
審議結果報告書

平成 25 年 9 月 2 日

医薬食品局審査管理課

［販 売 名］ アブストラル舌下錠 100 μg、同舌下錠 200 μg、同舌下錠

400 μg
［一 般 名］ フェンタニルクエン酸塩

［申請者名］ 協和発酵キリン株式会社

［申請年月日］ 平成 24年 11月 13日

［審 議 結 果］

平成 25年 8月 22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。

なお、本品目の再審査期間は 4年、製剤は劇薬に該当し、生物由来製品及

び特定生物由来製品に該当しないとされた。
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1  
1 4.2.1.3-1  

3 10 30 g/kg 3 g/kg

10 g/kg pH 30 g/kg

QT QTc  
 

 

 

 
 

 

/ : 0.02 ng/mL
3H

: 2

 ±  
 

1  

3 0.01 mg/kg 0.01 0.03 0.1 0.2 mg/kg
1 0.2 2.0 mg/kg 3 0.2 mg/kg

                                                        
1 3H  
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1 2

- AUC0-

BA 4.2.2.2-1  
 

2  

 mg/kg   
Cmax 

ng/mL  
Tmax 
hr  

AUC0-  

ng hr/mL
t1/2 
hr  

BA 
% b) 

 0.01  - - 3.32 ± 0.62 1.27 ± 0.14 - 

 

0.01  1.32 ± 1.26 0.83 ± 0.29 2.42 ± 1.87 4.40 ± 2.86 72.9 ± 56.4 
0.03  1.68 ± 0.23 0.53 ± 0.46 3.64 ± 0.34 1.62 ± 0.28 36.6 ± 3.4 
0.1  7.34 ± 2.00 0.50 ± 0.00 16.4 ± 2.00 2.18 ± 0.10 49.3 ± 6.1 

0.2 
 13.2 ± 6.40 0.67 ± 0.29 33.6 ± 14.6 2.99 ± 1.16 50.7 ± 21.9 
 8.45 ± 2.90 0.75 ± 0.43 31.8 ± 9.10 7.75 ± 0.40 - 

 0.2  0.98 ± 1.39 1.2 ± 0.8 3.23a) 34.2 a) 4.9 a) 
2.0  0.78 ± 0.35 2.2 ± 1.8 7.48 ± 2.80 4.49 ± 1.90 1.1 ± 0.4 

3  ±  
a 2 b AUC0-  
 

 

3 3H 0.1 mg/kg 1

2.0 ± 0.0 Cmax: 16.1 ± 2.6 ng eq./mL t1/2 5.62 ± 0.78

AUC0- 117 ± 14 ng eq. hr/mL 4.2.2.2-2  

3 0.04 mg/kg 100 200 400 g
2 1.00 mg/kg 3

AUC0- BA 400 g 1 mg/kg

119.1 ± 15.7 3.5 ± 0.8%

4.2.2.2-3  
 

3 0.04 mg/kg 100 200 400 g  
1.00 mg/kg  

  
Cmax 

ng/mL  
Tmax 
hr  

AUC0-  

ng hr/mL
t1/2 
hr  

 0.04 mg/kg - - 11.7 ± 2.5 3.70 ± 1.25 

 
100 g 2.41 ± 0.47 0.18 ± 0.03 2.79 ± 0.22 4.18 ± 1.32 
200 g 4.96 ± 1.09 0.17 ± 0.03 5.83 ± 1.44 2.93 ± 0.86 
400 g 9.60 ± 2.12 0.15 ± 0.05 13.9 ± 1.8 3.14 ± 1.53 

 1.00 mg/kg 3.15 ± 0.73 0.83 ± 0.29 10.2 ± 2.2 4.47 ± 1.12 
3  ±  

 

3 3H 400 g 3 0.83 

± 0.29 Cmax 8.79 ± 1.11 ng eq./mL t1/2 14.8 ± 2.4 AUC0- 91.9 ± 6.9 ng 

eq. ·hr/mL 4.2.2.2-5  
 

2  
3H 0.1 mg/kg 1

0.5

24 48

4.2.2.3-1  
                                                        
2  
3 3H  
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3  

3 3H 0.1 mg/kg 1 0.5

N-phenylpropanamide M2 M4 4-anilinopiperidine

M5 40.5 ± 25.1 3.1 ± 3.2 19.6 ± 7.0 3.3 ± 2.9%

8 48

4.2.2.4-1  

3 3H 400 g 3 0.2

90.8 ± 14.8% 1 4 62.9 ± 38.6 20.1 ± 11.3%

M2 M4 168

4.2.2.2-5  

 
4  

3 3H 0.1 mg/kg 1 48

58.9 ± 3.3 45.3 ± 1.5% 4.2.2.2-2  

3 3H 400 g 3 168

51.7 ± 3.7 48.6 ± 2.7% 4.2.2.2-5  

 

 

 

 
 
 

 
 

1 4.2.3.1-1  

2 35 mg/kg

4 2

5  
 

2 4.2.3.6-2  

10 / 1 4 400 g 1

2 1 4 4 5

                                                        
4  
5 CTFA , , 18: 1-5, 1994 1 0.1 mL

30  
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4  
 

 
 

 

2 5.3.1.2-1: EN3267-003

5.3.1.2-2: EN3267-010

3 5.3.1.2-3: EN3267-001 5.3.1.2-4: EN3267-013

5.3.1.2-5: EN3267-012

/ : 

0.010 0.025 ng/mL 0.100 ng/mL 0.102 ng/mL

 ± 

1 3

3 200 g 400 g

3

 
 

1 5.3.1.2-5: EN3267-012  

800 g 6 3 1 7

: FENTORA® 800 g 1

: ACTIQ® 1600 g 1 600 g
8 23 23

26 25 0 AUC0-

11.28 ± 3.76 13.55 ± 5.02 11.21 ± 4.08 20.01 ± 4.74 pg·hr/mL/ g

600 g 800 g FENTORA®800 g

ACTIQ®1600 g BA 54.2 67.5 51.8%

 
 

2  

1 200 g 4 400 g 2 800 g 1 5.3.1.2-1: EN3267-003  

30 3 6 200 g

4 400 g 2 800 g 1 9 800 g 1 200 g
                                                        
6 800 g  
7 : 7 3 ± 6.4 33  
8 AUC0-  
9 : 200 g 4 8.2 ± 4.5 32 400 g 2 6.5 ± 3.2 32 800 g1

7.4 ± 3.2 33  
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4 400 g 2 Cmax AUC0-t 90%

Cmax 0.997 0.91, 1.09 1.002 0.92, 1.10 AUC0-t 1.033 0.96, 1.11 1.086 1.01, 

1.16 400 g 2 200 g 4 Cmax AUC0-t

90% 0.995 0.91, 1.09 0.951 0.89, 1.02 90%

0.80 1.25 200 g 400 g 800 g

 
 

 

1  

3

 
10 1

6 10

3 4

 
 

4 3  
5.3.1.2-1: EN3267-003 5.3.1.2-2: EN3267-010 5.3.3.1-2: 2246-EU-005  

 400 g 800 g a  
 c  d  c  e  

 12 33 12 30 
Tmax hr b  1.00 0.50-1.99 2.00 0.75-4.00 0.50 0.25-1.00 2.00 0.33-3.03

Cmax ng/mL  0.765 ± 0.288 0.771 ± 0.250 1.42 ± 0..47 1.52 ± 0..69 
AUC0- ng hr/mL  5.49 ± 1.93 5.31 ± 2.07f  8.95 ± 2.97 9.12 ± 3.56 g  

t1/2 hr  13.5 ± 5.0 9.3 ± 4.0 f  10.1 ± 3.4 11.6 ± 2.4 g  
 ±  

a 400 g 2 b -  
c 5.3.3.1-2: 2246-EU-005 d 5.3.1.2-2: EN3267-010 e 5.3.1.2-1: EN3267-003  
f 23 g 22  
 

 

5.3.1.2-1: EN3267-003

3 200 g 400 g

100 g 200 g 400 g

3 5.3.3.1-2: 2246-EU-005

1

8 5.3.1.2-1: EN3267-003 4

 

5.3.5.2-1: 2246- 03 2

5 11

                                                        
10 5  
11 30 0: 1: 2: 3: 

4: 5  
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2 1 400 g

200 g

 
 

5 2 5.3.5.2-1: 2246- 03  
a  

100 g×2 200 g 8  200 g×2 400 g 7  
2  1  2  1  

 12.4 ± 2.4 12.6 ± 6.2 12.7 ± 4.2 11.7 ± 4.1 
 20.8 ± 12.3 31.5 ± 29.2 23.3 ± 10.2 24.4 ± 14.8 

 1.11 ± 0.59 1.25 ± 0.71 1.54 ± 0.47 1.70 ± 0.39 
 0 1 2 3 
 

%  
0 8.1 7.50 ± 6.04 11.62 ± 14.70 

b  5 62.5  4 50.0  5 71.4  3 42.9  
b  1 12.5  0 0  0 0  0 0  

 ±  
a 200 400 g 2 1 2

2 1 1  
b  %  
 

 

 
 

 

3 5.3.3.1-1: 

2246-EU-001 5.3.3.1-2: 2246-EU-005 5.3.3.1-3: 2246-EU-006

5.3.5.1-2: 2246- 02 2246- 02 5.3.5.1-2

5.3.5.2-1: 2246- 03

2 5.3.3.1-4: 2246-EU-002

5.3.3.1-5: 2246-EU-004 5.3.3.2-1: 

SuF-001 5.3.5.1-3: 2246- 01

 

 
1  

1 5.3.3.1-1: 2246-EU-001  
10 : 10

1 50 100 150 200 g12 13

6 Cmax AUC0-

Tmax

 

                                                        
12 50 100 200 g 50 g 100 g 200 g 1 150 g 50 g 100 g 1  
13 : 50 g 4.9 ± 3.0 21 100 g 3.5 ± 1.8 20 150 g 4.7 ± 2.9 20

200 g 5.4 ± 5.7 20  
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6  

5.3.3.1-1: 2246-EU-001  
 50 g 100 g 150 g 200 g 
/  10/10 10/10 10/10 10/10 

Cmax ng/mL  
 0.110 ± 0.039 0.219 ± 0.065 0.301 ± 0.071 0.412 ± 0.148 
 0.097 ± 0.031 0.219 ± 0.061 0.292 ± 0.098 0.452 ± 0.144 

Tmax hr a  
 0.63 0.33-1.50 0.50 0.25-2.00 0.50 0.25-2.00  0.88 0.33-2.00
 1.00 0.33-2.00 0.50 0.33-4.00 0.75 0.33-2.00  0.63 0.33-1.25

AUC0- ng hr/mL  
 0.672 ± 0.222b  1.06 ± 0.74c  1.77 ± 1.13 c  1.97 ± 1.01 d  
 0.544 ± 0.066 e  1.03 ± 0.23 f  1.66 ± 0.61  2.80 ± 1.31  

t1/2 hr  
 3.33 ± 0.92 g  4.13 ± 3.60 c  4.86 ± 3.78 c  5.79 ± 3.37 d  
 3.46 ± 1.32 d  3.05 ± 0.97 f  4.71 ± 2.47 d  7.61 ± 3.78 f  

 ±  
a - b 3 c 9 d 7 e 5 f 8 g 6  

 

2 5.3.3.1-3: 2246-EU-006  
10 24 12 6 6

100 g 400 g14 15

7 Cmax AUC0- Tmax

 
 

7  
5.3.3.1-3: 2246-EU-006  

 100 g 400 g 
/  6/6 6/6 

Cmax ng/mL   0.169 ± 0.036 0.756 ± 0.139 
 0.186 ± 0.072 0.671 ± 0.334 

Tmax hr a   1.50 0.50-2.00  0.63 0.50-2.00  
 0.75 0.25-2.00  0.75 0.50-4.00  

AUC0- ng hr/mL   1.06 ± 0.42 5.14 ± 1.93 
 1.09 ± 0.49 3.91 ± 2.23 

t1/2 hr   5.86 ± 3.90 9.06 ± 4.07 
 7.28 ± 4.95 9.07 ± 2.61 

 ± a -  
 

3 5.3.3.1-2: 2246-EU-005  
10 48 12 6 6

3 100 200 400 800 g16 17 3

6 13 8

13 Cmax 1.5 2.0

72 1.06

1.41 23.8 40.1% 0.482 1.37 27.0 33.2%  
 

                                                        
14 100 g 50 g 2 400 g 400 g 1  
15 : 100 g 18.9 ± 12.3 12 400 g 10.7 ± 8.2 12  
16 100 200 400 g 100 g 200 g 400 g 1 800 g 400 g 2  
17 : 100 g 5.3 ± 2.7 12 200 g 9.4 ± 7.6 12 400 g 15.2 ± 13.6 12

800 g 7.0 ± 1.9 12  
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5.3.5.1.2: 2246- 02 Actiq®

100 g

5.3.5.1.1: 2276-004

 

Pain Intensity: PI

Visual analogue scale VAS Pain relief: PR

0: 1: 2: 3: 

4: 5  

0  

 

1 5.3.5.1.1: 2246-004 20 20  

1 1 4

20 mg/ 22 10 mg/

12.5 g/hr 1

4 23)

48 32
 

1 100 g 200 300 400 600

800 g 24

9

6 3

12 30

100 200 g 25

30

2

1 4 26  

42

                                                        
22  
23 VAS PR 2 3 2

2  
30 60 VAS VAS 18 mm 1/3  

30 60 PR PR30 PR60 2  
24 100 300 g 2 400 800 g

2 3 2
 

2  
30 60 PR 0 1 2  

30 60 VAS VAS 18 mm 1/3  
 

30  
25 100 200 300 g 100 g 400 600 g 200 g

800 g  
26
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37 Full Analysis Set FAS

32  

5 2 1 5

2 1 19 9 4

3 2 1  

10  
 

10  
5.3.5.1.1: 2246-004  

 
  

a)

mg/   

 
  

 
/  

 
g /  

 
/  

a) 

mg/  
 

 4 345.0 ± 298.5 9.5 ± 6.2 1.8 ± 0.8 441.7 ± 284.3 1.4 ± 0.7 116.7 ± 101.0 
 18 44.2 ± 27.0 6.1 ± 4.2 1.5 ± 0.5 230.6 ± 124.8 1.9 ± 0.9 18.0 ± 15.3 
 20 132.0 ± 87.3 6.8 ± 7.8 1.9 ± 0.6 356.3 ± 208.2 1.9 ± 0.9 29.1 ± 28.5 

 42 114.6 ± 133.6 6.7 ± 6.3 1.7 ± 0.6 310.6 ± 194.9 1.9 ± 0.9 31.5 ± 42.3 
 

 4 345.0± 298.5 13.5 ± 4.7 1.1 ± 0.1 361.9 ± 242.3 1.3 ± 0.5 83.0 ± 87.8 
 16 45.9 ± 28.2 9.8 ± 5.5 1.5 ± 0.5 201.5 ± 115.4 1.8 ± 0.7 16.0 ± 10.9 
 17 137.6 ± 91.4 11.3 ± 6.3 1.5 ± 0.6 276.2 ± 203.9 1.8 ± 1.0 28.6 ± 29.2 

 37 120.4 ± 140.3 10.9 ± 5.8 1.5 ± 0.5 253.2 ± 178.0 1.7 ± 0.8 29.1 ± 38.3 
 

 4 324.5 ± 287.8 62.3 ± 58.0 2.2 ± 0.8 1052.8 ± 743.0 1.2 ± 0.2 93.5 ± 78.5 
 13 63.3 ± 31.3 61.7 ± 28.1 3.0 ± 1.3 641.5 ± 505.6 1.5 ± 0.5 13.5 ± 7.4 
 15 161.7 ± 110.6 38.3 ± 35.7 3.3 ± 1.9 917.1 ± 677.0 1.7 ± 0.9 24.6 ± 20.9 

 32 142.1 ± 144.9 50.8 ± 36.7 3.1 ± 1.6 822.1 ± 619.9 1.6 ± 0.8 29.1 ± 37.4 
 ±  

a  
 

FAS 30 Pain Intensity 

Difference: PID30  ± 41.11 ± 23.03 33.85 ± 25.39

PID30 95% 7.19 2.59, 11.79

VAS

p=0.002  

95.2% 40/42

47.6% 20/42 51.4% 19/37 93.8% 30/32

1 200 g27

 1

100 g 5 600 

g27 400 g 800 g 100 g 100 g 1
28  2

200 g 400 g 1 9 5 100 g: 1

300 g: 2 400 g: 2 100 g

                                                        
27  
28  
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400 g 400 g 600 g 1

 

26.2% 11/42 11.9% 5/42 10.8% 4/37

18.8% 6/32 3 1

1 1 1 3 1

2 1  

1

 

100 800 g

 

 

2 5.3.5.1.2: 2246- 02 20 20  

1 0.5 3

1 5 10 15 20 mg

4 29

48 8

 

1

37.5: 1 30) 37.5: 1 75: 1

75: 1

3

3 37.5: 1 75: 1

2 1 3

30

2  

51 FAS  

4 2  1  

11  
  

                                                        
29 2  

VAS 3 cm 30 VAS
1.8 cm 1/3  

30 1  
1 1 ×6× 1/37.5 1/75 ×1/4  
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11 5.3.5.1.2: 2246- 02  

 
 

 
 

a  
mg/   

 

 
 

 
/  

 
g/  

 
/  

 

mg/

 7 54.3 ± 37.8 8.6 ± 5.0 
75: 1  1.3 ± 0.5 200.0 ± 115.5 1.8 ± 0.7 11.7 ± 7.6 

37.5: 1  1.0 ± 0.0 400.0 ± 230.9 1.0 ± 0.0 9.2 ± 5.8 
b   1.8 ± 0.8 9.2 ± 5.8 

 19 50.1 ± 35.7 10.0 ± 5.5
75: 1  1.2 ± 0.4 147.1 ± 51.4 1.2 ± 0.5 7.0 ± 2.6 

37.5: 1  1.2 ± 0.4 305.3 ± 122.4 1.1 ± 0.3 7.7 ± 3.3 
b   1.8 ± 0.6 7.8 ± 3.1 

 25 160.2 ± 114.8 8.2 ± 4.2 
75: 1  1.3 ± 0.5 232.0 ± 98.8 1.5 ± 0.7 11.7 ± 5.1 

37.5: 1  1.2 ± 0.5 464.0 ± 197.7 1.4 ± 0.5 12.1 ± 5.4 
b   1.9 ± 0.9 11.7 ± 5.0 

 51 104.7 ± 99.9 8.9 ± 4.8 
75: 1  1.2 ± 0.4 198.0 ± 94.6 1.4 ± 0.6 10.4 ± 5.1 

37.5: 1  1.2 ± 0.4 396.1 ± 189.7 1.2 ± 0.4 10.2 ± 5.2 
b   1.8 ± 0.8 9.9 ± 4.8 

 ± a b  
 

FAS PID30 12

37.5: 1 75: 1

VAS

p<0.001 p=0.014 37.5: 1

75: 1 - 95%

=-10 mm  
 

12 30 PID30 5.3.5.1.2: 2246- 02 FAS  
 

  ±  95% mm a  
 

95% mm a

 
37.5: 1  50 34.83 ± 16.96 8.49 4.89, 12.09  2.22 -1.11, 5.55  
75: 1  49 31.83 ± 18.40 4.54 0.94, 8.14  -1.73 -5.07, 1.60  

 51 26.95 ± 19.45 - - 
 48 33.21 ± 16.96 - - 

a VAS  
 

58.8% 30/51

37.5: 1 29.4% 15/51 75: 1 20.4% 10/49 22.9% 11/48

 

37.5: 1 2 400 g 400 g 1

1

 37.5: 1 1 200 g

1 37.5: 1 1  

17.6% 9/51 37.5: 1 11.8% 6/51 75: 1 6.1% 3/49

6.3% 3/48 37.5:1 3 75:1 1

1 37.5: 1 1 75: 1 1 1 37.5: 1

1 75: 1 1 1  

 

37.5: 1 75: 1
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3 5.3.5.2.1: 2246- 03 20 20  
5.3.5.1.2: 2246- 02

30  

5.3.5.1.2: 2246- 02

1 37.5: 1
31) 30

2 12

 

43  

12 24  6

4  1  

13  
 

13 5.3.5.2.1: 2246- 03  
 

   
 

 
a) mg// g /

 5 66.4 ± 47.5 1.8 ± 0.8 975.2 ± 743.5 158.0 ± 131.1 
 14 197.0 ± 294.6 1.9 ± 0.9 684.2 ± 546.1 65.0 ± 38.8 
 24 93.6 ± 88.8 2.5 ± 1.1 1,355.8 ± 843.1 294.1 ± 221.5 

 43 124.1 ± 184.7 2.2 ± 1.1 1,092.9 ± 794.4 203.7 ± 200.7 
 ±  

a
 

 

30 PR PR30 14

 
 

14 30 PR 5.3.5.2.1: 2246- 03  
 1 14  15 28  29 42  43 56  57 70  71  
 43 32 28 24 22 22 

PR30a  1.61 ± 0 57 1.54 ± 0.51 1.51 ± 0.65 1.40 ± 0.63 1.49 ±0.67 1.56 ± 0.60 
 ± a 0 1 2 3

4  
 

97.7% 42/43  

6 3 600 g 1 800 g 2 400 g

200 g 800 g  1
28 15

 
 

 

  

                                                        
31) 1  

1 1 ×6×1/37.5×1/4 
200 400 g

2 100 g 2 200 g 2 200 g 1 400 g 1 12 100 
g 50 g 2 100 g 1  
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15 5.3.5.2.1: 2246- 03  

 
a  

16  

2 800 g 200 g 800 g 800 g
800 g 400 g 200 600 g

800 g 400 g 800 g 400 g
600 g 200 g 400 g 300 g 200 g

200 g 1  
 

 
b  

14  

2 400 g 800 g 800 g 800 g 500 
g 600 g 800 g 600 g 200 g

800 g 800 g 200 g 800 g 800 g
1  

: a  b   
 

51.2% 22/43

8 8 7 7 3  

1

 

 
 

 
1  

 

5.3.5.1.1: 2246-004

PID30 16

PID30

 
 

16 PID30 
2246-004 : 5.3.5.1.1 : : FAS  

  
 

%  

PID30 a) 
 

 
 
 

95%
- b) 

 90.5 38/42  37 33 9 ± 25.4 41.1 ± 23.0 7.2 2.6, 11.8  

 
65  84.6 11/13  11 35.0 ± 28.9 37.9 ± 26.9 2.1 -8.5, 12.6  
65  93.1 27/29  26 33.4 ± 24.1 42.4 ± 21.3 9.1 4.2, 14.1  

 
 92.0 23/25  22 34.8 ± 26.5 43.2 ± 23.9 8.4 2.0, 14.8  
 88.2 15/17  15 32.5± 24.0 38.2 ± 21.6 5.4 -1.0, 11.9  

 

 100 4/4  4 41.4 ± 29.8 48.2 ± 25.6 6.6 -12.0, 25.2  
 88.9 16/18  16 35.0 ± 26.3 39.2 ± 22.0 4.2 -2.1, 10.5  
 90.0 18/20  17 30.8 ± 23.4 41.1 ± 23.2 10.2 3.3, 17.2  

 
 85.7 12/14  11 35 3 ± 27.2 39.3 ± 20.7 3.4 -4.5, 11.3  
 92.9 26/28  26 33 2 ± 24.7 41.9 ± 24.0 8.9 3.2, 14.6  

 
 93.8 15/16  14 37 5 ± 28.2 45.8 ± 20.9 7.4 -1.4, 16.2  

 88.5 23/26  23 31.8 ± 23.6 38.5 ± 23.8 7.1 1.8, 12.4  

 
 100 10/10  9 33 5 ± 28.6 42.4 ± 20.7 7.9 -0.3, 16.1  
 87.5 28/32  28 34.0 ± 24.5 40.7 ± 23.8 6.9 1.4, 12.4  

a   b 95%  
 

 
 

2  

 

5.3.5.1.1: 2246-004  
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5.3.5.1.4: EN3267-005

17 EN3267-005 2246-004

2246-004

 

5.3.5.1.2: 2246- 02

1

5.3.5.2.1: 2246- 03 1 6

5.3.5.1.1: 2246-004 3

2246- 03 1 2246- 02

 
 

17 5.3.5.1.1: 2246-004 5.3.5.1.4: EN3267-005  
 

 
2246-004  EN3267-005  

  
  

 
   

 
 

 
 

 
 42 42 37 32 131 131 66 72 

 40 95.2  20 47.6 19 51.4 30 93.8 96 73.3 53 40.5  22 33.3 61 84.7
 11 26.2  5 11.9 4 10.8 6 18.8 56 42.7 31 23.7  9 13.6 28 38.9

 1 2.4  0 1 2.7 0 10 7.6 2 1.5  0 8 11.1
 6 14.3  0 1 2.7 5 15.6 18 13.7 4 3.1  0 14 19.4

a  11 26.2  2 4.8 0 9 28 1 23 17.6 14 10.7  2 3.0  7 9.7

 

 

 9 21.4  4 9.5 0 5 15.6 8 6.1 5 3.8  0 3 4.2
 9 21.4  1 2.4 3 8.1 7 21.9 0 0 0 0 

 8 19.0  2 4.8 3 8.1 3 9.4 6 4.6 4 3.1  1 1.5  3 4.2
 7 16.7  2 4.8 3 8.1 4 12.5 15 11.5 5 3.8  1 1.5  9 12.5
 7 16.7  4 9.5 1 2.7 2 6.3 1 0.8 1 0.8  0 1 1.4

 7 16.7  1 2.4 0 6 18.8 0 0 0 0 
 6 14.3  1 2.4 0 5 15.6 29 22.1 12 9.2  2 3.0  15 20.8

 % a
 

 
 

1  

5.3.5.1.1: 2246-004

5.3.5.2.1: 2246- 03

18 19 5.3.5.1.1:2246-004

5.3.5.2.1: 2246- 03

200 g 800 g 1

400 500 600 800 g 1
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18 5.3.5.1.1: 2246-004  
g  100 200 300 400 600 800  

 
a  42 31 20 9 4 2 42 

 3 7 1 8 25.8 9 45.0 1 11.1 0 0 20 47.6
 0 2 6 5 3 15.0 0 0 0 5 11.9

 0 0 0 0 0 0 0 
b  0 1 0 1 0 0 2 4.8

 
 

 0 2 6.5) 2 10.0 0 0 0 4 9.5
 0 2 6.5) 2 10.0 0 0 0 4 9.5

 
a  10 9 11 4 2 1 37 

 5 50.0 6 66.7 7 63.6 1 25.0 0 0 19 51.4
 0 1 11.1 3 27.3 0 0 0 4 10.8

 0 1 11.1 0 0 0 0 1 2.7
 1 10.0 0 0 0 0 0 1 2.7

b  0 0 0 0 0 0 0 

 
 

 1 10.0 0 2 18.2 0 0 0 3 8.1
 1 10.0 0 2 18.2 0 0 0 3 8.1

 0 2 22 2 0 1 25.0 0 0 3 8.1
 

a  10 13 14 10 6 2 32 
 9 90.0 8 61.5 6 42.9 8 80.0 4 66.7  1 50.0  30 93.8

 0 2 15.4 2 14.3 2 20.0 1 16.7  0 6 18.8
 2 20.0 0 0 1 10.0 1 16.7  1 50.0  5 15.6

b  2 0 2 4 1 0 9 28.1

 
 

 1 10.0 3 23 1 0 2 20.0 1 16.7  0 7 21.9
 2 20.0 0 2 14.3 2 20.0 0 0 6 18.8

 1 10.0 1 7.7 1 7.1 1 10.0 1 16.7  0 5 15.6
 1 10.0 1 7.7 2 14.3 0 1 16.7  0 5 15.6
 2 20.0 0 1 7.1 1 10.0 0 0 4 12.5

 %  
a 1 b  

 

19 5.3.5.2.1: 2246- 03  
g  100 200 300 400 500 600 800  

a  0 18 4 34 18 18 43 
 0 15 83.3 3 75.0 24 70.6 15 83.3  16 88.9  42 97.7

 0 6 33.3 3 75.0 10 29.4 8 44.4  7 38.9  22 51.2
 0 1 5.6 0 2 5.9 1 5.6  2 11.1  6 14.0

 0 5 27.8 1 25.0 5 14.7 2 11.1  7 38.9  16 37.2
b  0 2 11.1 0 2 5.9 2 11.1  8 44.4  14 32.6

 
 

 0 4 22.2 2 50.0 6 17.6 4 22.2  2 11.1  15 34.9
 0 6 33.3 3 75.0 7 20.6 3 16.7  1 5.6  14 32.6
 0 4 22.2 1 25.0 3 8.8 2 11.1  2 11.1  11 25.6
 0 3 16.7 1 25.0 2 5.9 0 2 11.1  7 16.3

 0 2 11.1 0 3 8.8 2 11.1  0 5 11.6
 0 3 16.7 1 25.0 6 17.6 1 5.6  2 11.1  12 27.9
 0 2 11.1 1 25.0 5 14.7 2 11.1  2 11.1  11 25.6

 0 3 16.7 0 1 2.9 2 11.1  2 11.1  8 18.6
 0 2 11.1 0 1 2.9 1 5.6  1 5.6  5 11.6

 0 2 11.1 2 50.0 0 2 11.1  0 4 9.3
 0 1 5.6 0 2 5.9 0 1 5.6  4 9.3

 0 0 0 1 2.9 1 5.6  2 11.1  4 9.3
 0 1 5.6 1 25.0 0 1 5.6  1 5.6  4 9.3
 0 1 5.6 0 2 5.9 0 1 5.6  4 9.3

 0 3 16.7 0 5 14.7 5 27.8  3 16.7  14 32.6
 0 3 16.7 1 25.0 3 8.8 1 5.6  3 16.7  8 18.6

 0 1 5.6 1 25.0 1 2.9 2 11.1  2 11.1  5 11.6
 0 2 11.1 1 25.0 0 1 5.6  2 11.1  6 14.0

 0 0 0 1 2.9 0 4 22.2  5 11.6
 0 0 0 1 2.9 0 3 16.7  4 9.3
 0 1 5.6 0 3 8.8 0 2 11.1  6 14.0

a 1 b  
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2  

5.3.5.1.1: 2246-004

5.3.5.2.1: 2246- 03 32

20

 
 

20  
5.3 5 1 1: 2246-004 5.3.5.2.1: 2246- 03  

 1 14 15 28 29 42 43 56 57 70 71 130 131 190 191 250 251  

 

 

 32 23 20 16 15 13 0 0 0 
18 56.3  13 56.5 9 45.0 10 62.5 8 53.3 3 23.1 0 0 0 

 7 21.9  3 13.0 2 10.0 2 12.5 2 13.3 0 0 0 0 

 3 9.4  0 1 5.0 0 1 6.7 0 0 0 0 
 2 6.3  1 4.3 0 1 6.3 0 0 0 0 0 
 0 1 4.3 1 5.0 1 6.3 0 0 0 0 0 
 3 9.4  1 4.3 0 0 1 6.7 0 0 0 0 

 0 0 0 0 1 6.7 0 0 0 0 

 
 

 43 35 29 24 22 22 10 9 7 
33 76.7  20 57.1 21 72.4 17 70.8 13 59.1 20 90.9 6 60.0  6 66.7 7 100.0

 19 44.2  5 14.3 5 17.2 3 12.5 4 18.2 8 36.4 4 40.0  3 33.3 4 57.1

 8 18.6  2 5.7 2 6.9 1 4.2 0 3 13.6 3 30.0  0 1 14.3
 9 20.9  4 11.4 1 3.4 1 4.2 2 9.1 4 18.2 1 10.0  2 22.2 2 28.6
 4 9.3  0 1 3.4 1 4.2 1 4.5 3 13.6 1 10.0  0 1 14.3
 8 18.6  0 2 6.9 1 4.2 0 1 4.5 1 10.0  2 22.2 1 14.3

 1 2.3  0 1 3.4 0 1 4.5 3 13.6 1 10.0  0 0 
 1 2.3  0 0 0 0 0 0 0 0 

 %  
 

   

3  
5.3.5.1.1: 2246-004

21

 
 

21  
5.3.5.1.1: 2246-004  

    

         
 4 18 20 4 16 17 4 12 14 

 0 8 44.4 12 60.0 2 50.0 8 50.0 9 52.9 3 75.0  12 100 13 92.9
 

 
0 1 5.6 4 20.0 0 2 12.5 2 11.8 0 4 33.3 1 7.1

 

 

 0 2 11.1 0 0 1 6.3 2 11.8 1 25.0  0 1 7.1
 0 0 2 10.0 0 2 12.5 1 5.9 0 1 8.3  3 21.4
 0 0 0 0 0 0 0 1 8.3  2 14.3
 0 0 1 5.0 0 0 0 0 4 33.3 1 7.1
 0 1 5.6 3 15.0 0 0 0 0 3 25.0 1 7.1
 0 1 5.6 0 1 25.0 0 2 11.8 1 25.0  3 25.0 2 14.3

0 1 5.6 0 0 0 0 1 25.0  1 8.3  3 21.4
 0 1 5.6 3 15.0 0 1 6.3 0 0 2 16.7 0 

 %  

 
                                                        
32  
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4  

5.3.5.1.1: 2246-004 5.3.5.1.2: 2246- 02 5.3.5.2.1: 2246- 03

93 33 2246- 03 5.3.5.2.1

1

: 2008

2 29 2012 2 29 34 11 18 3

2 2

 

 

5.3.5.1.2: 2246- 02

 

 

3  

1  
 

 

1

1 1/6 ®

1/8 1/4

5.3.5.1.2: 2246- 02

37.5: 1 800 g

1

Actiq® 100 g

                                                        
33

 
34 MedDRA/J SOC

 



 24 

5.3.5.1.1: 2246-004

90% 5.3.5.1.1 2246-004

1 3

 

 
3 1  

5.3.5.1.1: 2246-004  
 

2  
 

100 g

 

5.3.5.1.4: EN3267-005

60 mg/ 50 g/hr

100 g

60 mg/ 40 mg/ 25 g/hr

2246- 02 5.3.5.1.2

18 100 g

5.3.5.1.1: 2246-004

100 g

: 60 mg/

40 mg/ 25 g/hr : 

60 mg/ 40 mg/ 25 g/hr

22

PID30 PID30

23

100 

g

 

g

mg/ :
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22 PID30 
5.3.5.1.1: 2246-004 : : FAS  

 a) b) 
 12/14 85.7%  26/28 92.9 %  

 11 26 

PID30c  
 39.06 30.56, 47.57  42.14 37.68, 46.60  

 35.71 26.30, 45.12  33.23 27.76, 38.70  
-  3.35 -4.55, 11.25  8.91 3.23, 14.60  

a 60 mg/
b 60 mg/
c 95 %  

 
23  

5.3.5.1.1: 2246-004  
  

a) b) 
 14 28 

 14 100  26 92.9  
 5 35.7  6 21.4  
 14 100.0  26 92.9  

 
 

 4 28.6  5 17.9  
 4 28.6  5 17.9  

 3 21.4  5 17.9  
 2 14.3  5 17.9  

 2 14.3  5 17.9  
 2 14.3  5 17.9  

 2 14.3  4 14.3  
 %  

a 60 mg/  
b 60 mg/  

 

1  

5.3.5.1.1: 2246-004 1

2 5.3.5.1.4: EN3267-005 5.3.5.2.2: EN3267-007 800 

g 5.3.5.1.1: 2246-004

24 400 g 800 g

 
 

24  
5.3.5.1.1: 2246-004  

  
 

 a   b  
 42 14 28 

 38 90.5  12 85.7  26 92.9  

g  

100 11 26.2  4 28.6  7 25.0  
200 9 21.4  4 28.6  5 17.9  
300 11 26.2  4 28.6  7 25.0  
400 4 9.5  0 0  4 14.3  
600 2 4.8  0 0  2 7.1  
800 1 2.4  0 0  1 3.6  

 ±  
 

257.9 ± 158.8 
200.0 100-800  

200.0 ± 85.3 
100 100 300  

284.6 ± 178.2 
300.0 100 800

a 60 mg/  
b 60 mg/  
 

5.3.5.1.1: 2246-004

5.3.5.2.1: 2246- 03 1 25 46.9 53.5%
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25 5.3.5.1.1: 2246-004 5.3.5.2 1: 2246- 03  
1  

 
g  

100 200 300 400 500 600 800 

 
 

 32 10 31.3 6 18.8 9 28.1 4 12.5  2 6.3  1 3.1
 32 6 18.8 6 18.8 7 21.9 6 18.8  5 15.6  2 6.3

 32 6 18.8 5 15.6 8 25.0 6 18.8  5 15.6  2 6.3

 
 43 0 14 32.6 0 20 46.5  3 7.0  6 14.0
 43 0 5 11.6 0 14 32.6  8 18.6  16 37.2

 43 0 4 9.3 0 12 27.9  9 20.9  18 41.9
 %   

 
1 800 g 1

800 g 5.3.5.1.1: 2246-004

800 g 1

800 g 2

1 800 g  

 
3  

5.3.5.1.1: 2246-004

 

5.3.5.1.1: 2246-004

30

66.7% 28/42 81.3% 26/32

/

36.7% 61/166 21.5% 649/3,018

5.3.5.1.1: 2246-004

26

 
 

26 5.3.5.1.1: 2246-004  
   
   

 28 14 26 6 
 18 64 3  2 14.3  24 92.3  6 100  

 5 17.9  0 6 23.1  0 
 0 0 0 0 

 0 0 3 11.5  2 33.3  
 2 7 1  0 7 26.9  2 33.3  

 11 39 3  0 13 50.0  1 16.7  
 %  

 
5.3.5.1.1: 2246-004

3 4 1 200 g

200 g 1 1 400 g

400 g 1 1 800 g 800 g

2 1

Actiq® Fentora® 1
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: 2008 2 29 2012 2

29 1

 

 

4  

5.3.5.1.1: 2246-004

 

5.3.5.1.1: 2246-004 100 200

400 g 3 35

100 200 300 g 100 g 400 600 g 200 g

2246-004

1 36

1 1 1

100 g 200 g 1 1

1

: ®

 

 

5 1  

1  

 

2 5.3.5.1-4: EN3267-005 5.3.5.2-2: EN3267-007

2

2

5.3.5.1-1: 2246-004 5.3.5.2-1 2246- 03

27 4 14.8% 1,237/8,364 2

4  
 

27 5.3.5.1.1: 2246-004 5.3.5.2-1: 2246- 03  

   2 2  
3  

3  
4  4  

 
 

 42 124 0 5 4.0  7 5.6  112 90.3
 37 281 2 0.7  25 8.9  14 5.0  240 85.4
 32 2,991 15 0.5  196 6.6  294 9.8  2,486 83.1

12  41 4,899 33 0.7  252 5.1  443 9.0  4,171 85.1
 83 8,364 50 0.6  478 5.7  759 9.1  7,077 84.6

 %  
 

 

                                                        
35 1 300 g 100 g 200 g  1 600 g 200 g 400 g  1  
36 400 g 200 g

 



 28 

2 4 28

 1

 2

 1

4

2 4

2

2

 
 

28 5.3.5.1.1: 2246-004 5.3.5.2-1: 2246- 03  
2 4  

 65 
 35 53.8  

 9 13.8  
 2 3.1  

 5 7.7  

5%  
 7 10.8  
 5 7.7  
 4 6.2  

 %  
 

1  

1 1 4

29

1 4

1 4

1 4

Ripamonti CI et al, Ann

Oncol, 2011, 22 Suppl 6: vi69- 77

4 4

 
 

29 5.3.5.1.1: 2246-004 5.3.5.2-1: 2246- 03  
1  

  
     

 42 37 32 43 
1  ±  2.17 ± 1.17 2.55 ± 1.21 2.43 ± 1.08 2.21± 1.08 
1 4 2 4.8%  5 13.5%  3 9.4%  4 9.3%  
 

5.3.5.1.1: 2246-004
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1 Actiq®

Fentora® 1

1

 

 

4  

 

5.3.5.1.1: 2246-004

0.2% 6/3,032

England R et al, BMJ Supportive & Palliative Care, 10: 

1136, 2011

 

 

 

 
5  

1

 



 30 

 

1  

 

 

2 GCP  

5.3.5.1-1 5.3.5.1-2 5.3.5.2-1 GCP

GCP

 
 

 

1
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2  

 

25 8 1  

 

 

 100 g 200 g 400 g 

  

  

 24 11 13  

 

 

20 12 25 20 8

 

1

 

 
1  

100 g 1 800 g 1

1

2 1 4 1

1 4. 

3

 

 

 

 

1 100 g  

1 100 200 300 400 600 800 g

1

1 100 600 g 30

1  

1 1 1

800 g  

2 1 4
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2  

100 g

 

 

 

 

 
3  

1

 

500 1 8

 

 

 

 

4

 

  

 1 100 g

 

1 100 200 300 400

600 800 g

1 1 100 600 g
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30

1  

1 1

1 800 g  

2

1 4  


