (5.0) 2 (5.0) 119 (48.2) 
 4 (5.0) 1 (2.5) 3 (7.5) 0 

 2 (2.5) 0 2 (5.0) 15 (6.1) 
 1 (1.3) 1 (2.5) 0 94 (38.1) 

 1 (1.3) 0 1 (2.5) 38 (15.4) 
 1 (1.3) 0 1 (2.5) 23 (9.3) 
 0 0 0 55 (22.3) 
 0 0 0 38 (15.4) 

 0 0 0 27 (10.9) 
 0 0 0 26 (10.5) 

 0 0 0 24 (9.7) 
 0 0 0 22 (8.9) 

 0 0 0 22 (8.9) 
 0 0 0 19 (7.7) 

 0 0 0 19 (7.7) 
 0 0 0 16 (6.5) 
 0 0 0 14 (5.7) 

 0 0 0 13 (5.3) 
 0 0 0 13 (5.3) 

MedDRA/J ver. 17.1 
%  

a) GG084-JPN-03 GG084-JPN-04  
 

3332

15 57

1

: 
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2006 10 20 2015 12 15 1996 5 17 2015 12 21

 

 

 

 
 

 

 

7.R.2.2 ASA  
ASA 3)

ASA

 

USA-219P USAA3122 ASA

USA-219P :  7/23 USAA3122 :  

14/42  1/42 ASA

15 57 ASA

51 2

ASA 15

1 2 13)

ASA

ASA

ASA

 

 

1

CL Vd 6.R.1

1 6 7 15 1

                                                        
13)  2015; 64: 524-9

 1  
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ASA

ASA

ASA

1

 
 

7.R.3  

 

USAA3105 USAB3107 USAA2019

 3 . 

; 2013. p36-41 . ; 2012. p42-8 ULTIVAANS3001

ULTIVAANS3001

74/80 5)

 

 

 6 . ; 2012. p54-5

 3 4 . ; 2015. p449-50
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7.R.4  
7.R.4.1  

ULTIVAANS3001

 

USAA3105 USAB3107 14) 1.27 μg/kg/

ULTIVAANS3001

0.25 1.3 μg/kg/ ULTIVAANS3001

2 5 25

50% t1/2

2 5 25 100%
15)

2 5 25 50%  

ULTIVAANS3001

 

 
42.5% 34/80

/ 0.40

0.51 μg/kg/ 2

0.25 μg/kg/

 

 6 0.24 μg/kg/

0.49 μg/kg/ 1.21 μg/kg/

0.25 μg/kg/ USAA3105

USAB3107 : 0.24 μg/kg/ 0.49 μg/kg/ 91.3 92.4%

 

 ULTIVAANS3001 0.74 μg/kg

0.74 μg/kg/ 79.5% 58/73 100% 7/7

                                                        
14) USAA2019 ULTIVAANS3001

 
15)  
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USAA3105 USAB3107 0.74 μg/kg/

USAA3105 : 4/119 USAB3107 : 3/185

ULTIVAANS3001
16) USAA2019 62

0.74 μg/kg/ 0.99 μg/kg/ 54 1.30 μg/kg/ 6

 
 

6 ULTIVAANS3001  
 80 

0.24 μg/kg/  1 (1.3) a) 
0.24 μg/kg/ 0.49 μg/kg/  60 (75.0) 
0.49 μg/kg/ 0.74 μg/kg/  12 (15.0) 
0.74 μg/kg/ 0.99 μg/kg/  4 (5.0) 
0.99 μg/kg/ 1.30 μg/kg/  3 (3.8) 

%  
a) 0.10 μg/kg/

 
 

 36 5 3 2

1 90% 8

 1

1 5

 

 28 17) 5

1

13.8% 11/80

3 2

1

 

ULTIVAANS3001

0.25 μg/kg/ 2 5 25 100% 25 50%

ULTIVAANS3001

1.3 μg/kg/

ULTIVAANS3001

USAA3105 USAB3107 1.27 μg/kg/

1.3 μg/kg/

1.3 μg/kg/   

                                                        
16) 1 μg/kg 1 μg/kg/ 0.5 μg/kg/ 1 μg/kg

 
17) 15

15  
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1

ULTIVAANS3001 1.21 μg/kg/

1 1.3 μg/kg/

7.R.1.2 7.R.2.1

1

1 1.3 μg/kg/

 

 

7.R.4.2  

 

ULTIVAANS3001

1.0 μg/kg 2 5 30

2

 

 300  

 1 13 10 1 15

2

0.94 1.21 0.57

0.91 μg/kg/  

 USA-219P USAA3122

Anesth Analg 1993; 77: 1031-40 Br J Anaesth 2012; 108: 1028-34

20

 

USAA3105 42/119 USAB3107 40/185 USAA2019 15/68
18) USAA3105

4 2 1 USAA2019 4

2 1  

 3 4 . ; 2015. 

p.449-50 Br J Anaesth 2005; 94: 74-9

                                                        
18) 20   
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ULTIVAANS3001

ULTIVAANS3001 1.0 μg/kg 2 5

30

 

 

 

0.25 μg/kg/

2 5

25 100% 25 50%

1.3 μg/kg/ 1.0 μg/kg

2 5  

 

ULTIVAANS3001 2

1.0 μg/kg 2 5

 

 

 

7.R.5  
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ASA

 

255

 

 

 
 

8.  
8.1  

 
 

8.2 GCP  

CTD 5.3.5.2.2 GCP

GCP

 

 

 

 

 
 

9. 1  

 

 

 

 

  



20 
 

2  
 

28 7 11  

 

 
2 mg 5 mg 

 

 

27 9 29  

 

1.  

20 12 25 20 8

 

 

1.1  

1

1

 

 

 

 

1  

0.25 μg/kg/

2 5

25 100% 25 50%

1.3 μg/kg/ 1.0 μg/kg

2 5  

 

1.2  
1 7.R.5

7 8
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7  
 

   
  
  
  
  
  
  
  
  

  
 

 
  

 
8  

  
  
  

  

 

 

9

 
 

9  

  
  
  
 255 ASA 10  

 

 ASA  
  
  
  
  
  

 

 

 

2.  

4  
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0.5 μg/kg/

1.0 

μg/kg/ 1.0 

μg/kg 30 60

10  

0.25 μg/kg/

2 5 25 100%

25 50% 2.0 μg/kg/

0.5 1.0 μg/kg 2 5  

1  

0.25 μg/kg/

2 5 25 100%

25 50% 1.3 μg/kg/

1.0 μg/kg 2 5  

 

 

 

 
 

 


