
 

審議結果報告書 

 

平 成 23 年 12 月 9 日 

医薬食品局審査管理課 

 

 

［販 売 名］ オキファスト注10mg、同注50mg 

［一 般 名］ オキシコドン塩酸塩水和物 

［申 請 者］ 塩野義製薬株式会社 

［申請年月日］ 平成22年9月30日 

 

［審 議 結 果］ 

平成 23 年 12 月 2 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、本品目は生物由来製品及び特定生物由来製品に該当せず、再審査期間は

6 年とし、原体は毒薬に該当し、製剤は劇薬に該当するとされた。 
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1

0.05 0.1 0.4 mg/kg/ 96 96

4.2.3.6-06  

0.4 mg/kg/ 168 168

18.8 ± 25.7 ng/mL 24.0 ± 24.3 ng/mL 4.2.3.6-07  

0.75 1.5 mg / 6 11.7 mg/kg/ 14

146

Css 52.9 125 ng/mL 4.2.3.6-09  

0.75 1.5 mg/ 6 12 mg/kg/ 14

146 Css 29.3 ± 3.5

99.3 ng/mL 4.2.3.6-11  

 

: 

-14

-31

200 mg/kg/ 500 mg/kg/

 

1

 

1 4.2.3.5-01

SD 22 / 0.5 2 8 mg/kg/

28 14 6

0.5 mg/kg 8 mg/kg

8 mg/kg
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0.5 mg/kg/

8 mg/kg/  

2 4.2.3.5-02

SD 22 25 / 0.5 2 6 mg/kg 6

21 23 0.5 mg/kg

2 mg/kg

6 mg/kg 2 mg/kg

0.5 mg/kg/ 6 mg/kg/ 2 mg/kg/

 

2

SD 4 8 / 0.05 0.1 0.2 0.5 mg/kg 0.05

0.1 0.2 0.2 mg/mL

4.2.3.6-01 4.2.3.6-20  

SD 4 8 / 0.5 1 5 10 mg/kg 0.5 10

0.5 5 5 10 mg/mL 10 mg/kg 1 2

5 mg/kg

4.2.3.6-02  

SD 8 / 0.3 1.7 3.3 mg/kg 0.4 2.1

4.3 mg/kg 1 5 10 mg/mL 2.1 mg/kg

1.7 mg/kg 5 mg/mL

4.2.3.6-03  

NZW 3 / 3 mg 1.1 mg/kg 1 mg 0.4 mg/kg

10 mg/mL

4.2.3.6-04  

SD 10 / 0.05 0.1 0.4 mg/kg/ 0.01

0.02 0.08 mg/mL 4 96

96

4.2.3.6-05 4.2.3.6-06  

SD 10 / 0.05 0.1 0.4 mg/kg/ 0.1

0.2 0.8 mg/mL 7 0.05 mg/kg 0.4 mg/kg

4.2.3.6-07  

                                                        
5 0.5 1 10 mg/kg 4 10 mg/kg 1

10 mg/kg 1 mg/kg 0.5 mg/mL 2 mL/kg 10 mg/mL
0.1 mL/kg  
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NZW 6 7 / 0.75 1.5 mg/ 6 11.7 12.5 mg/kg/

25 50 mg/mL 24 96 14 0.75 

mg 1.5 mg

0.75 mg 25 mg/mL 96

14

4.2.3.6-08 4.2.3.6-09  

NZW 5 / 0.75 1.5 mg/ 5.6 6 11 12 mg/kg/

25 50 mg/mL 24 96 14 0.75 

mg 1.5 mg 0.75 mg

25 mg/kg 24 96

4.2.3.6-10 4.2.3.6-11  

10 mg/mL 25 mg/mL

96 5 mg/mL
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5.3.3.1-01: OXI1202 5.3.3.1-02: 

OXI1203 5.3.5.2-01: 09V9131

5.3.5.2-02: 10V9132

/ LC/MS/MS

: 0.1 ng/mL
6

 ±  

1

24 5 mg

5 mg

1 -

AUC0-24h

AUC0-24h 5.3.3.1-01: OXI1202  

                                                        
6 Cmax  
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1 5 mg  

5 mg 5.3.3.1-01: OXI1202  
  

    
 22 23 23 23 22 23 23 23

Tmax
 a

 
h  

0.08 
0.03-0.25

0.5 
0.17-1.5  

0.5 
0.08-1.5

1 
0.5-2

3.5 
0.5-6

4 
0.75-8

6 
2-8  

1 
0.5-2

Cmax
b

 
ng/mL  35.3 ± 1.48  25.3 ± 1.20 22. 9 ± 1.29 10.4 ± 1.55 2.86 ± 1.37 2.86 ± 1.35 2.80 ± 1.42 5.88 ± 1.54

AUC0-24h
b

 
ng h/mL  109.3 ± 1.18 108.5± 1.15 107.3± 1.17 49.9 ± 1.50 36.7 ± 1.45 38.6 ± 1.43 37.3 ± 1.47 46.1 ± 1.72

t1/2
 c

 
h  3.45 ± 0.37 3.61 ± 0.47 3.54 ± 0.37 3.32 ± 0.39 - - - - 

-: a - b ± c  ±  

24 5 mg 10 mg

8

2 AUC0-

Cmax

5.3.3.1-02: OXI1203  
 

2 5 mg  
10 mg 8 5.3.3.1-02: OXI1203  

  
 5 mg 10 mg 5 mg 10 mg 

   
    
 22 23 21 23 22 23 21 23

Tmax
 a

 
h  

0.03 
0.03-0.25

0.25 
0.083-0.75  

8.00 
8-8.167

8.153 
8-8.75

0.625 
0.25-8

3 
0.5-8

8.25 
8-9  

8.75 
8.083-10

Cmax
b

 
ng/mL  47.9 ± 1.84 26.7 ± 1.34 19.3 ± 1.16 19.0 ± 1.21 3.53 ± 1.23 3.09 ± 1.22 5.81 ± 1.16 5.57 ± 1.20

AUC0-last
b c

 
ng h/mL  101.7 ± 1.22 96.1 ± 1.20 192.1 ± 1.19 179.3 ± 1.21 46.1 ± 1.23 42.0 ± 1.23 84.6 ± 1.23 81.3 ± 1.27

t1/2
 d

 
h  3.72 ± 0.56 3.79 ± 0.65 4.09 ± 0.72 4.06 ± 0.45 - - - - 

-: a - b ±  
c AUC0-24h AUC0-32h d  ±  

 

2  

69 7

2 mg 8 7.5 12.5 mg/
9 2 10 mg

8 7.2 240 mg/ 0.300 10.000 mg/

24 7 6

12 1 Css
10 1

                                                        
7 11 12 10 69  
8  
9 : = 1: 1 :  = 1: 0.75

: = 1: 1.25 : = 1: 0.5 : = 1: 0.8 : = 1: 62.5
1 : = 1: 1000

1 ± 20 %
1/24 1  

10  
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2 2 mg

Tmax 0.083 Cmax 18.5 ± 4.11 ng/mL AUC0-6h 37.11 ±10.65 ng h/mL

t1/2 3.26 ± 0.77 5.3.5.2-01: 09V9131  
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4.500 mg/hr (N=1)
5.416 mg/hr (N=1)
6.000 mg/hr (N=1)

 
1 2 10 mg 7.5 144 mg/ 0.31 6.00 mg/  

5.3.5.2-01: 09V9131  
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2 5 960 mg/ 0.209 40.00 mg/  

5.3.5.2-01: 09V9131  

20

7.5 12.5 mg/ 9

10 288 mg/ 7

12 Css
10 1 3

5.3.5.2-02: 10V9132  
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0.500 mg/hr (N=4)
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5.3.5.2-02: 10V9132  
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5.3.5.2-01: 

09V9131 5.3.5.2-02: 10V9132
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4  
1 mg/ 5.3.5.2-01: 09V9131 5.3.5.2-02 10V9132  

 
3  

5.3.5.2-01: 09V9131 5.3.5.2-02 10V9132 5.3.5.2-03: 11V9133  
   

   
50 kg

 

50 kg
70 

kg

70 kg
   

50 kg
 

50 kg
70 

kg  

70 kg
 

 48 29 31 37 9 16 8 7 14 3 
 46 95.8 27 93.1 30 96.8 34 91.9 9 100 15 93.8 8 100 7 100 13 92.9 3 100

 
 28 58.3 21 72.4 23 74.2 20 54.1 6 66.7 13 81.3 8 100 7 100 12 85.7 2 66.7

 
 

 

 10 20.8 7 24.1 7 22.6 8 21.6 2 22.2 5 31.3 2 25.0 4 57.1 3 21.4 0 
 8 16.7 11 37.9 9 29.0 10 27.0 0 4 25.0 3 37.5 5 71.4 2 14.3 0 
 14 29.2 3 10.3 7 22.6 5 13.5 5 55.6 7 43.8 1 12.5 2 28.6 5 35.7 1 33.3
 9 18.8 9 31.0 10 32.3 5 13.5 3 33.3 4 25.0 3 37.5 3 42.9 4 28.6 0 

 %  
 

 

                                                        
11  
12 5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132 5.3.5.2-03: 11V9133
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6  cm kg 36 mg/

24 48 mg/ 5 1 mg/

12 38.3 ng/mL

26.9 ng/mL 20 5 132 ng/mL

37.0 ng/mL 19 3.57

2 5 Hagelberg 

NM et al, Eur J Clin Pharmacol, 65: 263-271, 2009 CYP3A4

1 2

3 4 2

 

CYP3A4  

 

 

2

5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132 5.3.5.2-03: 

11V9133

2 5.3.3.1-01: OXI1202 5.3.3.1-02: OXI1203

2 5.3.5.4-01: OXI4201 5.3.5.4-02: OXI3201

5.3.5.1-01: OXI3202
13  

0: 

1: 2: 3: 4  

1 I

1 5.3.3.1-01: OXI1202 20 20

24

                                                        
13 5.3.5.1-01: OXI3202 300

28  
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4

 

5 mg 5 mg

6  

24 22 23 23 23

 

20/24 83.3 % 14

1

 

50.0 % 11/22 52.2 %

12/23 43.5 % 10/23 43.5 % 10/23

7 7 5 4

3 6 6 5

3 4 3  2  

 

5 mg 5 mg

 

2 5.3.3.1-02: OXI1203 20 20

24 5 mg

10 mg 4

 

5 mg 10 mg 8

6  

24 22 23 22

24  

24 100 % 14

1

2

 1  

90.9 % 20/22

78.3 % 18/23 59.1 % 13/22 50.0 % 12/24

14 9

                                                        
14
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4 6 6

6 4 1 6

5 3 2 4

2 4 3

1 1 2 3

4 1 0 2  

 

5 mg 10 mg

1

 

2

1 5.3.5.2-01: 09V9131 20

20

70

 

2 mg 8 7.5 12.5 mg/

1 9 1/24 2 mg 8

6 1 15

7

1 1/24 16

 

72 2 70

Full Analysis Set FAS  

                                                        
15 1 1.25 1.5 2 1 1

5.3.5.2-03: 11V9133 1 1  
24 8 8 2: 3: 

 
24 8 8 3  

 
1 1/4  

16  
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17 95% 81.4 70.3 89.7 % 57/70

95 % 70 %18  

70 49 70.0 % 382

 ± 2.0 ± 0.6 1.1 ± 0.7
19 49.2 % 188/382  

95.8 % 69/72 1
20 1

3  1 

 

59.7 % 43/72

15  13 11  

4

3  2

 1

 1  

 

2 5.3.5.2-02: 10V9132 20 20

20

 

7.5 12.5 mg/

1 9

15 7

1 1/24 16

                                                        
17 2 48  

 
24 0: 1:  

24 2  

 
 

18 -5: 21V0532 -6: 16V0535 -7: 
11V0516 5.3.5-01: 03V1231

69.1 % 47/68 90.0 % 18/20 91.4 % 32/35 92.4 % 61/66
 

19 4
 

20 4 72 mg/ 100 mg/
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20 1 19

FAS  
9 95% 73.7 48.8 90.9 %

14/19  

19 11 57.9 % 105

 ± 2.1 ± 0.7 1.2 ± 0.8
19 51.4 % 54/105  

95.0 % 19/20 1

3

 

80.0 % 16/20

7  6 5  

2  1

 1  

 

3 5.3.5.2-03: 11V9133 20 20

5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132

21  
22

7.5 12.5 mg/

1 9

15

1

1/24 16  

33 18 6

9 5 4

                                                        
21 5.3.5.2-03: 11V9133 20

33 20 20
20  

22 1.25 1.5  
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2 31  

 ± 20.82 ± 34.18 0.2 12.2 191.0  
23 8 95.2 % 20/21 15 100 % 16/16

29 85.7 % 6/7 43 80.0% 4/5 57 100.0% 1/1

95.5 % 21/22 24  

97.0 % 32/33 8

3  1

1

 

66.7 % 22/33

9 7  5  

4

 2  1

 1

 

7

 

 

1

 

WHO , , , 

, , 1996 3

by mouth

 

3

/

-6-

Osborne R et al, Br Med J, 292: 1548-1549, 1986

Weinstein SH et al, J Pharm Sc, 68: 527-528, 1979

Heiskanen T et al, Clin Pharmacol Ther, 64: 603-611, 1998

Dean M, J Pain Symptom Manage, 58: 497-504, 2004

                                                        
23 0: 1:  
24 9  
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20 250 Web
25

75.7 % 18.4 % 5.2 %

 

1

 

 

2

 

5.3.3.1-01: OXI1202 5.3.3.1-02: OXI1203

5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132

5 1 mg/ 11

 

 
 

5 IV SC  
 ±  

5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132 1 mg/  
 

5.3.5.2-01: 09V9131

5.3.5.2-02: 10V9132

4 5.3.5.2-02: 10V9132

                                                        
25 100 %

100 %  
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26

 
 

4  

  
5.3.5.2-01: 09V9131  

 
5.3.5.2-02: 10V9132  

       
 70 58 12 19 17 2 

%  
 

81.4 
57  

81.0 
47  

83.3 
10  

73.7 
14  

76.5 
13  

50.0 
1  

a  4.3 4.4 4.2 3.8 3.8 4.0 
%  

 
89.7 c  

61  
91.1 c  

51  
83.3 
10  

78.9 
15  

82.4 
14  

50.0 
1  

% b  

 
45.6 c  

31  
42.9 c  

24  
58.3 

7  
36.8 

7  
41.2 

7  
0 
0  

a  
b 1: 2: 3: 4: 5: 5

4: 5:  
c 2  
 

5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132 5.3.5.2-03: 

11V9133 5

3 2

1 1

 
 

5  
5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132 5.3.5.2-03: 11V9133  

   
       

 77 63 14 24 22 2 
 73 94.8 61 96.8 12 85.7 23 95.8 21 95.5  2 100

 49 63.6 38 60.3 11 78.6 21 87.5 19 86.4  2 100
 9 11.7 9 14.3 0 2 8.3  2 9.1  0 

 12 15.6 11 17.5 1 7.1  4 16.7 3 13.6  1 50.0

 
 

 

 18 23.4 15 23.8 3 21.4 7 29.2 6 27.3  1 50.0
 19 24.7 16 25.4 3 21.4 7 29.2 6 27.3  1 50.0
 17 22.1 12 19.0 5 35.7 7 29.2 6 27.3  1 50.0
 17 22.1 13 20.6 4 28.6 8 33.3 7 31.8  1 50.0

 3 3.9  3 4.8  0 8 33.3 8 36.4  0 
 %  

 

 

                                                        
26 5.3.5.2-02: 10V9132 2 1

3  
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3

1

1 1

 

 

, Evidence-Based Medicine , 

, 31-34, 2000

 

1 1

5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132

5.3.5.2-03: 11V9133 1

89.6 % 69/77 91.7 % 22/24 7.5 250 mg/

1 7.5 250 mg

 

1 250 mg : 

= 4: 5

1 200 mg 27

5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132 5.3.5.2-03: 11V9133

1 250 mg 7

6 1 4 3

 
                                                        
27 1 5 10 mg

1 50 200 mg 1 1
5 10 mg/ : = 3: 1  

, Evidence-Based Medicine , , 54-78, 2000 15
30 mg/ 1 20 30 mg/

1 1  
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1 1

1 250 mg

 

2

2 mg/ 48 mg/ 7.5 mg/

0.125 mg/kg/ 7.5 mg/

3 10 mg/

2.6 8.7 mg/ 28

10 20 mg/ : = 1: 0.75

7.5 15 mg/ 5.3.5.2-01: 09V9131

5.3.5.2-02: 10V9132 5.3.5.2-03: 11V9133

7.5 mg/ ± 25 % 7.5 12.5 mg/

 

5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132

5.3.5.2-03: 11V9133 3

6 7.5 12.5 mg/

3 2

1 2 10 mg/

5 mg/ 1 3

83.3 % 10/12 4.2
17 2

4

7.5 12.5 mg/  

                                                        
28

2.6 mg/  
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6 3  
5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132 5.3.5.2-03: 11V9133  

   
       

 77 63 14 24 22 2 
 48 62.3 41 65.1 7 50.0 15 62.5 13 59.1  2 100

 34 44.2 29 46.0 5 35.7 11 45.8 9 40.9  2 100
 1 1.3  1 1.6  0 1 4.2  1 4.5  0 

 2 2.6  2 3.2  0 3 12.5 2 9.1  1 50.0

 
 

 

 11 14.3 9 14.3 2 14.3 4 16.7 4 18.2  0 
 10 13.0 8 12.7 2 14.3 2 8.3  1 4.5  1 50.0
 12 15.6 9 14.3 3 21.4 4 16.7 3 13.6  1 50.0
 7 9.1  6 9.5  1 7.1  4 16.7 3 13.6  1 50.0

 %  
 

3

 

5.3.3.1-01: OXI1202

BA 45.7 % : 

= 1: 0.5 BA

87 % Leow PL et al. Clin pharmacol Ther, 52: 487-495, 1992

0.70 0.82 5.3.5.2-04: , 

, 37: 871-878, 2010 5.3.5.2-05: , , 36: 1683-1689, 2009

5.3.5.2-06: , 34; 2255-2258, 2007 5.3.5.2-08: , 

, 7: 65-69, 2005 5.3.5.2-01: 09V9131 5.3.5.2-02: 

10V9132 5.3.5.2-03: 11V9133 : = 1: 0.75

 

5.3.5.4-02: OXI3201

1.2 1.3

1.29 Kalso E et al, Clin Pharmacol Ther, 47: 

639-646, 1990

: = 0.7: 1 1: 1.43

5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132 5.3.5.2-03: 11V9133

: = 1: 1.25

 

5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132

5.3.5.2-03: 11V9133 7
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7  
5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132 5.3.5.2-03: 11V9133  

  
 

 
mg a

 
mg a , b

c  

d  
 
a  

 
 26 44.2 ± 48.4 33.3 ± 35.9 0.75 0.77 ± 0.07 

 1 12.0 9.60 1 0.80 
 5 44.0 ± 23.0 22.0 ± 11.5 0.5 0.50 ± 0.00 
 10 71.6 ± 43.6 87.2 ± 55.0 1.25 1.18 ± 0.14 

 20 1.58 ± 1.68 63.6 ± 61.7 41.7 41.2 ± 4.59 
 1 2.40 150.0 62.5 62.5 

 
 4 52.5 ± 38.6 29.0 ± 22.3 0.5 0.53 ± 0.05 
 4 114.0 ± 90.6 144.0 ± 101.8 1.25 1.35 ± 0.17 

 14 0.86 ± 0.70 38.0 ± 35.0 41.7 42.2 ± 3.08 
a  ± mg/ 1  
b mL/ × mg/mL × 24  
c 1

mg/ 1  
d ± 20 %  

 

1.25

1 0.75 1

 

 

5.3.5.2-01: 09V9131 5.3.5.2-02: 10V9132
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