
審議結果報告書 

 

平 成 2 9 年 1 2 月 6 日 

医薬・生活衛生局医薬品審査管理課 

 

 

［販 売 名］ ナルベイン注 2 mg、同注 20 mg 

［一 般 名］ ヒドロモルフォン塩酸塩 

［申 請 者］ 第一三共プロファーマ株式会社 

［申請年月日］ 平成 29 年 3 月 31 日 

［審 議 結 果］ 

平成 29 年 12 月４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。 

本品目は生物由来製品及び特定生物由来製品のいずれにも該当せず、再審査

期間は残余（平成 37 年３月 29 日まで）、製剤は劇薬に該当するとされた。 

［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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1.

1921 μ

2017 3 43

2010 12

C-J305 C-J306

20 2017

2 15 C-J305 C-J306 2017 3 30

2017 3 31

2.

2.1

227MF10256

227MF10256 pH  

2.2  
2.2.1  

1 1 mL 2.3 mg 2 mg 2 mL

22.6 mg 20 mg

2.2.2  

QbD  

 QTPP CQA  

 CQA

 CQA CMA

 CMA  
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2.2.3  
HPLC pH

HPLC HPLC

 

 
2.2.4  

1

 
 

1  
      

  
/3  

25°C 60%RH 
/  

24  
 40°C 75%RH 6  

 

ICH Q1E

36 36

 

 

2.R  

 

 

2.R.1 QbD  

QbD

 

QTPP

CQA

CQA CQA

CQA

 

CQA

2

CMA   
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4 6 /

4  
 

4  
   (mg/kg) Cmax (ng/mL) tmax (h) t1/2 (h) AUC0-last (ng·h/mL) 

 4 0.09 NC NC 0.57 11.47 
4 0.44 NC NC 1.00 115.89 

 6 0.09 32.77 0.17 0.66 22.72 
5 0.44 148.51 0.25 1.11 193.78 

NC:  

 

4.R  

4.R.1  

 

 

1 mg/kg

AUC0-last 2671) 87.72) ng·h/mL AUC0-last

BA 33% 0.09 0.44 mg/kg

4.1.1 AUC0-last 0.09 0.44 mg/kg BA

198 167%

BA

 

 0.03 0.1 0.3mg/kg tmax

0.25 0.09 0.44 mg/kg

tmax 0.17 0.25  

 BA

BA

 

 

 

 

5.  

                                                        
2) 0.3 mg/kg AUC0-last 4.1.1 1 mg/kg
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5.1  

5.1.1 CTD 4.2.3.6-1  

NZW 3 / 0 1.25 mg

 

 

5.R  

 

 

6. 
 

6.1  

3- 3) LC/MS/MS

3- 0.0500 ng/mL 0.500 

ng/mL  

 

6.2  

tmax  

 

6.2.1 CTD 5.3.3.1-1: A-E101  

22 30
4)

A B 3 C

C 7.1

C 6 : 6

3- 5 AUC0-last

BA 119% 3-

48 8.18 2.21%

38.3 14.0% 10.8 1.8% 27.6 5.6%  
 

                                                        
3)  
4)  
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5  
3-  

  
(mg) 

 3-  
Cmax 

(ng/mL) 
tmax 
(h) 

t1/2 
(h) 

AUC0-  
(ng·h/mL) 

Cmax 
(ng/mL) 

tmax 
(h) 

t1/2 
(h) 

AUC0-∞ 
(ng·h/mL) 

 2.6 3.16 ± 1.64 0.52 8.63 ± 5.75a) 5.80 ± 3.59a) 42.8 ± 14.1 1.00 10.3 ± 3.16 219 ± 33.3 
 1 19.9 ± 7.21 0.08 2.50 ± 0.36b) 8.24 ± 1.13b) 11.6 ± 1.87 0.50 13.7 ± 3.05a) 91.3 ± 23.0a) 

 1 9.78 ± 3.47 0.26 5.14 ± 3.49 10.4 ± 1.87 10.5 ± 1.86 1.00 9.85 ± 1.19 86.6 ± 17.3 
: 6 / a) 3 b) 4  

 
6.2.2 CTD 5.3.3.2-1: C-J305 CTD 5.3.3.2-2: C-J306  

92 69 21

0.6 9.6 mg/ 0.77 9.6 mg/

3- 1 mg/

6

CLss5) 51.3 17.4 L/h CLss/F5) 61.2 23.2 L/h  
 

6 3- a) 
 
 

  
24  

 
72  

 
1  

 
2  

 
3  

 
4  

 

 32 28 15 14 7 7 
ng/mL  1.21 ± 1.84 0.93 ± 0.42 0.77 ± 0.21 0.92 ± 0.30 0.92 ± 0.38 0.86 ± 0.10 

3- ng/mL  8.97 ± 2.94 14.7 ± 9.26 11.2 ± 6.55 12.5 ± 6.32 14.3 ± 7.18 12.3 ± 4.16 

 
 

 6 8 5 4 1 1 
ng/mL  0.81 ± 0.49 0.80 ± 0.36 0.82 ± 0.45 0.83 ± 0.77 0.37 0.47 

3- ng/mL  11.1 ± 6.45 11.4 ± 5.50 15.2 ± 13.0 32.2 ± 51.1 6.00 5.85 
1 mg/  

a) 1 24 24 72 2
1 2 3 4 8 9 14 16 21 23 28 30

3-
 

 

6.R  

6.R.1 2 mg 20 mg  

2 mg 20 mg 2 

10 mg/mL 7.6 6 mg/mL

 

 

Q&A

24 2 29

2 mg 20 mg

2 mg 20 mg  

 BA 119% 6.2.1

BA 4.R.1

 

 
                                                        
5) 30

28 8  
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6.2.1 6.2.2

 

 C-J306 2 mg 20 mg 1 2 mg

20 mg

2 mg

20 mg  

 

C-J306 2 mg 20 mg

2 mg 20 mg

 

 

7.  

7 / 2

7 1

 
 

7  
 
 

 
     

   
 

 

 C-J305  /   71 

0.5 1.0 mg/
9

20%

 

 
 

 

 C-J306  /   21 

0.5 1.0 mg/
9

20%

 

 
 

 

  A-E101    

A: 16
4

12  
B: 8

2
6  

C: 6 

A: 
1.3 mg  

B: 
1.3 mg 6 5

 
C: 2.6 mg

1.0 mg
 

 
 

 

C-J305 C-J306 24

0: 1: 2: 3: 

4

VAS 8 VAS 35 mm

VAS 35 mm
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A-J301

B-J303 A-J302 B-J304 1)  
 

8  
 VAS mm  

0 4 5 14 15 24 25 34 35 44 45 54 55 64 65 74 75 84 85 94 95 100 

V
A

S
m

m
 

0 4            

5 14            

15 24            

25 34            

35 44            

45 54            

55 64            

65 74            

75 84            

85 94            

95 100            

 

7.1  

7.1.1 CTD5.3.3.1-1: A-E101 20  

22 30
4) A B

C 6.2.1  

A 8

B

8

A B 8 C

6

3  

A 1.3 mg

B 1.3 mg 6 5

C 2.6 mg 1.0 mg

 

A 16 4 12 B

8 2 6 C 6

 

6 A

25.0% 1/4 16.7% 2/12

B 100.0% 2/2 83.3% 5/6

C 50.0% 3/6 66.7% 4/6

16.7% 1/6 A

25.0% 1/4 8.4% 1/12
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B 100.0% 2/2

1 50.0% 3/6 1

C 33.3% 2/6 1

66.7% 4/6 1  

A B C

SpO2

 

 

7.2 /  

7.2.1 CTD5.3.5.2-1: C-J305 20

20  
6) 7) 70

6.2.2

 

0.5 1.0 mg/ 9

1 20%
8)

28

1 1/24  

  

                                                        
6)  

 14  
 2. 3. VAS 35 mm  
  

7) 7
 

8) 24 24 1.25 1.5
24

 
 24 2. 3.  
 24 5  
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9  

 

 

 
 

 
  

 
 
 

 

 
 

 
  

 

 
 

 
3 a) 

 
 

1  
0.6   10      75 
1.2 30  20      150 

1.25     1 2.1 0.84   
2.4 60  40      300 
2.5  20  25 2 4.2 1.7 0.4  
3.6 90  60       
4.8 120  80       
5.0  40  50 4 8.4 3.4 0.8  
6.0 150  100       
7.2 180  120       
7.5  60  75 6 12.6 5 1.2  

10.0  80  100    1.6  
12.5  100  125    2.0  
15.0  120  150    2.4  

1 mg/ : a) 3 mg/3  

 

71 1 70

1 69

FAS 56

27 12  

7 9) 95%CI

% 73.9 61.9, 83.7 51/69 95%CI 70%

69 62 89.9%

50

186 7.R.4.3  
10)

80.0% 56/70 3 2 1

6

1

40.0% 28/70

5% 14 7

5  

2 abnormal Q ST QT 1

QT

 

                                                        
9) 7 2

 
 1  
 0. 1.  
 1 4  

10) MedDRA/J ver. 18.1 



12 
_ _  

7.2.2 CTD5.3.5.2-2: C-J306 20

20  
6) 7) 20

6.2.2  

0.5 1.0 mg/ 9

1 20%
11) 8)

28

1 1/24  

21 FAS

16

11 2  

7 9) 95%CI % 85.7

63.7, 97.0 18/21 21 19 90.5%

18

68 7.R.4.3  
10)

85.7% 18/21

1

33.3% 7/21 5% 6

 

 

 

7.R  

7.R.1  

7.R.1.1  

 

 

C-J305

A-J201 1) 7
9) 1

A-J201 4 2

1 3 7 12)

                                                        
11) 1 1mL/h

 
12) Pain 1990; 41: 273-81 J Pain Symptom Manage 2000; 20: 87-92 J Pain Symptom Manage 2008; 35: 563-7 Pain 2010; 151: 617-24

Palliat Med 2010; 24: 286-93 J Pain Symptom Manage 2013; 46: 619-28 Support Care Cancer 2014; 22: 1655-62 
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Ann Oncol 2012; 23(Suppl. 7): 139-54 1 4

1

 

1 mg

t1/2 2.5 0.36 7

7
13) 7  

95%CI % 81.4 70.3, 89.7 70
14) 95%CI 70%

 

6.R.1 C-J306

C-J305  

 

 

 

7.R.1.2  

C-J305 95%CI

 

 

C-J305 95%CI

 

 

A-J301 B-J303

 

 C-J305

95%CI % 81.4 70.3, 89.7 73.9 61.9, 83.7

                                                        
13) 10 mg  
14) 23 11 7 10 mg  
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7.R.1.1

 

 C-J305 18

11 8

7  

 

 

 

C-J305 C-J306 7 95%CI

% 73.9 61.9 83.7 85.7 63.7 97.0 VAS

10 VAS

 
 

10 C-J305 C-J306 FAS  
 a) a)b) VAS c) 
       

   50.7 [38.4, 63.0] 
(35/69) 

61.9 [38.4, 81.9] 
(13/21) 

35.5 ± 23.26 
(69) 

30.9 ± 20.56 
(21) 

 
2  

67.6 [55.2, 78.5] 
(46/68) 

52.4 [29.8, 74.3] 
(11/21) 

69.6 [57.3, 80.1] 
(48/69) 

76.2 [52.8, 91.8] 
(16/21) 

29.8 ± 24.27 
(68) 

28.7 ± 21.32 
(21) 

 
3  

65.2 [52.8, 76.3] 
(45/69) 

76.2 [52.8, 91.8]  
(16/21) 

65.2 [52.8, 76.3] 
(45/69) 

85.7 [63.7, 97.0] 
(18/21) 

27.7 ± 23.56 
(69) 

23.0 ± 17.31 
(21) 

 
4  

76.5 [64.6, 85.9] 
(52/68) 

81.0 [58.1, 94.6] 
(17/21) 

73.5 [61.4, 83.5] 
(50/68) 

76.2 [52.8, 91.8] 
(16/21) 

24.5 ± 20.84  
(68) 

20.4 ± 16.67  
(21) 

 
5  

75.8 [63.3, 85.8] 
(47/62) 

95.0 [75.1, 99.9] 
(19/20) 

80.6 [68.6, 89.6] 
(50/62) 

95.0 [75.1, 99.9] 
(19/20) 

22.3 ± 19.78 
(62) 

16.7 ± 13.38 
(20) 

 
6  

74.2 [61.5, 84.5] 
(46/62) 

95.0 [75.1, 99.9] 
(19/20) 

77.4 [65.0, 87.1] 
(48/62) 

95.0 [75.1, 99.9] 
(19/20) 

23.3 ± 20.14 
(62) 

14.7 ± 11.54 
(20) 

 
7  

75.0 [62.1, 85.3] 
(45/60) 

90.0 [68.3, 98.8] 
(18/20) 

78.3 [65.8, 87.9] 
(47/60) 

80.0 [56.3, 94.3] 
(16/20) 

21.0 ± 17.18 
(60) 

15.9 ± 14.32 
(20) 

 
8  

80.0 [67.7, 89.2] 
(48/60) 

90.0 [68.3, 98.8] 
(18/20) 

83.3 [71.5, 91.7] 
(50/60) 

85.0 [62.1, 96.8] 
(17/20) 

20.5 ± 15.67 
(60) 

15.7 ± 15.51 
(20) 

Visit3 79.1 [64.0, 90.0] 
(34/43) 

100 [71.5, 100] 
(11/11) 

72.7 [57.2, 85.0] 
(32/44) 

100 [71.5, 100] 
(11/11) 

22.0 ± 22.31 
(43) 

10.9 ± 8.85 
(11) 

Visit4 61.9 [38.4, 81.9] 
(13/21) 

100 [54.1, 100] 
(6/6) 

68.2 [45.1, 86.1] 
(15/22) 

100 [54.1, 100] 
(6/6) 

27.2 ± 22.72 
(21) 

16.3 ± 9.58 
(6) 

Visit5 80.0 [51.9, 95.7] 
(12/15) 

80.0 [28.4, 99.5] 
(4/5) 

60.0 [32.3, 83.7] 
(9/15) 

80.0 [28.4, 99.5] 
(4/5) 

16.8 ± 17.90 
(15) 

19.2 ± 19.72 
(5) 

 
76.5 [64.6, 85.9] 

(52/68) 
85.7 [63.7, 97.0] 

(18/21) 
71.0 [58.8, 81.3] 

(49/69) 
85.7 [63.7, 97.0] 

(18/21) 
22.8 ± 20.0 

(68) 
16.2 ± 16.71 

(21) 
a) % 95%CI /  
b) 0. 1.  
c) mm  

 

 

1) C-J305
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C-J305 C-J306

 

 

7.R.2  

7.R.2.1  

 

 

C-J305 C-J306 A-J301 B-

J303 A-J302 B-J304

11 C-J305 C-J306 5%
15) C-J305 C-J306

 
 

11  
 

   
 

 
 

C-J305  C-J306  A-J301 
 

A-J302 
 

B-J303 
 

B-J304 
  

 
 

 
 
 

 
 

 8 62 2 19 88 48 88 51 
 8 (100.0) 48 (77.4) 1 (50.0) 17 (89.5) 73 (83.0) 46 (95.8) 71 (80.7) 49 (96.1) 

 1 (12.5) 2 (3.2) 0 0 1 (1.1) 4 (8.3) 4 (4.5) 6 (11.8) 
 

 
0 6 (9.7) 0 1 (5.3) 6 (6.8) 15 (31.3) 7 (8.0) 15 (29.4) 

 
 

1 (12.5) 11 (17.7) 0 2 (10.5) 6 (6.8) 16 (33.3) 10 (11.4) 15 (29.4) 

 1 (12.5) 6 (9.7) 0 1 (5.3) 4 (4.5) 10 (20.8) 7 (8.0) 13 (25.5) 
C-J305 C-J306 5%  

 4 (50.0) 11 (17.7) 1 (50.0) 5 (26.3) 23 (26.1) 13 (27.1) 23 (26.1) 13 (25.5)a) 
 0 10 (16.1) 0 3 (15.8) 14 (15.9) 15 (31.3) 36 (40.9) 10 (19.6) 
 2 (25.0) 6 (9.7) 0 2 (10.5) 17 (19.3) 15 (31.3) 32 (36.4) 14 (27.5) 
 2 (25.0) 5 (8.1) 0 0 2 (2.3) 1 (2.1) 4 (4.5) 0 
 2 (25.0) 5 (8.1) 1 (50.0) 1 (5.3) 21 (23.9) 12 (25.0) 11 (12.5) 6 (11.8) 
 0 5 (8.1) 0 2 (10.5) 2 (2.3) 2 (4.2) 7 (8.0) 3 (5.9) 

 0 4 (6.5) 1 (50.0) 2 (10.5) 1 (1.1) 0 2 (2.3) 0 
 1 (12.5) 3 (4.8) 0 0 1 (1.1) 0 3 (3.4) 1 (2.0) 

 2 (25.0) 1 (1.6) 0 2 (10.5) 0 0 0 0 
 0 0 0 4 (21.1) 0 0 0 0 

 0 0 0 2 (10.5) 2 (2.3) 1 (2.1) 2 (2.3) 3 (5.9) 
 0 0 0 2 (10.5) 0 2 (4.2) 0 1 (2.0) 

%  
a) 4  

 

                                                        
15) MedDRA PT  
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C-J305 C-J306 5%

2

C-J305 C-J306

C-J305 3 C-

J306 1

16)

2

2 1

 

 

 

 

 

1)

 

 

7.R.2.2  

 
                                                        
16)  

 MedDRA PT  
 MedDRA HLT NEC MedDRA HLGT

 
 MedDRA SMQ  
 MedDRA PT  
 MedDRA SMQ  
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C-J305 C-J306 65 65

12 65 65

 
 

12  

 

 

 

 

7.R.2.3  

1)

 

 

C-J305 C-J306 ALT

ALT 50 U/L 65/82 79.3% ALT 50 U/L 100 U/L 8/8

100% 3g/dL 57/71 80.3% 2g/dL

3g/dL 17/19 89.5%

ALT 50 U/L 6/82 7.3% ALT 50 U/L 100 U/L 3/8 37.5%

3g/dL 5/71 7.0% 2g/dL 3g/dL 5/19

26.3% 2

1

3.0 

mg/dL ALT 100 U/L 2 g/dL 2/3

2 1

 

 C-J305  C-J306  
 65  65  65  65  

 24 46 8 13 
 20 (83.3) 36 (78.3) 7 (87.5) 11 (84.6) 

 1 (4.2) 2 (4.3) 0 0 
 

 
3 (12.5) 3 (6.5) 0 1 (7.7) 

 
 

3 (12.5) 9 (19.6) 0 2 (15.4) 

 2 (8.3) 5 (10.9) 0 1 (7.7) 
 

 4 (16.7) 11 (23.9) 4 (50.0) 2 (15.4) 
 7 (29.2) 3 (6.5) 3 (37.5) 0 
 4 (16.7) 4 (8.7) 0 2 (15.4) 
 3 (12.5) 4 (8.7) 1 (12.5) 1 (7.7) 
 1 (4.2) 6 (13.0) 0 0 

 1 (4.2) 0 0 0 
 1 (4.2) 2 (4.3) 1 (12.5) 0 

%  
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C-J305 C-J306 CLcr mL/min

60 84.5% 49/58 30 60 75.9% 22/29 CLcr 60

30 60 60 : 

2/58 3.4% 30 60 : 4/29 13.8%

CLcr 60 6.9% 4/58 30

60 20.6% 6/29 2

1

CLcr 30 3/4

 

 

 

CLcr mL/min 60

30 60

 

 

7.R.3  

7.R.3.1  

 

 

WHO 17)

WHO

18)

                                                        
17) World Health Organization. Cancer Pain Relief: with a guide to opioid availability. 2nd ed; 1996  Lancet Oncol 2012; 13: e58-68 Ann 

Oncol 2012; 23 Suppl 7: 139-54 NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines) Adult Cancer Pain version 2. 
National Comprehensive Cancer Network; 2016 

18) 2014 . ; 2014 NCCN Clinical Practice Guidelines in Oncology (NCCN 
Guidelines) Adult Cancer Pain version 2. National Comprehensive Cancer Network; 2016 Ann Oncol 2012; 23 Suppl 7: 139-54
Lancet Oncol 2012; 13: e58-68 
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19)  

7.R.1 7.R2

 

 

 

 

7.R.3.2  

7.R.1 7.R.2 7.R.3.1

 

 

7.R.4  

7.R.4.1  

 

 

 

C-J305 C-J306

20) 1:3.3 1:8.5

1:8

0.5 1.0 mg/  

 21)

1 1:8  

                                                        
19) Lancet Oncol 2012; 13: e58-68 . ; 2012. p32-5 
20) Advances in Pain Research and Therapy 1986; 8: 129-35 Med Clin North Am. 1987; 71: 207-32 Pain 1996; 68: 265-70 N Engl J Med 

1996; 335: 1124-32 Pain 1997; 72: 333-346 Support Care Cancer 2001; 9: 84-96 Symptom management advanced cancer 1997. P13-
59 Oxford textbook of Palliative Medicine. 4th ed. 2010. p661-3 NCCN Clinical Practice Guidelines in Oncology Adult Cancer Pain 
Version 2. National Comprehensive Cancer Network; 2012 Bonica’s Management of Pain. 4th ed. 2010. p1172 J Pain Symptom Manage 
2001; 21: 397-406 N Engl J Med. 1985; 313: 84-95 Semin Oncol. 2000; 27: 45-63 Bonica’s Management of Pain. 4th ed. 2010. 699-
702 

21) . ; 2012 . ; 
2012 2010; 31: S151  . ; 2009 3

. ; 2013 . ; 2008   2
. ; 2011 LiSA 2012; 19(8): p806-9 PCA . ; 2011 
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0.625 3.0 mg/ 1.25 mg/  

 

50 mg/ 7.5 mg/

1:8 6.25 0.75 mg/  

C-J305 C-J306 7

87.5% 7/8 100% 2/2

7 13

C-J305 1 6

7  

C-J305 C-J306

0.5 1.0 mg/

 
 

13 7  

 
C-J305  C-J306  

 
 

 
a)  

 
 

 
a)  

1  0 0 0 0 0 0 
2  2/8 (25.0) 0 0 0 0 0 
3  4/8 (50.0) 0 0 1/2 (50.0) 0 0 
4  4/8 (50.0) 0 0 0 0 0 
5  1/8 (12.5) 0 0 0 0 0 
6  5/8 (62.5) 0 1/8 (12.5) 0 0 0 
7  1/8 (12.5) 0 0 0 0 0 

% a)  

 

 

 

 

C-J305 C-J306

9

1 20%  

 1:8 7.R.4.1  

 22) 1:5

1:5  

 23)

 

                                                        
22) Support Care Cancer 2001; 9: 84-96 Oxford textbook of Palliative Medicine. 4th ed. 2010. p661-3 NCCN Clinical Practice Guidelines 

in Oncology Adult Cancer Pain Version 2. National Comprehensive Cancer Network; 2012 N Engl J Med. 1985; 313: 84-95 Semin 
Oncol. 2000; 27: 45-63 Bonica’s Management of Pain. 4th ed. 2010. 699-702 

23) 2.5 mg 5 mg 100 mg
1 mg MT 2.1 mg 0.84 mg

10 mg 0.1 mg  
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C-J305 C-J306 7

72.1% 44/61 84.2% 16/19

1 14 15

 
 

14 VAS  
7 1 C-J305 FAS  

  
        

  7 26 8 3 4 9 4 61 

VAS  
35 mm  4 (57.1) 18 (69.2) 4 (50.0) 0 2 (50.0) 6 (66.7) 3 (75.0) 37 (60.7) 
35 mm  3 (42.9) 8 (30.8) 4 (50.0) 3 (100.0) 2 (50.0) 3 (33.3) 1 (25.0) 24 (39.3) 

7
 

6 (85.7) 16 (61.5) 6 (75.0) 3 (100.0) 2 (50.0) 7 (77.8) 4 (100.0) 44 (72.1) 

7

 

 0 1 (3.8) 3 (37.5) 0 2 (50.0) 1 (11.1) 0 7 (11.5) 
 3 (42.9) 9 (34.6) 4 (50.0) 1 (33.3) 1 (25.0) 2 (22.2) 3 (75.0) 23 (37.7) 

 4 (57.1) 17 (65.4) 1 (12.5) 2 (66.7) 2 (50.0) 6 (66.7) 1 (25.0) 33 (54.1) 

1 a) 

 
1  

0 1.2 ± 1.5 1.4 ± 3.1 0.3 ± 0.6 2.0 ± 2.8 1.3 ± 1.9 1.8 ± 3.5 1.1 ± 1.9 

7  
1.9 ± 2.6 2.4 ± 3.3 0.9 ± 2.0 2.2 ± 1.5 3.2 ± 3.2 1.8 ± 1.4 0.9 ± 1.4 2.0± 2.7 

%  
a)  

 

 
15 VAS  

7 1 C-J306 FAS  

 
     

  8 6 2 3 19 

VAS  
34 mm  3 (37.5) 5 (83.3) 1 (50.0) 3 (100.0) 12 (63.2) 
35 mm  5 (62.5) 1 (16.7) 1 (50.0) 0 7 (36.8) 

7  6 (75.0) 6 (100.0) 2 (100.0) 2 (66.7) 16 (84.2) 

7  
 

 1 (12.5) 1 (16.7) 0 0 2 (10.5) 
 3 (37.5) 1 (16.7) 1 (50.0) 0 5 (26.3) 

 4 (50.0) 4 (66.7) 1 (50.0) 3 (100.0) 12 (63.2) 

1 a) 
1  1.9 ± 2.5 0.3 ± 0.5 0 3.7 ± 3.1 1.5 ± 2.3 

7  2.9 ± 3.2 0.7 ± 0.4 0.6 ± 0.6 2.7 ± 3.2 1.9 ± 2.5 
%  

a)  
 

 

C-J305 C-J306

16 17

7

7 6

3 1
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16 7  
C-J305  

  
 

 
 

 
 

 
 

 
 

 
 

 
 

 7 26 9 3 4 9 4 
 2 (28.6) 15 (57.7) 5 (55.6) 1 (33.3) 4 (100.0) 7 (77.8) 3 (75.0) 

 0 0 1 (11.1) 0 0 0 0 
 0 1 (3.8) 1 (11.1) 0 0 1 (11.1) 0 
 0 0 1 (11.1) 0 1 (25.0) 1 (11.1) 0 

 0 0 2 (22.2) 0 0 0 0 
%     

 
17 7  

C-J306  

  
 

 
 

 
 

 
 

 8 6 2 3 
 7 (87.5) 4 (66.7) 1 (50.0) 2 (66.7) 

 0 0 0 0 
 0 0 0 1 (33.3) 
 0 0 0 1 (33.3) 

 0 0 0 1 (33.3) 
%  

 

C-J305 C-J306

9 1 20%

1:8

1:5

 

 

 

C-J305 C-J306

0.5 1.0 mg/

1:8

1:5

C-J305 C-J306

 

 

7.R.4.2  
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C-J305 C-J306

2014 . 

; 2014. p40 C-J305 C-J306 1

1

1 200 mg 250 

mg/ 1:8 25 

mg/ C-J305 C-J306 C-J305 1 60 mg/

25 mg/ 25 mg/ 27 mg/

16 40 mg/ 18 60 mg/ 21

22 25

 

2014 . ; 2014. p159

30 50%

1 25 50% C-J305

C-J306 24 1.25 1.5

1 25 50%  

 

 

25 mg/ 25 mg/

25 mg/

 

 

7.R.4.3 1  

1

 

 
24)

1 1 1/24

1 1/24

                                                        
24) 2014 . ; 2014. p173  . 

; 2012. p151-2 PCA - . ; 2013. p42-5 1
. ; 2013. p38-9  2010; 31: S145-51 
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C-J305 C-J306

1 1 1/24  

C-J305 C-J306 10 25) 2

39.8% 74/186 48.5% 33/68 C-J305

C-J306 1 5

55.2% 16/29 42.6% 3/7

C-J305 2

1 C-J306 1

1 1 1/24

 

 

 

 

7.R.5  

28

500  

 

 2 mg 20 mg

 

 

 

 25 mg/

 

8.  

8.1  

2  

 

8.2 GCP  

2  

 

9. 1  

                                                        
25) 8 10 0. 

1. 2. 3. 4. 5  
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2  

 

29 11 10  

 

2 mg 20 mg 

 

 

29 3 31  

 

1. 

20 12 25 20 8

 

1  

 

 

1.1  

1 7.R.5

28

12  

 2 mg 20 mg

 

 

 

 25 mg/

  

 

C-J305 C-J306 28 21.4%

15/70 23.8% 5/21 28

12  

18

19
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18  
 

   
  
  
  
  
  

  

 
  

 
19  

  
  
  

  

 
20  

  
  
  
 12  
 500  

 

 /  
 2mg /20mg 1 1

 
  
  
 AST ALT  
  
  

 

2. 
2.1  

 

 

2.2 GCP  

CTD 5.3.5.2-1 CTD 5.3.5.2-2 GCP

 

 

3.  

6

37 3 29
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1 0.5 25 mg

 

 

 

 

 



i 
 

 

 

 
   

A-E101   DS7113-A-E101  
A-J201   DS7113-A-J201  
A-J301   DS7113-A-J301  
A-J302   DS7113-A-J302  
ALT Alanine Aminotransferase  
AST Aspartate Aminotransferase  
AUC Area Under Concentration-time 

Curve 
-  

AUC0-last Area Under Concentration-time 
Curve up to the last quantifiable 
time 

 

AUC0-∞ Area Under Concentration-time 
Curve up to infinity 

0
 

BA Bioavailability  
B-J303   DS7113-B-J303  
B-J304   DS7113-B-J304  
CI Confidence Interval  
C-J305   DS7113- C-J305  
C-J306   DS7113- C-J306  
CLcr Creatinine clearance  
CMA Critical Material Attribute  
Cmax Maximum Plasma Concentration  
CQA Critical Quality Attribute  
CLss Total Clearance at Steady State  
CLss/F Apparent Total Clearance at 

Steady State 
 

CTD Common Technical Document  
FAS Full Analysis Set  
FMEA Failure Mode Effects Analysis  
GCP Good clinical practice  
HLGT High Level Group Terms  
HLT High Level Terms  
HPLC High Performance Liquid 

Chromatography 
 

ICH International Council for 
Harmonisation of Technical 
Requirements for Pharmaceuticals 
for Human Use 

 

ICH Q1E
 

 
15 6 3

0603004  
LC/MS/MS High Performance Liquid 

Chromatography-Tandem Mass 
Spectrometry 

 

MedDRA/J Medical Dictionary for 
Regulatory Activities Japanese 
version 

ICH  



ii 
 

NEC Not Elsewhere Classified  
PT Preferred Term  
QbD Quality by Design  
QTPP Quality Target Product Profile  
RH Relative Humidity  
SMQ Standardised MedDRA Queries MedDRA  
SOC System Organ Class  
SpO2 Oxygen Saturation of Peripheral 

Artery 
 

tmax Time to Maximum Concentration  
t1/2 Elimination Half-Life  
VAS Visual Analogue Scale  
WHO World Health Organization  
3-

 
Hydromorphone-3-glucuronide -3-  

 
  

 
 

 

 
 

 
   
  2 mg 20 mg 
   

  2 mg 6 mg 12 mg
24 mg 

  1 mg 2 mg 4 mg 
 

 




