
審議結果報告書 

 

平 成 2 6 年 3 月 3 日 

医薬食品局審査管理課 

 

 

［販 売 名］ タペンタ錠 25 mg、同錠 50 mg、同錠 100 mg 
［一 般 名］ タペンタドール塩酸塩 

［申 請 者 名］ ヤンセンファーマ株式会社 

［申請年月日］ 平成 25年 4月 18日 
 

［審 議 結 果］ 

平成 26 年 2 月 24 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。 

本品目の再審査期間は 8年、原体及び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のいずれにも該当しないとされた。 
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μ in vitro

NA in vitro in vivo in vivo

in vitro

in vivo

 

±  
 

1  
1  

μ CHO

in vitro 2

O- Ki 4

4.2.1.1.1 4.2.1.1.2 4.2.1.1.3  
 

4 Ki  

  ±   ±  
μ δ κ μ 

 0.096 ± 0.009 0.97 ± 0.01 0.91 ± 0.09 0.16 ± 0.04 
 0.0022 ± 0.0001 0.080 ± 0.001 0.17 ± 0.02 0.0090 ± 0.0035 

 8.3 ± 0.9 100 ± 10 81 ± 2 - 
O-  0.028 ± 0.006 1.4 ± 0.1 3.3 ± 0.4 - 

: μmol/L -:  
 

μ CHO [35S]GTPγS guanosine-5’[γ-

thio]triphosphate 50% EC50  ± 

0.67 ± 0.15 0.022 ± 0.003 μmol/L  ± 

88 ± 8% 4.2.1.1.4  

50%

IC50 1.49 ± 0.20 0.129 ± 0.006 30.8 ± 12.3 μmol/L
3 μ 33.3

116 38.4 % 4.2.1.1.5  

2  
in vitro [3H]-NA [3H]- 5-HT

O-

                                                        
2 μ δ κ [3H] [3H]pCl-DPDPE [3H]Cl-977  
3 1 μmol/L 0.1 μmol/L  



 8 

5-HT NA Ki 5

4.2.1.1.1 4.2.1.1.3  
 

5 NA 5-HT Ki  
 NA 5-HT 

 0.48 ± 0.11 2.37 ± 0.54 
 >100 >100 

 1.8 ± 0.6 1.9 ± 0.2 
O-  2.4 ± 0.3 11 ± 0.5 

 0.53 ± 0.18 0.026 ± 0.002 
 0.0017 ± 0.0002 0.37 ± 0.05 

: μmol/L  ±  
 

3.98 8.59 mg/kg i.p. 8.59 mg/kg

NA 5-HT NA 5-HT

0.759 7.59 mg/kg i.p. NA 5-HT

4.2.1.1.6  

3  

 4  
50%

ED50 6  

2.71 mg/kg i.v. 12.5 

mg/kg i.p. : 0.01

0.90 mg/kg i.v. : 0.90 mg/kg i.p. Tail-flick

ED50 2.8 mg/kg i.v. 0.90 mg/kg i.p. α2

1.95 mg/kg i.p. 18.2 4.8 mg/kg 5-HT2

0.32 mg/kg i.p. 2 5.85 8.59 

mg/kg i.p. 0.90 mg/kg i.p.

0.91 mg/kg i.p. 5.85 mg/kg

18.5 mg/kg i.p. 0.90 mg/kg i.p.

0.91 mg/kg i.p. 1.00 mg/kg i.p.  

  

                                                        
4 4.2.1.1.7 4.2.1.1.8 4.2.1.1.9 4.2.1.1.10 4.2.1.1.11 4.2.3.7.4.6 4.2.1.1.12 4.2.1.1.13 4.2.1.1.14 4.2.1.1.15 4.2.1.1.16 4.2.1.1.17

4.2.1.1.18 4.2.1.1.19 4.2.1.1.20 4.2.1.1.21 4.2.1.1.22 
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6  

   
 

ED50 mg/kg  
   

a)  i.v. 0.57 0.28 3.15 
p.o. 26.9 3.57 3.97 

Tail-flick b) 

 i.v. 3.62 1.09 12.0 
p.o. 45.8 14.3 20.9 

 i.v. 1.92 0.83 8.46 
p.o. 104 42.3 14.6 

 i.v. 3.7 0.54 - 
 i.v. 0.46 - - 

Tail-flick c)  i.v. 2.83 - - 

Hot-plate d) 48°C  
i.v. 2.79 1.01 9.14 
i.p. 10.1 3.59 18.2 

58°C i.p. 23.8 6.46 25.2 
e)  i.v. 2.69 1.73 12.3 

f) 
1  

 i.p. 3.98 8.59 3.42 - 
2  3.22 0.61 - 

g)  
i.v. 1.70 0.69 8.20 
i.p. 8.67 4.24 7.54 
i.t. 0.049k) 0.0014k) 0.15k) 

h)  i.p. 8.3 5.09 - 
i)  i.v. 6.4 2.37 - 

 

j) 

 
 

 
i.v. 

1.26 0.77 - 
 3.22 0.58 - 

 3.37 0.65 - 

 
 i.v. 

18.6 1.74 - 
 14.0 2.07 - 

i.v.: p.o.: i.p.: i.t.: -:  
a 4.2.1.1.7 b 4.2.1.1.9 4.2.1.1.10 4.2.1.1.11 4.2.3.7.4.6 
c 4.2.1.1.13 Tail-flick 60% 48°C  
d 4.2.1.1.14 e 4.2.1.1.15 f 4.2.1.1.16 1 15 2 15 30  
g 4.2.1.1.18 Randall-Selitto h 4.2.1.1.20 von Frey  
i 4.2.1.1.21  
j 4.2.1.1.22 5 4  
k mg/  
 

 5  

ED50 7  
6 ED50 1.6 mg/kg i.v. 0.90 mg/kg

i.p. 1.95 mg/kg i.p. 4.5 7.6 mg/kg

0.32 mg/kg i.p.  
 

7  

   
 

ED50 mg/kg  
   

a)  i.p. 7.0 3.52 2.53 
i.v. 1.42 - - 

b)  i.p. 11e) 5.4 12.1 
 

c)  i.p. 7.6 2.3 8.1 

 
d)  i.p. 4.4 - - 

i.v.: i.p.: -:  
a 4.2.1.1.23 b 4.2.1.1.26 c 4.2.1.1.27 d 4.2.1.1.28 e  
 

 
  

                                                        
5 4.2.1.1.23 4.2.1.1.24 4.2.1.1.25 4.2.1.1.26 4.2.1.1.27 4.2.1.1.28 
6 5 6 Chung  



 10 

4  
Tail-flick 18.5 mg/kg i.p. 7.59 mg/kg i.p.

1 1 45 51 21 7

4.2.1.1.29  
8 5.85 mg/kg i.p. 5.17 7.59 mg/kg

i.p. 1 1 22 27 10 9

4.2.1.1.30 4.2.1.1.31  

Tail-flick 8

7.59 mg/kg i.p. 18.5 

mg/kg i.p. 4.2.1.1.29 4.2.1.1.30  

5  
In vitro O- 10 μmol/L

μ NA 5-

HT 10 N- M2 μ

Ki : 0.62 μmol/L 4- M1 M1 4-O-

M7 NA Ki : 1 μmol/L M1 3-O- M8

NA 5-HT Ki : 1 1.4 μmol/L 4.2.1.1.2 4.2.1.1.32

4.2.1.1.33  

Tail-flick 21.5 mg/kg i.v. 10 10 

mg/kg i.v.

M1 M2 N,N- M4 M7 M8 4.2.1.1.34 4.2.1.1.35  

 
2  

1  
In vitro 11 M1

Ki : 0.71 μmol/L M1 M5 3 μmol/L

68 94% Ca2+ cAMP

M1 M4 5-HT3

Ki : 1.04 μmol/L 3 30 μmol/L 5-HT

3 μmol/L 5-HT3

4.2.1.1.1 4.2.1.2.1 4.2.1.2.2 4.2.1.2.3  

                                                        
7 Tail-flick 4.2.1.1.29 10%MPE  

Maximal possible effect %MPE = T1-T0 / T2-T0 × 100 
T0 T1: T2: 12  

8 4 Bennett  
9 4.2.1.1.30 4.2.1.1.31

 
10 O- 4- M1 M1- N- M2 M2-

N,N- M4 N- M5 M1-4-O- M7 M1-3-O- M8
 

11 M1 M2 M3 M4 M5 5-HT2A 5-HT3 NMDA glycine site
phencyclidine site σ1 σ2 L Ca2+ phenylalkylamine site benzothiazepine site Na+ binding site2
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In vitro 10 μmol/L 11

4.2.1.1.32 4.2.1.1.33  

2  
i.v. ED50 0.77 mg/kg

4.2.1.2.4  

 
3  

13 6 21

902 GLP

 
1  

2 18 mg/kg i.v. 6 mg/kg

18 mg/kg

4.2.1.3.1  

18.5 39.8 mg/kg i.p.

4.2.1.3.2  

18.5 85.9 mg/kg i.p.

4.2.1.3.3  

18.5 85.9 mg/kg i.p. 85.9 mg/kg

4.2.1.3.4  

0.6 18 mg/kg i.v. 6 mg/kg

PTZ 4.2.1.3.5  

0.86 27.2 mg/kg i.p. 8.59 mg/kg

4.2.1.3.8 4.2.1.3.9  

8.59 18.5 mg/kg i.p. 8.59 mg/kg 0.15 mg/kg

i.v. 18.5 mg/kg 10 mg/kg i.p.

4.2.1.3.10  

2  
 In vitro  

hERG CHO 1

100 μmol/L 10 μmol/L hERG 50% IC50 36.1 μmol/L

4.2.1.3.11  

3 100 μmol/L 30 μmol/L 90%

APD90 48% 4.2.1.3.12  

0.1 100 μmol/L APD90

4.2.1.3.13  

215 1,000 μmol/L EC50 408 μmol/L

316 681 μmol/L EC50

508 μmol/L 4.2.1.3.15  
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 In vivo  
3.98 12.5 mg/kg i.v. 8.59 mg/kg

12.5 mg/kg 4.2.1.3.17  

0.86 8.59 mg/kg i.v. 0.86 mg/kg

3.98 mg/kg SαT 3.98 mg/kg

PQ QRS 8.59 mg/kg

8.59 mg/kg 1/6 4.2.1.3.18  

0.5 4.5 mg/kg i.v. 0.5 mg/kg

1.5 mg/kg P

T 4.5 mg/kg QRS 4.2.1.3.19  

2.58 7.73 mg/kg i.v. 2.58 mg/kg

QT 7.73 mg/kg

PQ 4.2.1.3.20  

3  
3.98 12.6 mg/kg i.v. 3.98 mg/kg

38% CO2 0.18 3.98 mg/kg

i.v. ED50 0.61 mg/kg 4.2.1.3.22  

2 18 mg/kg i.v.

2 6 mg/kg 30

18 mg/kg

4.2.1.3.23  

3.98 12.6 mg/kg i.v. 8.6 mg/kg

pCO2 32% pO2 30% 4.2.1.3.24  

4  
0.86 8.59 

mg/kg i.v. 8.6 mg/kg

Na+ K+ Cl- 4.2.1.3.28  

0.1 2.15 μmol/L 0.464 μmol/L

4.2.1.3.29  

3.98 58.5 mg/kg i.p.

48.4% 4.2.1.3.26  

1.85 39.8 mg/kg i.p. E2

100 μg/kg i.p. ED50 8.8 mg/kg 4.2.1.3.27  
5  

hERG CHO M2 hERG

IC50 >300 >300 264 μmol/L 4.2.1.3.31 4.2.1.3.32  

1 300 μmol/L

4.2.1.3.33  
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1  

μ NA

 

 

 

 , , 11-12, 2010

, , 

3 ,  , 12-13, 2010

6

7 12  

NA μ Ki

0.096 μmol/L NA

Yoshimura M et al, J Pharmacol Sci, 101: 107-117, 

2006  

In vitro μ

1/18 1/30 4.2.1.1.2 4.2.1.1.4 in vivo 12 i.v.

i.p. 1/2 1/10 in vitro μ

NA

Tail-flick

4.2.1.1.13 2 4.2.1.1.17

4.2.1.1.19

4.2.1.1.24

μ NA

 

 

 
 

2  

 

 
13

8 1 PTZ
                                                        
12 4.2.1.1.7 4.2.1.1.9 4.2.1.1.10 4.2.1.1.11 4.2.3.7.4.6 4.2.1.1.12 4.2.1.1.13 4.2.1.1.14 4.2.1.1.15 4.2.1.1.16 4.2.1.1.18 

4.2.1.1.20 4.2.1.1.21 4.2.1.1.22 4.2.1.1.23 4.2.1.1.26 4.2.1.1.27 4.2.1.1.28 
13 JPN-C01 5.3.5.2.1 250 mg 1 2 Cmax 361 ng/mL AUCτ

2,690 ng h/mL  
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JPN-C01 5.3.5.2.1 Cmax

14

pCO2 pO2

ED25 8.9 mg/kg 3.4 Cmax

2  
 

8  

  

 

mg/kg
i.v.  

 
Cmax ng/mL  

 
 

a)  2 280f) 0.8 
a)  6 877g) 2.4 

PTZ b)  0.6 86.7g) 0.2 
c)  4.0 553g) 1.5 

d)  0.5 119 151h) 0.3 0.4 
e)  <4.0 <553g) <1.5 

PTZ:  
a 4.2.1.3.1 b 4.2.1.3.5 c 4.2.1.3.17 d 4.2.1.3.19 e 4.2.1.3.22 f 4.2.2.2.5  
g 4.2.2.2.5  
h 1  
 

ED50 9

 
 

9 ED50  

  
mg/kg  ED50

a) 
      

  6 i.v. b) - 8.78 p.o. c) 3.1 - 0.6 
  18 i.v. b) 132 i.p. d) 40.8 i.p. c) 9.4 65g) 5.9g) 

PTZ   2 i.v. f) 22.8 i.p. d) 4.39 i.v. e) 1.0 11g) 0.5 
  8.6 i.v. h) 90.2 p.o. i) - 4.5 2.1 - 

  1.5 i.v. j) 0.76 i.v. k) 4.39 i.v. l) 0.4 1.4 - 
  4 i.v. m) 1.63 i.v. m) 4.08 i.v. m) 2.1 2.0 0.5 

  24.1 i.p. n) 4.49 i.p. n) 58.6 i.p. n) 2.4 1.3 3.2 
-: i.v.: p.o.: i.p.: PTZ:  
a Tail-flick 4.2.1.1.9 4.2.1.1.10 4.2.1.1.11 Hot-plate 4.2.1.1.14

ED50  
b 4.2.1.3.1 c 4.2.1.3.1 
d Wallenstein M, Neuropharmacology, 22: 1187-1192, 1983 
e Bankstahl M et al, Neurotoxicology, 33: 127-137, 2012 f 4.2.1.3.5 
g Tail-flick i.p. ED50 2.03 mg/kg 6.86 mg/kg

4.2.1.3.4  
h 4.2.1.3.17 i -2 
j 4.2.1.3.19 k -  
l 4.2.1.3.4 m 4.2.1.3.22 n 4.2.1.3.26 ED25 
 

                                                        
14 Cmax 1 PTZ

22 PQ QRS SαT 14
12  



 15 

 

 

μ NA

 

PTZ

NA

9 4.2.1.3.6 NA

NA

Clinckers R et al, J Neurochemistry, 115: 1595-1607, 2010

NA Ahern TH et al, 

Neuropsychopharmacology, 31: 730-738, 2006 Kaminski RM et al, Neurosci. Lett, 382: 51-55, 2005

μ

 

4.2.1.3.22 4.2.1.3.24 4.2.1.3.26

4.2.1.3.27

μ  

4.2.1.3.1 NA

 

4.2.1.3.17 4.2.1.3.20

- -2

Donald DE et al, Am J Physiol, 212: 901-910, 1967

 
 

2

 

 

 
 

: 0.25 4.29 ng/mL

/ : 0.60 0.62 ng/mL 2.40 2.45 ng/mL

0.125 ng/mL 14C

: 0.12 μg eq/g

: 22 dpm

 ±  
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1  
1  

69 mg/kg 6.9 mg/kg

0.08 0.42

Cmax 5,785 ± 2,067 32,128 ± 8,464 ng/mL 0

- AUC0-∞ 2,080 ± 124 43,596 ± 6,004 ng h/mL

t1/2 0.64 ± 0.01 0.78 ± 0.24

AUC0-∞ 518 ± 59 3,690 ± 591 ng h/mL t1/2

0.29 ± 0.04 0.51 ± 0.11 AUC0-∞

BA 40.3%15 4.2.2.2.2  

258 mg/kg 6.0 mg/kg

0.25 Cmax 865.9 ± 541.9 ng/mL

AUC0-12h 1,711 ± 478 ng h/mL AUC0-12h 435.2 ± 35.6 ng

h/mL t1/2 0.53 ± 0.05 AUC0-12h BA 9.2% 4.2.2.2.3

4.2.2.2.4  

86 mg/kg 4.3 mg/kg

0.5 Cmax 145.8 ± 203.6 ng/mL AUC0-

∞ 274.3 ± 232.0 ng h/mL t1/2 3.71 ± 1.53 AUC0-∞

511.2 ± 119.6 ng h/mL t1/2 0.87 ± 0.07 AUC0-∞ BA 3.0%15)

4.2.2.2.6  
14C 17 mg/kg

1 Cmax 20,300 ± 3,200 ng eq/mL AUC0-∞ 49,700 ± 8,200 ng eq h/mL 4.2.2.2.7  

2  
8.6 26 86 172 mg/kg 1 1 13

10 13 Cmax

AUC0-5h 1 4.2.3.2.3  
 

10 8.6 172 mg/kg 13  
4.2.3.2.3  

 
  

8.6 mg/kg 26 mg/kg 86 mg/kg 172 mg/kg 
1  13  1  13  1  13  1  13  

Cmax 
ng/mL  

 61.3 ± 28.2 34.2 ± 6.6 130 ± 4 87.1 ± 26.0 1,096 ± 230 361 ± 41 3,469 ± 1,118 1,256 ± 648 
 59.8 ± 28.8 30.8 ± 8.6 212 ± 48 83.4 ± 18.9 1,019 ± 319 337 ± 153 3,394 ± 593 855 ± 116 

AUC0-5h 
ng h/mL  

 52.3 ± 11.7 32.9 ± 4.2 175 ± 14 143a) 1,196 ± 151 433 ± 97 2,948 ± 330 493 ± 156 
 54.7 ± 6.1 36.9 ± 2.2 233 ± 16 97.1 ± 15.2 1,534 ± 87 279 ± 73 3,644 ± 757 451 ± 139 

3 /  ±  
a 2  
 

43 86 172 172/25816 mg/kg 1 1 26

4 13 26 17 26

172/258 mg/kg 16 11

                                                        
15  
16 1 13 172 mg/kg 14 258 mg/kg  
17 172/258 mg/kg 4 16  
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4.2.3.4.1.1  
 

11 43 172/258 mg/kg 26 a)  
4.2.3.4.1.1  

  
  43 mg/kg 86 mg/kg 172 mg/kg 172/258 mg/kg 

 

Cmax 
ng/mL  

 114 ± 11 467 ± 126 828 ± 382 947 ± 305 
 205 ± 47 238 ± 75 610 ± 200 489 ± 246 

AUC0-t 
ng h/mL  

 145 ± 76 315 ± 26 763 ± 286 1,113 ± 447 
 164 ± 23 254 ± 58 633 ± 190 446 ± 59 

 
 

Cmax 
ng/mL  

 34,907 ± 3,823 48,626 ± 4,243 57,553 ± 10,539 73,776 ± 14,079 
 23,489 ± 4,257 22,580 ± 2,283 34,686 ± 11,171 22,331 ± 3,369 

AUC0-24h 
ng h/mL  

 46,188 ± 1,872 82,053 ± 12,839 177,921 ± 22,514 155,208 ± 69,285 
 29,046 ± 3,441 59,234 ± 1,406 100,115 ± 19,481 131,070 ± 2,889 

3 /  ±  
a 43 86 172 mg/kg 26 172/258 mg/kg 16  
 

26 86 172 mg/kg 1 2 13

12 13

1

Cmax

386 mg/kg 1

1 26 4.2.3.2.10

4.2.3.2.9  
 

12 26 172 mg/kg 13  
4.2.3.2.9  

  
 

 
 

26 mg/kg 86 mg/kg 172 mg/kg 
1  13  1  13  1  13  

 

Cmax 
ng/mL  

 91 ± 58 414 ± 225 301 ± 237 758 ± 580 1,281 ± 726 1,244 ± 447 
 156 ± 136 425 ± 232 479 ± 55 1,409 ± 145 1,094 ± 910 3,733 ± 1,515 

AUC0-24h 
ng h/mL  

 300 ± 79 1,034 ± 528 1,031 ± 282 2,254 ± 106 4,042 ± 772 4,828 ± 1,559 
 289 ± 250 979 ± 382 1,307 ± 315 4,222 ± 226 4,854 ± 548 11,829 ± 2,649 

 
 

Cmax 
ng/mL  

 15,329 ± 3,766 15,911 ± 2,890 26,886 ± 4,447 33,938 ± 6,402 44,490 ± 10,534 48,064 ± 5,076 
 16,848 ± 1,382 22,853 ± 1,574 35,068 ± 2,952 47,181 ± 9,639 45,668 ± 11,357 72,112 ± 14,807 

AUC0-24h 
ng h/mL  

 90,619 ± 4,709 106,521 ± 13,153 278,583 ± 45,219 379,666 ± 62,164 477,399 ± 39,702 591,322 ± 152,806 
 94,824 ± 29,234 144,527 ± 16,825 295,804 ± 32,496 407,202 ± 33,817 580,852 ± 52,186 719,230 ± 132,981 

3 /  ±  
 

86 mg/kg 1 2 7 4.3 mg/kg 1 2 7

1 7 0.88 0.38

Cmax 40.8 ± 8.3 346.3 ± 490.5 ng/mL AUC0-12h 153.8 ± 

37.3 440.7 ± 424.0 ng h/mL t1/2 4.52 ± 2.24 5.24 ± 1.32

1 7 5 692.3 ± 83.2 891.5 ± 199.7 

ng/mL AUC0-12h 574.9 ± 248.3 638.6 ± 146.1 ng h/mL t1/2 0.87 ± 0.14 1.04 

± 0.16 7 1

4.2.2.2.6  

8.6 30 103/6918 mg/kg 1 1 13

13

                                                        
18 103/69 mg/kg 1 21 103 mg/kg 22 69 mg/kg  
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13

Cmax 4.2.2.2.10 4.2.3.2.15  
 

13 8.6 103/69 mg/kg 13  
4.2.2.2.10 4.2.3.2.15  

  
  

8.6 mg/kg 30 mg/kg 103/69 mg/kg 
1  13  1  13  1  13  

 

Cmax 
ng/mL  

 13.7 ± 12.6 4.2 ± 1.2 26.9 ± 13.6 37.1 ± 19.1 701 ± 1,192 316 ± 382 
 10.1 ± 3.2 4.4 ± 1.3 43.4 ± 11.0 40.5 ± 11.1 245 ± 205 338 ± 534 

AUC0-12h 
ng h/mL  

 30.9 ± 16.7 18.9 ± 3.3 64.9 ± 22.9 101 ± 14 846 ± 1,089 491 ± 447 
 17.5 ± 3.8 17.1 ± 3.0 86.6 ± 7.2 110 ± 42 513 ± 253 511 ± 469 

 
 

Cmax 
ng/mL  

 7,264 ± 1,752 8,134 ± 2,115 20,434 ± 7,092 23,876 ± 4,904 45,805 ± 16,437 49,093 ± 13,477 
 5,975 ± 1,180 7,096 ± 1,352 16,904 ± 2,711 23,349 ± 7,301 47,390 ± 11,058 48,206 ± 5,418 

AUC0-12h 
ng h/mL  

 28,131 ± 6,963 33,505 ± 4,751 80,994 ± 12,212 101,005 ± 19,593 290,905 ± 69,512 219,273 ± 58,958 
 20,197 ± 3,832 25,134 ± 3,286 74,773 ± 13,436 101,132 ± 15,643 314,679 ± 34,887 245,537 ± 30,854 

 
 

Cmax 
ng/mL  

 205 ± 103 238 ± 59 854 ± 274 822 ± 285 1,579 ± 650 1,485 ± 711 
 253 ± 116 239 ± 32 662 ± 158 591 ± 233 1,454 ± 342 1,392 ± 425 

AUC0-12h 
ng h/mL  

 956 ± 414 1,103 ± 216 3,212 ± 660 3,432 ± 505 7,324 ± 1,243 5,733 ± 1,945 
 894 ± 284 999 ± 154 3,147 ± 981 3,118 ± 329 7,279 ± 1,527 5,821 ± 873 

3 6  ±  
 

1.7 3.4 6.9 mg/kg 1 2 13

6.9 mg/kg 13 Cmax 619.6 

± 80.8 625.4 ± 76.1 ng/mL AUC0-5h 1,016 ± 110 892.9 ± 175.2 ng h /mL

Cmax 3,327 ± 615 3,887 ± 779 ng/mL AUC0-5h 12,133 ± 1,993

12,697 ± 2,228 ng h/mL 4.2.3.2.21  

 
2  

1  
14C 43 687 ng/mL

16.3

16.7 17.2 18.5 9.2 12.0 15.6 18.9% 0.1% 14C

43 687 ng/mL 26.7

48.2% 4.2.2.3.2  
14C 17 mg/kg 1 4 /

0.60 0.67 4.2.2.2.7  

2  
14C 8.6 mg/kg

0.25 0.25

4.92 μg eq/g

10 8

5% 0.26 μg eq/g

72

4.2.2.3.1  
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3  
17 14C 8.6 mg/kg 24 72

4.2.2.3.1  

21 64 129 mg/kg 6 1 2 20

0.25 4.5 / 0.23 0.60

0.98 1.51 0.08 0.18 0.30 1.12 4.2.3.5.3.1  

4  
69 mg/kg 6 6 /

19)AUC 0.62 0.18 4.2.2.3.4  

 

3  
20

M1 M2

M2 4- -N- M3 N,N- M4 N-

M5 M7 M8 M9/M10
14C 21

M1 M2

(-)-(1R, 2R) (-)-(1S, 2R)

(+)-(1R, 2S) 1.1%

1.3%

4.2.2.2.10  

1  

 
1  

                                                        
19 4.2.2.2.2

 
20 258 mg/kg 1 1 4 69 mg/kg

1 52  
21 14C 43 129 mg/kg 48 14C

17 mg/kg 24  
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10 μmol/L

NADPH 37°C 30

20.4 28.5 14.3 9.6

51.5% 10 60 μmol/L

- UDP-GA 37°C 5 25

0.012 0.024 0.033 0.043 0.013 0.011 mL/min/mg protein

4.2.2.4.1  

64 129 258 mg/kg 1 1 4

7- O- 4.3 32.2 1.4 31.6

7- O- 1.8 3.6 1.0 1.9 4-

1.2 1.8 1.0 1.3

6β- 11- 12-

258 mg/kg P450

CYP 1.4 1.2 4.2.2.2.9  

64 mg/kg 1 1 26

2- 1.8 CYP 7-

O- N-

4.2.3.2.10  

26 69 mg/kg 1 1 52

7- O- 1.5 1.5 2.0 N-

1.4 1.7 1.6 1.9 2-

0.6 0.8 0.6 0.7 CYP

4.2.3.2.16  

6.4 mg/kg 1 1 4

CYP 7- O- N- 2-

4.2.3.2.18  

 

4  
14C 43 mg/kg 48

68.4 ± 6.5 6.6 ± 5.7% 4.2.2.5.1  
14C 129 mg/kg 48

58.8 ± 9.1 25.7 ± 6.8% 76.1 ± 5.3

4.9 ± 1.2% 4.2.2.5.2  
14C 17 mg/kg 48

78.2 ± 6.4 17.5 ± 2.3% 4.2.2.2.7  

21 64 129 mg/kg 6 1 2 7
22 9.5 ± 8.3 13.7 ± 6.4 39.6 ± 34.6 ng/mL

                                                        
22 0.5 2 129 mg/kg  
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505.6 ± 344.9 1,456 ± 915 2,395 ± 1,069 ng/mL

4.2.3.5.3.1  

 
 

1  

 

in vitro 26.7 48.2% 4.2.2.3.2 in vivo

4.2.2.3.1

23

 
24

14 : 2008 11

20 2012 5 20

3

 
 

14  
5.3.5.2.1: JPN-C01 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03  

 
    

 CRa)  SRb)  
 

  CRa)  
 

  CRa)  
 239 110 50 201 689 300 1,297 3,433 1,234 

 0 0 0 0 0 0 0 2 (0.1) 2 (0.2) 
 1 (0.4) 0 0 0 0 0 0 0 0 

 0 0 0 0 0 0 0 2 (0.1) 0 
 0 0 0 0 0 0 0 1 (<0.1) 1 (0.1) 

 0 0 0 0 0 0 1 (0.1) 1 (<0.1) 0 
 0 0 1 (2.0) 0 0 0 0 1 (<0.1) 0 

 0 0 0 0 0 0 0 1 (<0.1) 0 
 0 0 0 0 0 0 0 0 1 (0.1) 

 %  
a b  

 

 

 

 
 

 

                                                        
23 4.2.3.2.13 4.2.3.2.14 4.2.3.2.15 4.2.3.2.16 4.2.3.2.17 4.2.3.2.18

4.2.3.2.19 4.2.3.2.20 4.2.3.2.21  
24 MedDRA SMQ  
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1  
4.2.3.1.1 4.2.3.2.14 4.2.3.2.17

25 258 

mg/kg 386 mg/kg 300 mg/kg 34 mg/kg 34 mg/kg

6.4 mg/kg

/

/

 

 
2  

4 26 13 52

4 4 13

QTc 64 mg/kg/

9 mg/kg/ 500 mg/ Cmax AUC0-

∞13 0.7 0.1 0.1

 

1 4 4.2.3.2.6 4.2.3.2.7 4.2.3.2.23  
Wistar 10 / 0 258 365 515 mg/kg/ 4

365 mg/kg/ 1 515 mg/kg/ 2

258 mg/kg/ 258 mg/kg/

258 mg/kg/

α2 365 mg/kg/

ALT 515 mg/kg/

515 mg/kg β LDH

/

A/G 258 mg/kg/ 515 mg/kg/

515 mg/kg/

258 mg/kg/  

toxicokinetics TK AUC0-24h Cmax

28 AUC0-24h Cmax  

2 26 4.2.2.2.10 4.2.3.2.10  
Wistar 20 30 / 0 64 129 258 386 mg/kg/ 26

129 mg/kg/ 2 258 mg/kg/ 10 10

386 mg/kg/ 16 16 386 mg/kg/

13 129 mg/kg/

258 mg/kg/ / / 258 mg/kg/

                                                        
25 4.2.3.2.14 4.2.3.2.17
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129 mg/kg/ 258 mg/kg/ 386 mg/kg/

129 mg/kg/

386 mg/kg/ 129 mg/kg/

129 mg/kg/ 386 mg/kg/

129 mg/kg/

258 mg/kg/ LDH

129 mg/kg/ 258 mg/kg/

258 mg/kg/

8 64 mg/kg/  

TK AUC0-t Cmax

AUC0-t  

3 4 4.2.3.2.7 4.2.3.2.11 4.2.3.2.23  
Wistar 10 / 0 3 6 13 mg/kg/ 4

13 mg/kg/ 2 1 6 mg/kg/

13 mg/kg/

3 mg/kg/ 2 6 mg/kg/

1 2 A/G 13 mg/kg/

ALT

α2 A/G

0 13 mg/kg/

13 mg/kg/

13 mg/kg/ 3 

mg/kg/  

TK AUC0-∞ Cmax

 

4 13 4.2.3.2.15  
4 6 / 0 9 30 103/6926 mg/kg/ 13

103/69 mg/kg/ 2

30 mg/kg/ /

/ 103/69 mg/kg/

103/69 mg/kg/ 103/69 mg/kg/

30 mg/kg/ QTc 4

9 mg/kg/  

TK AUC0-t Cmax

 
  

                                                        
26 13 4.2.3.2.15 103 mg/kg/

22 69 mg/kg/  
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5 52 4.2.3.2.16  
4 6 / 0 9 26 69 mg/kg/ 52

69 mg/kg/ 1

26 mg/kg/

/ 69 mg/kg/

69 mg/kg/

QTc 9 mg/kg/  

TK AUC0-t Cmax

 

6 4 4.2.3.2.18 4.2.3.2.23  
3 / 0 0.9 2.6 6.4 mg/kg/ 4

2.6 mg/kg/

/

6.4 mg/kg/ 6.4 mg/kg/ 2.6 mg/kg/

0.9 mg/kg/

 

TK AUC0-∞ Cmax

 

7 13 4.2.3.2.21  
4 6 / 0 3 7 14 mg/kg/ 1 2 13

14 mg/kg/ 1 3 mg/kg/

/

7 mg/kg/

7 mg/kg/ 14 mg/kg/ QTc

14 mg/kg/ 7 mg/kg/

14 mg/kg/

4 3 mg/kg/  

TK AUC0-5h Cmax

 

 

3  
in vitro 4.2.3.3.1.1

4.2.3.3.1.2 4.2.3.3.1.3 in vivo

4.2.3.3.2.1 DNA UDS 4.2.3.3.2.2

859 μg/mL
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4  

 

1 104 4.2.3.4.1.1  
ICR 51 / 0 2 43 86 172 172/258/17227 mg/kg/

104 172 mg/kg/

 

TK AUC0-24h Cmax

AUC0-24h Cmax 86 mg/kg

Cmax  

2 104 4.2.3.4.1.2  
Wistar 50 / 0 2 9 43 107 215 mg/kg/ 104

107 mg/kg/

215 mg/kg/

 

TK AUC0-24h

43 mg/kg/

 

 
5  

4.2.3.5.3.1

 

1 4.2.3.5.1.1  
Wistar 22 / 0 3 5 10 mg/kg/ 28

14 6 5 mg/kg/ 1

10 mg/kg/ 2 5 mg/kg/

5 mg/kg/ 10 mg/kg/ 5 mg/kg/

5 mg/kg 10 mg/kg

3 mg/kg/ 10 mg/kg/ 3 

mg/kg/  

                                                        
27 104 4.2.3.4.1.1 1 14 172 mg/kg/ 15 28 258 mg/kg/

29 91 172 mg/kg/ 92
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2  
 4.2.3.5.2.2  

SD 20 / 0 3 6 13 mg/kg/ 6 17

6 mg/kg/ 2 13 mg/kg/ 2

3 mg/kg/ 6 mg/kg/

6 mg/kg/ 13 mg/kg/

13 mg/kg/

3 mg/kg/ 6 mg/kg/  

4.2.3.5.2.4  
SD 20 / 0 9 17 34 mg/kg/ 6 17 1

2 9 mg/kg/

17 mg/kg/

34 mg/kg/

9 mg/kg/ 17 mg/kg/  

4.2.3.5.2.6  
Himalayan 16 / 0 1 3 8 mg/kg/ 6 20

8 mg/kg/ 1

1 8 mg/kg/

8 mg/kg/

3 mg/kg/  

 4.2.3.5.2.8  
Himalayan 20 21 / 0 3 9 21 mg/kg/ 6

20 1 2 9 mg/kg/

3 mg/kg/

9 mg/kg/ 24

3 mg/kg/

3 mg/kg/  

3 4.2.3.5.3.2  
SD 21 24 / 0 17 43 129 258 mg/kg/ 6

21 1 2 258 mg/kg/ 2

129 mg/kg/ 1 258 mg/kg/ 2

129 mg/kg/ 258 mg/kg/

129 mg/kg/

43 mg/kg/ 4 129 mg/kg/ 258 mg/kg/

43 mg/kg/

17 mg/kg/  
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6  

 

1  
 4.2.3.7.4.1 4.2.3.7.4.2  

NMRI 12 / 1.85 39.8 mg/kg 0.163 75.9 mg/kg 2 7
28 2 30 mg/kg

29  

NMRI 12 / 8.6 40 mg/kg 7.6 mg/kg 2 7 28

1 1.5 2 30 mg/kg
29  

 4.2.3.7.4.3  
Wistar 12 / 3.98 27.1 mg/kg 3.52 24.0 mg/kg

1 3 20 21 1 10 mg/kg

27 28 34

1 3 7 35 1 41

wet dog shake

wet dog shake

 

 4.2.3.7.4.4  
SD 8 16 / 0.86 59 mg/kg 0.76 7.6 mg/kg

30

1.85 39.8 mg/kg  

 4.2.3.7.4.5  
Long-Evans 13 /

0.86 8.6 mg/kg

 

 4.2.3.7.4.6  
0.03 mg/kg/ 3 0.01

0.3 mg/kg/ 0.03 mg/kg/  

 
  

                                                        
28 4.2.3.7.4.1 4.2.3.7.4.2 3 1 5 2 2 7

 
29 10 10  
30 4.2.3.7.4.4 1 3 5 2 4 6

7 8 15
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1  

 

 

4.2.3.5.3.2

17 mg/kg/ 43 mg/kg/ 43 mg/kg/ 4

17 43 129

258 mg/kg/ 0/21 2/19 2/23 3/22

0 10 13 15 4 3 2 3

11 129 mg/kg/ 2

2/23 3/22 4.2.3.5.3.1 1/11

 

4

- -4 4.2.3.5.3-2 4.2.3.5.3-3

258 mg/kg/

 

 

 

 

2  

 

 

4.2.3.2.15 4.2.3.2.16 26 30 mg/kg/

1 tmax 4.2.3.1.1

4.2.3.2.14 Cmax

4.2.3.2.15 4.2.3.2.16
13 Cmax 0.1 0.1

4.2.3.2.6 4.2.3.2.7 4.2.2.2.10 4.2.3.2.10
13 Cmax 1

4.2.1.3.1 4.2.1.3.5 4.2.1.3.1

PTZ 4.2.1.3.5 13 Cmax

PTZ 1 4.2.1.3.5

1 4.2.1.3.1

8 9 μ NA
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Löscher W, Eur 

J Pharmacol, 610: 1-11, 2009

 

5.3.5.2.1: JPN-C01 5.3.5.1.1: KAJ-C02

5.3.5.1.2: JPN-C03 31 KAJ-

C02 5.3.5.1.1 1

5.3.5.3.3 1498

4,065 CR 1472

1 0.2% 3/1498

2.1% 87/4065 CR 1.7% 25/1472

CR

 

μ

Duthie DJ et al, Br J Anaesth, 59: 61-77, 1987

,    10 , 2003

: 2008 11 20 2012 5 20

71 78

 

 

 

26 4.2.2.2.10 4.2.3.2.10 13

4.2.3.2.15 52 4.2.3.2.16 1

/ /

 

 
  

                                                        
31 MedDRA PT  

 



 30 

4  
 

 
TRF BE 5.3.1.2.1: PAI-

1062 5.3.1.2.2: PAI-1063 TRF PR1 BA

5.3.1.2.9: PAI-1053/HP64 TRF 5.3.3.4.1: PAI-

1052/HP51 PR1 BA

5.3.1.1.1: HP08 BA 5.3.1.1.2: HP04

BE 5.3.1.2.3: PAI-1016/HP24 TRF

PR2 BE 5.3.1.2.4: PAI-1059/HP82 5.3.1.2.5: PAI-1060/HP83

5.3.1.2.6: PAI-1057/HP80 5.3.1.2.7: PAI-1058/HP81 5.3.1.2.8: PAI-1061/HP84

PR1 BA 5.3.1.2.10: HP07 TRF

PR2 BA TRF 5.3.1.2.11: PAI-1055/HP67 TRF

5.3.3.4.2: PAI-1028/HP44 5.3.3.4.3: PAI-

1047/HP62

: 0.25 ng/mL 0.5 ng/mL

LC-MS/MS : 0.15 0.200 ng/mL 10 ng/mL

-O- LC-MS/MS : 

10.0 ng/mL 500 ng/mL

 ± 

5.3.5.2.1: JPN-C01 PR1 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03

TRF TRF  

 

1  
 

12 TRF 100 mg 1

PR1 100 mg 1 PR1 TRF BA

Cmax AUC0-last TRF 35.6 ± 19.0 ng/mL

425 ± 95 ng h/mL PR1 38.2 ± 10.8 ng/mL 472 ± 91 ng h/mL

5.3.1.2.9: PAI-1053/HP64  

 
18 34 mg PR1

21.5 86 mg PR1 86 mg

BA AUC0-

∞ PR1 BA 31.6 31.7

37.7% 5.3.1.1.1: HP08  

16 21.5 86 mg

PR1 86 172 mg PR1

Cmax AUC0-∞
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PR1 Cmax

AUC0-∞ 5.3.1.2.10: HP07  

 
2  

 
12 TRF 100 mg

32 TRF

Cmax AUC0-last % 90%

154.52 136.79, 174.53 112.39 105.26, 120.01 tmax 5.0

Cmax 5.3.3.4.1: PAI-1052  

 
50 TRF 250 mg 1

PR2 250 mg 1

TRF TRF PR2 BA

TRF Cmax AUC0-last % 90%

116.76 109.91, 124.04 105.81 99.73, 112.27 tmax 5.00 6.00

TRF PR2

Cmax AUC0-last 5.3.1.2.11: PAI-1055  

 
3  

 
29 TRF 25 mg 2 50 

mg 1 BE 25 mg 2

50 mg 1 Cmax AUC0-last % 90%

91.70 84.87, 99.07 104.05 99.86, 108.42 90% 80

125 TRF 25 mg 50 mg

5.3.1.2.1: PAI-1062  

28 TRF 50 mg 2 100 

mg 1 BE 50 mg 2

100 mg 1 Cmax AUC0-last % 90%

86.79 77.66, 96.99 96.84 90.69, 103.42 Cmax 90% 80

125 Cmax

18 11

24 1124004  2 33 in vitro 25 mg

50 mg 100 mg TRF 2

McIlvaine pH7.5 100 rpm 5.3.1.2.2: PAI-1063  

                                                        
32 : 700 800 kcal : 20 30% 20% 50 70% 
33 in vitro  



 32 

 
2 25 mg 50 mg 100 mg TRF  

McIlvaine pH7.5 100 rpm  

 

 
TRF PR2 1

TRF PR2 BE 15 100 150 200 250 mg34

Cmax AUC0-last 90% 80 125

50 mg Cmax 90%

80 125 5.3.1.2.4: PAI-

1059/HP82 5.3.1.2.5: PAI-1060/HP83 5.3.1.2.6: PAI-1057/HP80 5.3.1.2.7: 

PAI-1058/HP81 5.3.1.2.8: PAI-1061/HP84  
 

15 TRF PR2 Cmax AUC0-last  
5.3.1.2.4: PAI-1059/HP82 5.3.1.2.5: PAI-1060/HP83 5.3.1.2.6: PAI-1057/HP80  

5.3.1.2.7: PAI-1058/HP81 5.3.1.2.8: PAI-1061/HP84  
 50 mg  100 mg  150 mg  200 mg  250 mg  

 60 62 60 53 50 

Cmax ng/mL  
129.26 

123.46, 135.34  
117.78 

112.35, 123.47  
103.53 

98.27, 109.06  
102.13 

96.35, 108.25  
102.87 

96.39, 109.79  

AUC0-last ng h/mL  
110.04 

105.66, 114.60  
101.71 

97.71, 105.87  
99.70 

96.81, 102.68  
103.74 

100.60, 106.99  
104.11 

100.46, 107.89  
TRF/PR2 % 90%  

 

4  
39 : 100 mg 19 250 mg 20 TRF

100 mg 250 mg 40%

40% Cmax AUC0-last % 90% 100 

mg 148.25 127.53, 172.34 117.43 104.17, 132.37 250 mg 128.20

115.87, 141.84 116.01 105.31, 127.80 % 40% Cmax

AUC0-last

5.3.3.4.2: PAI-1028  

23 100 mg 1

TRF 100 mg 1 TRF

                                                        
34 250 mg 51 1 TRF

PR2 232 PR2
TRF 51 Cmax AUC0-t

90% 114.67 94.22, 139.56 116.41 95.87, 141.35  
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TRF Cmax

5.3.1.2.2: PAI-1063 5.3.1.2.5: PAI-1060/HP83 5.3.1.2.9: PAI-1053/HP64

5.3.3.4.1: PAI-1052/HP51 5.3.3.4.2: PAI-1028/HP44 Cmax

tmax 5.3.3.4.3: PAI-1047  

 
 

1  
 

 

5.3.1.2.11: PAI-1055/HP67

5.3.3.4.1: PAI-1052/HP51

AUC Cmax

pH

100 mg 250 mg
35 2

Cmax  

 In vitro pH 0.1 mol/L pH4.5

pH6.8 pH

 

 
1- / log P 2.89 PAI-1055/HP67

5.3.1.2.11 AUC0-last PAI-1052/HP51 5.3.3.4.1

 

 In vitro 50 200 rpm

 

 PAI-1052/HP51 5.3.3.4.1 PAI-1055/HP67 5.3.1.2.11

tmax 5.0 5.00 6.00

 

5.3.5.1.1: KAJ-C02

5.3.5.1.2: JPN-C03 2

2

                                                        
35 25 mg 50 mg 100 mg  



 34 

80% 20%

KAJ-C02 : 17/128 JPN-C03 : 7/41

 

 

 

 

PAI-1052/HP51 Cmax AUC

5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03

 

 

 
 

5.3.3.1.1: PAI-1064

5.3.3.1.2: PAI-1026

5.3.5.2.1: JPN-C01 QT/QTc

5.3.4.1.1: PAI-1018/HP25 5.3.4.1.2: HP10

5.3.3.1.3: HP05 5.3.3.1.4: HP03

5.3.3.1.5: PAI-1036/HP38 5.3.3.1.6: PAI-1005/HP13

5.3.3.3.1: PAI-1002/HP16 5.3.3.3.2: PAI-1006/HP15

5.3.3.3.3: PAI-1019/HP30 5.3.3.4.4: 

PAI-1008/HP19 5.3.3.4.5: PAI-1009/HP20 5.3.3.4.6: PAI-1010/HP21 5.3.3.4.7: 

PAI-1011/HP22 5.3.3.4.8: PAI-1013/HP23 5.3.4.1.3: 

HP09 5.3.4.1.4: PAI-1007: HP14

in vitro 4.2.2.2.1 4.2.2.3.2 4.2.2.3.3 4.2.2.2.10 4.2.2.4.1 4.2.2.4.2

4.2.2.4.3 4.2.2.4.4 4.2.2.6.1

PPK 5.3.3.5.1

 ± 

 

 
1  

Caco-2 8.6 μg/mL

7.4 × 10-6 cm/s HCT-8

: P- P-gp Hunter J et al, Br J Cancer, 64: 437-444, 1991
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85.9 μg/mL P-gp P-gp 123 5 

μg/mL

4.2.2.2.1  
14C 43 687 ng/mL 19.3

20.7% 4.2.2.3.2  

80 ng/mL / 1.23 4.2.2.3.3  

NADPH 10 μmol/L 2,200 ng/mL

0.6% M11 M2 8

CYP CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP2E1 CYP3A4

50 μmol/L 11,000 ng/mL M1 M2 M1

CYP2D6 CYP2B6 CYP2C19 M2 CYP2C9 CYP2C19 CYP2C8

4.2.2.4.1  

UDP-GA 10 60 μmol/L 2,200 13,000 ng/mL

0.002 mL/min/mg protein 7

UGT UGT1A1 UGT1A3 UGT1A4 UGT1A6 UGT1A9 UGT2B7 UGT2B15

20 μmol/L 4,400 ng/mL

UGT1A9 UGT2B7 UGT1A6 4.2.2.4.1  

0.7 100 μmol/L 13 0.43 61 CYP1A2 CYP2C9

CYP3A4 100 μmol/L CYP1A2 CYP3A4

CYP

4.2.2.4.2  

0.154 616 μmol/L CYP2D6 0.025 100 μmol/L 7

CYP CYP1A2 CYP2A6 CYP2C9 CYP2C19 CYP2E1 CYP3A4 CYP2D6

616 μmol/L CYP1A2 CYP2A6 CYP2C9 CYP2C19 CYP2E1

CYP3A4 CYP2D6 100 μmol/L 85.2%
13 CYP

4.2.2.4.3  

500 μmol/L CYP2C8

CYP2B6 250 500 μmol/L 78.8 ± 6.7 63.4 

± 6.4% IC50 195.0 μmol/L 42,900 ng/mL 4.2.2.4.4  

Km 500 μmol/L

110,000 ng/mL 36

100 μmol/L

Cmax Rajaonarison JF et al, Drug Metab Disp, 20:578-584, 1992 Vietri M et al, Eur J Clin 

Pharmacol, 56:81-87, 2000 25%

99% USPI, 

                                                        
36

 



 36 

Meclofenamate sodium capsule [Mylan Pharmaceuticals Inc.]37

100 mg 2013 1 11

100 2,000 μmol/L

28.8% 4.2.2.6.1  

 
2  

24 28 TRF 25 50

100 200 mg 100 mg 2

16 Cmax AUC0-

∞ 5.3.3.1.1: PAI-1064  
 

16 TRF  
5.3.3.1.1: PAI-1064  

mg    tmax h a) Cmax ng/mL  AUC0-∞ ng h/mL  t1/2 h  

25  23 5.00 2.00, 12.00  6.61 ± 1.67 100 ± 26.6b) 6.1 ± 1.7b) 
 25 6.00 3.00, 12.00  6.39 ± 1.51 118 ± 35.8c) 6.7 ± 1.9c) 

50  23 5.00 4.00, 8.00  16.0 ± 3.59 218 ± 44.6 5.2 ± 1.0 
 24 6.00 3.00, 12.00  13.6 ± 3.77 226 ± 53.3d) 5.5 ± 0.8d) 

100  22 5.00 2.00, 12.00  32.4 ± 7.95 428 ± 84.4 5.0 ± 1.1 
 26 5.00 2.00, 8.00  31.4 ± 7.68 446 ± 105 4.9 ± 0.8 

200  21 5.00 2.00, 6.00  72.0 ± 22.3 877 ± 213 4.7 ± 0.7 
 26 5.00 4.00, 8.00  60.6 ± 15.4 839 ± 206 4.7 ± 0.7 

 ±  
a , b 18 c 15 d 22  
 

12 PR1 25 50 100 200 

mg

17

5.3.3.1.2: PAI-1026  
 

17 PR1  
5.3.3.1.2: PAI-1026  

 
mg  

 
 tmax h a) Cmax ng/mL  

AUC0-∞ 
ng h/mL  t1/2 h  48  

%  
 

25 9 5.00 1.50, 9.00  7.84 ± 1.94 106 ± 30.3 7.5 ± 2.9 3.45 ± 1.43 
50 8 3.50 2.00, 6.00  17.4 ± 2.16 220 ± 41.1 5.2 ± 1.1 3.75 ± 1.66 

100 8 3.00 1.50, 6.00  46.9 ± 9.70 490 ± 69.0 4.5 ± 0.8 4.93 ± 1.92 
200 7 3.00 3.00, 9.00  76.9 ± 30.1 870 ± 210 4.1 ± 0.3 3.36 ± 1.28 

 
25 9 3.00 2.00, 5.00  273 ± 75.7 3,129 ± 975 7.9 ± 3.9 31.6 ± 7.51 
50 8 3.00 2.00, 5.00  613 ± 151 6,681 ± 1,133 6.2 ± 1.6 32.9 ± 6.91 

100 8 4.50 4.00, 5.00  1,440 ± 294 14,802 ± 2,754 4.3 ± 1.0 37.5 ± 7.30 
200 7 4.00 3.00, 5.00  3,013 ± 838 30,717 ± 7,261 3.9 ± 0.3 37.7 ± 11.4 

 ±  
a ,  
 

4 14C 86 mg

98.6 ± 0.3 1.2 ± 0.6% 24

95% 3.2 ± 1.7% 68.0 ± 3.3%

5.3.3.1.3: HP5503/05  

                                                        
37 http://dailymed.nlm.nih.gov/dailymed/lookup.cfm?setid=96f19af4-de8f-4fd7-90d8-55fe6ebdd81d 
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18 TRF 250 mg

3 12 5 38

18

3 5.3.3.1.5: PAI-1036/HP38  
 

18 TRF 250 mg  
5.3.3.1.5: PAI-1036/HP38  

  
 

  

tmax h a) 
Cmax 

ng/mL  
AUCb) 

ng h/mL  t1/2 h  tmax h a) 
Cmax 

ng/mL  
AUCb) 

ng h/mL  t1/2 h  

 15 5.00 
(2.00, 12.00) 88.0 ± 27.8 1,070 ± 303 4.4 ± 0.8 5.00 

(2.02, 12.00) 3,669 ± 963 42,835 ± 9239 4.1 ± 0.9 

5  17 5.00 
(2.00, 10.02) 132 ± 35.1 1,144 ± 339c) 5.2 ± 1.0c) 5.00 

(4.00, 10.02) 5,714 ± 985 48,246 ± 9061c) 4.9 ± 0.9c) 

 ±  
a , b : AUC0-∞ 5 : AUCτ c 16  
 

10 PR1 172 mg 12 5 39

M2 M5 M7 M8 M9/10 M1

M5 M7 M8 M2 M7 M8 3. 

 5

AUC0-12h 1.4 4.2% 4.2.2.2.10  

 
3  

78 59 PR1 25 250 mg 12

8 19 40 5

19 3 4 5

5.3.5.2.1: JPN-C01

 
 

19 PR1  
5.3.5.2.1: JPN-C01  

 
mg  

 
 

  

tmax h a) 
Cmax 

ng/mL  
Cmin 

ng/mL  
AUCτ 

ng h/mL  tmax h a) 
Cmax 

ng/mL  
Cmin 

ng/mL  
AUCτ 

ng h/mL  

25 27 2.00 
(0.00, 8.12) 34.0 ± 16.4 16.0 ± 9.68 266 ± 139 3.90 

(0.00, 10.78) 729 ± 397 500 ± 397 6,530 ± 4,010 

50 15 3.92 
(1.92, 4.50) 86.0 ± 38.8 36.6 ± 18.6 620 ± 295 3.50 

(0.00, 4.00) 1,550 ± 508 1,010 ± 498 13,500 ± 4,900 

75 8 2.00  
(0.00, 4.00) 112 ± 46.5 61.6 ± 34.3 890 ± 434 2.88 

(1.97, 8.00) 2,480 ± 750 1,710 ± 656 22,200 ± 7,390 

100 7 2.00 
(1.80, 4.08) 110 ± 51.7 45.3 ± 14.0 861 ± 374 3.92 

(1.80, 4.08) 2,450 ± 750 1,170 ± 442 19,700 ± 6,660 

150 1 4.02 151 45.3 1,100 4.02 4,000 1,380 29,700 
250 1 2.00 361 150 2,690 4.00 10,200 6,170 89,300 

 ±  
a ,  

 
  

                                                        
38 1 3 5 2 4  
39 HP10 5.3.4.1.2  
40 3 14 5

4  
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4  
1  

Child-Pugh 5 6 Child-

Pugh 7 9 10 80 mg

20

Cmax AUC0-∞

Cmax AUC0-

∞ 5.3.3.3.1: PAI-1002/HP16  
 

20 80 mg  
5.3.3.3.1: PAI-1002/HP16  

  
 

  
Cmax 

ng/mL  
AUC0-∞ 

ng h/mL  t1/2 h  
CL/F 

mL/min  
Cmax 

ng/mL  
AUC0-∞ 

ng h/mL  t1/2 h  

 10 50.9 ± 23.3 257 ± 77.3 4.3 ± 0.6 5,602 ± 1,521 2,856 ± 570 13,828 ± 2546 3.8 ± 0.3 
 10 66.9 ± 22.4 477 ± 266 5.1 ± 0.9 3,539 ± 1,641 2,561 ± 755 15,020 ± 1752 4.7 ± 0.9 
 10 132 ± 58.6 1,171 ± 516 6.2 ± 1.5 1,536 ± 1,154 1,424 ± 765 12,888 ± 2,498 5.9 ± 1.4 

 ±  
 

2  
CLcr

50 mL/min 80 mL/min CLcr 30 mL/min 50 mL/min CLcr 30 

mL/min 10 80 mg

21

Cmax AUC0-∞

Cmax AUC0-∞

5.3.3.3.2: PAI-1006/HP15  
 

21 80 mg  
5.3.3.3.2: PAI-1006/HP15  

  
 

  
Cmax 

ng/mL  
AUC0-∞ 

ng h/mL  t1/2 h  
CL/F 

mL/min  
Cmax 

ng/mL  
AUC0-∞ 

ng h/mL  t1/2 h  

 9 58.8 ± 20.4 301 ± 53.0 4.7 ± 0.5 4,579 ± 919 2,428 ± 624 13,916 ± 3,123 4.3 ± 0.2 
 10 65.0 ± 20.7 364 ± 120 5.4 ± 2.0 4,025 ± 1,308 3,134 ± 1,094 21,258 ± 6,486 5.1 ± 1.6 
 10 56.5 ± 14.1 353 ± 122 5.1 ± 0.7 4,432 ± 2,243 3,180 ± 875 36,191 ± 11,874 6.7 ± 2.0 

 10 59.2 ± 31.8 354 ± 189 8.2 ± 2.9 4,447 ± 1,603 3,472 ± 734 84,942 ± 52,258 14.2 ± 8.0 
 ±  

 

3  
19 43 65 78 16 : 14

11 80 mg

22

AUC0-∞ CLcr 117 mL/min 88.0 

mL/min

Cmax 5.3.3.3.3: PAI-1019/HP30  

  



 39 

22 19 43 65 78 80 mg  
5.3.3.3.3: PAI-1019/HP30  

  
 

  
Cmax 

ng/mL  
AUC0-∞ 

ng h/mL  t1/2 h  
CL/F 

mL/min  
Cmax 

ng/mL  
AUC0-∞ 

ng h/mL  t1/2 h  

 14 78.3 ± 37.5 337 ± 102 3.6 ± 0.4 4,301 ± 1,312 2,563 ± 444 11,924 ± 1,530 3.6 ± 0.4 
 11 62.6 ± 17.5 348 ± 97.1 4.6 ± 0.4 4,170 ± 1,347 2,672 ± 267 14,556 ± 1,544 4.2 ± 0.3 

 ±  
 

5  
22 80 mg

41

5.3.3.4.4: PAI-1008/HP19  

24

80 mg 42

Cmax 11% AUC0-last Cmax

AUC0-last 5.3.3.4.5: PAI-1009/HP20  

23 80 mg
43

Cmax AUC0-last

30 57% Cmax AUC0-last 25

10% 5.3.3.4.6: PAI-1010/HP21  

32 80 mg
44 45

AUC0-last 17% Cmax

Cmax AUC0-last

5.3.3.4.7: PAI-1011/HP22  

20 80 mg
46

5.3.3.4.8: PAI-1013/HP23  

 
6  

1 QT/QTc  
67 100 150 mg

6 5 MOX 400 mg

                                                        
41 20 mg 6 6 5  
42 40 mg 1 1 4 2  
43 500 mg 1 2 2 3  
44 325 mg 1 1 2 2  
45 500 mg 1 2 2 3  
46 1,000 mg 6 7 5  
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QTcF QTcF

23 90%

10 ms QTc

5.3.4.1.1: PAI-1018/HP25  
 

23 MOX QTcF  
5.3.4.1.1: PAI-1018/HP25  

h a) 100 mg 59  150 mg 60  MOX 61  
0 -3.9 -7.3, -0.5  -4.6 -7.1, -2.2  -0.8 -3.5, 1.9  

0.5 -2.3 -5.6, 1.1  -2.6 -5.8, 0.6  0.4 -2.4, 3.3  
1 -3.3 -6.4, -0.2  -2.0 -4.7, 0.7  8.5 5.4, 11.7  

1.5 -0.7 -4.0, 2.5  -0.2 -2.7, 2.4  11.4 8.5, 14.3  
2 2.9 -0.5, 6.2 d) 2.7 0.2, 5.1  12.4 9.6, 15.3  

2.5 -0.7 -3.7, 2.4  -3.1 -5.6, 0.6 e) 9.5 7.2, 11.8  
3 0.1 -2.5, 2.6  0.5 -2.5, 3.5  13.2 10.2, 16.2 f) 
4 -0.3 -2.9, 2.4  -0.9 -3.5, 1.6  11.8 9.0, 14.6  
6 3.1 0.3, 5.8  -1.0 -3.3, 1.4  9.1 6.1, 12.0  
9 -2.3 -5.1, 0.5  -2.7 -5.1, -0.3  7.6 4.9, 10.2  

12 -0.9 -3.8, 2.0  -2.2 -4.9, 0.5  9.1 6.4, 11.7  
Cmax ng/mL b) 129 ± 42.0d) 197 ± 89.1d)  

tmax h c) 1.45 0.87, 6.00 d) 1.49 0.40, 6.02 d)  

90% ms  
a 0  
b  ± c , d 58 e 59 f 60  
 

39 PR1 86 172 mg 12

5 MOX 800 mg QTcF

QTcF 24

90% 10 ms

QTc 5.3.4.1.2: HP10  
 

24 MOX QTcF  
5.3.4.1.2: HP10  

h a) 86 mg 39  172 mg 39  MOX 39  
0 -0.665 -4.333, 3.003  -11.341 -18.398, -4.283  -0.789 -4.372, 2.795  
1 -0.245 -5.256, 4.767  -0.978 -10.603, 8.647  2.667 -2.343, 7.676  
2 1.661 -2.784, 6.106  -2.319 -10.587, 5.949  10.381 5.961, 14.800  
3 1.595 -1.838, 5.029  1.190 -5.195, 7.575  16.221 12.865, 19.577  
4 -3.193 -7.648, 1.262  -3.509 -11.797, 4.779  21.678 17.316, 26.041  
5 -2.513 -7.178, 2.153  -4.676 -13.348, 3.995  17.343 12.777, 21.909  
6 -0.242 -4.096, 3.613  -4.197 -11.602, 3.208  15.064 11.234, 18.894  
7 0.877 -3.072, 4.826  -3.949 -11.337, 3.439  11.077 7.183, 14.971  
8 -1.796 -5.754, 2.163  -4.600 -11.961, 2.761  13.270 9.396, 17.143  
9 -0.253 -4.026, 3.521  -3.704 -10.724, 3.315  13.671 9.982, 17.360  

10 -2.348 -6.504, 1.808  -7.534 -15.254, 0.187  6.119 2.065, 10.173  
11 -0.938 -4.496, 2.621  -11.157 -17.795, -4.520  6.550 3.040, 10.060  
12 -2.716 -6.296, 0.865  -0.183 -6.872, 6.506  8.887 5.381, 12.393  
24 -2.493 -6.347, 1.361  -6.843 -14.004, 0.319  5.788 2.011, 9.564  

Cmax ng/mL b) 47.04 ± 14.67 92.07 ± 24.32  
tmax h c) 4.00 2.00, 5.00  4.00 2.00, 7.00   

90%
ms  

a 0 b  ± c ,  
 

2  
35

50 100 200 mg 4 8
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16 mg47 Visual Analogue 

Scale VAS 24 50 100

200 mg 59.1 ± 17.26 69.1 ± 19.98 73.0 ± 25.48 mm 4 8 16 

mg 60.6 ± 20.07 69.5 ± 16.54 71.4 ± 29.78 mm 48.8 ± 15.52 mm

47 5.3.4.1.4: PAI-1007/HP14  

3  
23 30 mg

43 86 mg

43 86 mg 48

149 198% 84 100%

6

5.3.4.1.3: HP09  

 

 
1  

 

 

5.3.3.3.1: PAI-1002/HP16

Cmax 1.36 2.54

AUC0-∞ 1.82 4.56 AUC

 

5.3.5.2.1: JPN-C01 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03

25

25 mg/

500 mg/

100 mg/

100 mg/

25 mg/ 100 mg/

                                                        
47

50 100 200 mg
 

48 30 10 3
5 ppm 2  
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2  

 

 

CYP

CYP

in vitro 4.2.2.6.1 Km 500 μmol/L 110,670 

ng/mL

5.3.3.4.6 5.3.3.4.7 5.3.3.4.8

Cmax AUC0-∞ 30 57%

1 25 50%

 

 

 

  

 
25 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03  

 KAJ-C02  JPN-C03  
 CR a)  SR  b) 

           
 17 108 43 16 96 60 36 14 39 11 

 16 (94.1) 89 (82.4) 42 (97.7) 14 (87.5) 88 (91.7) 53 (88.3) 31 (86.1) 14 (100) 36 (92.3) 11 (100) 
 3 (17.6) 19 (17.6) 8 (18.6) 4 (25.0) 16 (16.7) 10 (16.7) 3 (8.3) 3 (21.4) 2 (5.1) 2 (18.2) 

 7 (41.2) 32 (29.6) 19 (44.2) 3 (18.8) 23 (24.0) 22 (36.7) 11 (30.6) 1 (7.1) 11 (28.2) 1 (9.1) 
 1 (5.9) 12 (11.1) 9 (20.9) 2 (12.5) 17 (17.7) 10 (16.7) 10 (27.8) 4 (28.6) 14 (35.9) 5 (45.5) 

 
 

 8 (47.1) 39 (36.1) 15 (34.9) 7 (43.8) 39 (40.6) 17 (28.3) 12 (33.3) 8 (57.1) 15 (38.5) 6 (54.5) 
 3 (17.6) 37 (34.3) 18 (41.9) 6 (37.5) 34 (35.4) 23 (38.3) 14 (38.9) 3 (21.4) 14 (35.9) 3 (27.3) 

 5 (29.4) 13 (12.0) 9 (20.9) 1 (6.3) 15 (15.6) 13 (21.7) 5 (13.9) 3 (21.4) 7 (17.9) 2 (18.2) 

 
 
 

 1 (5.9) 20 (18.5) 8 (18.6) 3 (18.8) 22 (22.9) 11 (18.3) 5 (13.9) 3 (21.4) 7 (17.9) 3 (27.3) 
 5 (29.4) 26 (24.1) 17 (39.5) 5 (31.3) 33 (34.4) 23 (38.3) 6 (16.7) 1 (7.1) 4 (10.3) 3 (27.3) 
 3 (17.6) 23 (21.3) 16 (37.2) 6 (37.5) 19 (19.8) 16 (26.7) 3 (8.3) 0 10 (25.6) 3 (27.3) 
 5 (29.4) 28 (25.9) 18 (41.9) 8 (50.0) 37 (38.5) 19 (31.7) 4 (11.1) 2 (14.3) 6 (15.4) 4 (36.4) 

 0 0 0 0 1 (1.0) 0 0 0 0 0 
 0 6 (5.6) 2 (4.7) 0 4 (4.2) 0 2 (5.6) 0 0 1 (9.1) 

KAJ-C02 : MedDRA/J ver.15.0 JPN-C03 : MedDRA/J ver.14.1  %  
a b  
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5.3.5.2.1: 

JNS024PR-JPN-C01 JPN-C01

5.3.5.1.1: JNS024ER-KAJ-C02 KAJ-C02

5.3.5.1.2: JNS024ER-JPN-C03 JPN-C03

2 5.3.5.1.3: 

R331333-PAI-3013 5.3.5.1.4: R331333-PAI-3014

0  

 
1  

1
5.3.5.2.1: JPN-C01 2008 11 2009 7  

80 : 
49

50 40

 

PR2 50 mg/

26

1 2 12 3 51 50 

mg/ 52 50 500 mg/ 14

3 53

                                                        
49  

 
 

28  
3  

 
50  

 
 

 120 mg/  
 80 mg/  
 1 4.2 mg MT  
 1 2.5 mg  

 
51 2 1 2 12

 
2 NRS 4.0  
2 NRS 2  

1 3  
52 200 mg/ 100 mg/  
53 1 3  

6  
NRS 2 6 12 4.0  

1 2  
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5

1

1 1/20 54 mg

 
 

26 5.3.5.2.1: JPN-C01  
mg/  50 100 150 200 250 300 350 400 

 
 

mg/  - 20 30 31 45 46 60 61 75 76 90 91 105 106 120 
mg/  10 20 30 40 50 60 70 80 

MT mg/  2.1 - 4.2 - - - - - 
mg/  - - 2.5 - - - - - 

-:  
 

78 36 42

16 6 3

2 62 Full Analysis Set FAS

2 1 5 57

29 28 Per Protocol Set PPS  

PPS 55

89.7% 26/29 92.9% 26/28  
56 91.7% 33/36

69.0% 29/42

27
57 1

1

1

1

 
 

27 5.3.5.2.1: JPN-C01  
 

 
5   1  
4   1  

 
 

5   1  
5   1  

MedDRA/J ver.12.0 
 

72.2% 26/36

38.1% 16/42 30.6%

11/36 14.3% 6/42 33.3% 12/36

4.8% 2/42 25.0% 9/36

                                                        
54 50 mg/ 1 5 mg  
55 5  

NRS 4  
2  

56 MedDRA/J ver.12.0 
57
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7.1% 3/42 22.2% 8/36

9.5% 4/42 5.6% 2/36  

2.8% 1/36 57

5.6 % 2/36
57  1 4.8% 2/42  1

 

 

 

 

2  
1 5.3.5.1.1: KAJ-
C02 2010 8 2012 8  

Numerical Rating Scale NRS 4  

330 165 : 220 110

CR

 

50 mg/

CR 10 mg/ 1 2 3 58 50

400 mg/ CR 10 80 mg/

3 59

CR

3

4

1 5 mg  

343 171 CR 172 : 112

CR 110 340 168

CR 172 : 111 CR 110

FAS FAS 28 75 265 126 CR 139

: 84 CR 93 PPS  

  

                                                        
58 50 mg/ 200 mg/ 100 mg/ CR 10 mg/ 40 mg/

20 mg/ 400 mg/ CR 80 mg/  
24 NRS 4  

1 3  
59 6 3  

NRS 3  
2  
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28 PPS 5.3.5.1.1: KAJ-C02  
  CR  
FAS  168 172 
PPS  42 25.0  33 19.2  

 8 4.8  15 8.7  
:  0 1 0.6  
:  0 1 0.6  
: 

 1 0.6  0 
: 3 3  1 0.6  0 
: 7  1 0.6  1 0.6  

: a) 3 1.8  2 1.2  
:  

3 6  17 10.1  8 4.7  
: 7  18 10.7  10 5.8  

 %  
a  
 

PPS 24 NRS

3 CR

95% 29 CR 95%

1 CR
60  

 
29 3  

5.3.5.1.1: KAJ-C02 PPS LOCF  

  CR  
a) 

CR  
 5.35 ± 1.49 125 b) 5.27 ± 1.24 139  - 

3  2.64 ± 1.97 126  2.71 ± 1.74 139  - 
 -2.69 ± 2.22 125 b) -2.57 ± 2.03 139  -0.06 -0.51, 0.38  

 ±  
a 95%  
b PPS 1  
 

61 87.5% 147/168 CR 90.1%

155/172 : 93.7% 104/111 CR 95.5% 105/110

30

3  1

CR 4 4 5

2  1 CR

6  1

9 3

 1 CR 13

4  2  1

1  

  

                                                        
60 KAJ-C02 BOCF Baseline Observation Carried Forward WOCF Worst 

Observation Carried Forward FAS
 

61 MedDRA/J ver.15.0 



 47 

30  
5.3.5.1.1: KAJ-C02  

 
 

30 21  
18 2 1  
5  1  

CR  
30 19  

18 1  
6 2  1  

 
 

 

 
58 40  

13  2

 1  
 2

 1  

CR  
48 a 36  

11 2

 1  

 1  

 
 

 

 
22 20  

9  3
 1  

 1  
CR  

29 26  
13 4  2

 1  
 1  

MedDRA/J ver.15.0 
a 1

 
 

48.2% 81/168 : 62.2%

69/111 CR 58.1% 100/172 : 70.9% 78/110

20.8% 35/168 CR 32.0% 55/172

16.7% 28/168 CR 23.3% 40/172 14.9% 25/168

CR 18.0% 31/172 13.7% 23/168 CR

15.7% 27/172  

CR 0.6% 1/165 : 1

 
 

CR

 
 
2 5.3.5.1.2: JPN-C03 2010

8 2012 1  
15~80 mg/

120 mg/

MT 8.4 mg/3 4 mg/

3.4 mg/ NRS

4.0 2 /

100 50
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SR
62  

31

3 63 50 500 mg/ SR 20 140 mg/

8 1 2

SR 1

1 1/6

 
 

31 SR 5.3.5.1.2: JPN-C03  
mg/  100 150 200 300 400 

SR mg/ a) 30 40 60 90 120 

 

 

mg/  15 20  20 30  30 40  40 60  60 80  
MT mg/3  2.1 - 4.2 6.3 8.4 

mg/  1 - 2 3 4 
mg/  0.84 - 1.7 2.54 3.4 

mg/  20 30  30 40  40 60  60 90  90 120  
-: a  
 

100 50 SR 50 FAS

 

FAS 64 95%

84.0% 42/50 70.89, 92.83 SR 98.0% 49/50 89.35, 99.95
62  

65 90.0% 45/50 SR 94.0% 47/50

6 5 1 SR 4

4 1

32

 1 SR 2

 1

 1 SR 4  1

 
 

32 5.3.5.1.2: JPN-C03  

 
 

12  3
 1  

SR 12  5 2
 1  

 
 

14  9  1  
SR 19  11 4  1  

MedDRA/J ver.14.1 
                                                        
62 JPN-C03 SR SR

SR  
63 50 mg/ 200 mg/ 100 mg/ SR 10 20 mg/

60 mg/ 20 30 mg/  
24 NRS 4  

1 3  
64  

1 3 24 NRS +1.5  
3 2  

65 MedDRA/J ver.14.1 
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38.0% 19/50 SR 64.0%

32/50 8.0% 4/50 SR 20.0% 10/50

8.0% 4/50 SR 18.0% 9/50 8.0% 4/50

SR 14.0% 7/50 2.0% 1/50 SR 24.0% 12/50

γ- 2.0% 1/50 SR 8.0% 4/50

 

 

 

8  

 

 
1  
  

5.3.5.1.1: KAJ-C02

 

 

UGT1A9 UGT2B7 UGT1A6

5.3.3.1.1: PAI-1064

16  

WHO

: NCCN , NCCN   2007 1 , 2007

: , Cancer Pain Management Guideline . 3 , 2008

KAJ-C02 5.3.5.1.1

36% 64%

30% 28%

NRS  

NRS

Investigators Meeting NRS
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 5.3.5.1.1: KAJ-C02
 
KAJ-C02 5.3.5.1.1

 

 

KAJ-C02 5.3.5.1.1 33

6

 
 

33 5.3.5.1.1: KAJ-C02  
    

 CR   CR   CR  
 168 172 111 110 57 62 

 
65  77 45.8  79 45.9  43 38.7  41 37.3  34 59.6  38 61.3  
65  91 54.2  93 54.1  68 61.3  69 62.7  23 40.4  24 38.7  

 
 78 46.4  72 41.9  54 48.6  50 45.5  24 42.1  22 35.5  
 90 53.6  100 58.1  57 51.4  60 54.5  33 57.9  40 64.5  

kg a  55.6 ± 10.37 56.1 ± 10.73 53.9 ± 9.92 54.3 ± 11.29 59.0 ± 10.48 59.3 ± 8.85 
cm a  158.8 ± 9.30 159.3 ± 8.48 158.0 ± 9.72 158.2 ± 8.72 160.3 ± 8.28 161.1 ± 7.78 

BMI a  22.1 ± 3.66 22.0 ± 3.49 21.6 ± 3.69 21.6 ± 3.64 22.9 ± 3.48 22.9 ± 3.08 
a  5.5 ± 1.49 5.4 ± 1.35 5.4 ± 1.47 5.3 ± 1.27 5.6 ± 1.53 5.5 ± 1.48 

 
 

 74 44.0  74 43.0  64 57.7  59 53.6  10 17.5  15 24.2  
 94 56.0  98 57.0  47 42.3  51 46.4  47 82.5  47 75.8  

 
1  

 94 56.0  97 56.4  75 67.6  69 62.7  19 33.3  28 45.2  
 74 44.0  75 43.6  36 32.4  41 37.3  38 66.7  34 54.8  

 %  
a  ±  
 

CR NRS

34  
 

34 3  
5.3.5.1.1: KAJ-C02 PPS LOCF  

    
 CR   CR   CR  

 126 139 84 93 42 46 
 5.35 ± 1.49a  5.27 ± 1.24 5.25 ± 1.40 5.22 ± 1.21 5.56 ± 1.66b) 5.39 ± 1.31 

3  2.64 ± 1.97 2.71 ± 1.74 2.49 ± 1.61 2.64 ± 1.77 2.94 ± 2.54 2.84 ± 1.69 
 -2.69 ± 2.22a  -2.57 ± 2.03 -2.76 ± 2.03 -2.58 ± 2.09 -2.55 ± 2.60b) -2.55 ± 1.92 
 

 -0.06 -0.506, 0.383 c) -0.15 -0.66, 0.35 d) 0.11 -0.78, 0.99 d) 
 ±  

a 125 PPS 1  
b 41 PPS 1  
c 95%  
d 95%  

 

35
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CR

 
 

35 5.3.5.1.1: KAJ-C02  
    

  
CR    

CR    
CR  

 168 172 111 110 57 62 
 147 87.5  155 90.1  104 93.7  105 95.5  43 75.4  50 80.6  

 81 48.2  100 58.1  69 62.2  78 70.9  12 21.1  22 35.5  
 30 17.9  30 17.4  21 18.9  19 17.3  9 15.8  11 17.7  

 58 34.5  48 27.9  40 36.0  36 32.7  18 31.6  12 19.4  
 22 13.1  29 16.9  20 18.0  26 23.6  2 3.5  3 4.8  

 
 62 36.9  63 36.6  48 43.2  51 46.4  14 24.6  12 19.4  

 58 34.5  63 36.6  37 33.3  37 33.6  21 36.8  26 41.9  
 27 16.1  29 16.9  19 17.1  17 15.5  8 14.0  12 19.4  

 
 

 29 17.3  36 20.9  28 34.2  36 32.7  1 1.8  0 
 48 28.6  61 35.5  38 36.0  45 40.9  10 17.5  16 25.8  
 42 25.0  41 23.8  34 30.6  35 31.8  8 14.0  6 9.7  
 51 30.4  64 37.2  40 36.0  47 42.7  11 19.3  17 27.4  

 0 1 0.6  0 1 0.9  0 0 
 8 4.8  4 2.3  8 7.2  4 3.6  0 0 

 

 36 21.4  33 19.2  33 29.7  28 25.5  3 5.3  5 8.1  
 11 6.5  14 8.1  8 7.2  8 7.3  3 5.3  6 9.7  

 6 3.6  12 7.0  6 5.4  12 10.9  0 0 
 2 1.2  5 2.9  0 0 2 3.5  5 8.1  

 23 13.7  24 14.0  13 11.7  13 11.8  10 17.5  11 17.7  
 9 5.4  11 6.4  5 4.5  7 6.4  4 7.0  4 6.5  

 10 6.0  6 3.5  9 8.1  4 3.6  1 1.8  2 3.2  
 4 2.4  12 7.0  3 2.7  7 6.4  1 1.8  5 8.1  
 11 6.5  19 11.0  9 8.1  14 12.7  2 3.5  5 8.1  

 3 1.8  5 2.9  1 0.9  1 0.9  2 3.5  4 6.5  
 4 2.3  1 0.6  1 0.9  0 3 5.3  1 1.6  

 3 1.8  5 2.9  0 1 0.9  3 5.3  4 6.5  
 3 1.8  4 2.3  0 1 0.9  3 5.3  3 4.8  

MedDRA/J ver.15.0  %  
 

5.3.5.1.1: KAJ-C02

 
 

KAJ-C02 5.3.5.1.1

NRS

KAJ-C02 5.3.5.1.1  

 
2  

1 KAJ-C02 5.3.5.1.1  
KAJ-C02 5.3.5.1.1
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KAJ-C02 5.3.5.1.1 CR

CR

CR

CR

KAJ-C02 5.3.5.1.1

CR CR

CR  

KAJ-C02 NRS -2.57 ± 2.03 NRS -46.9 ± 34.5%

NRS Farrar JT 

et al, Pain, 94: 149-158, 2001  

NRS 1 3 4 6 7 10

NCCN , NCCN   2013 2

, 2013   , 

 2010 , 2010 KAJ-C02 5.3.5.1.1

CR 3 NRS 5.27 ± 1.24 2.71 ± 

1.74

 

CR 8

VAS 62.6 ± 24.1 mm 44 27.5 ± 18.0 mm 37

-5

CR 7

VAS 47.7 mm 20 15.7 mm 16 Koizumi W et al, Jpn J Clin Oncol, 34: 608-

614: 2004 NRS VAS Ahlers SJ et al, Crit Care, 12: 

R15, 2008 Bijur PE et al, Acad Emerg Med, 10: 390-392, 2003 VAS

-35 mm -32 mm NRS -3.5 -3.2

KAJ-C02

 

CR 21

NRS 7.22 390 2.11 334 Silvestri 

B et al, Clin Drug Investig, 28: 399-407, 2008 NRS -5.1 KAJ-C02 5.3.5.1.1

CR 7

NRS 3 30%

 

1

NRS -0.69 Johnson JR, et al, Journal of Pain 

and Symptom Management, 39: 167-179, 2010

NRS 2 30% Farrar JT et al, Pain, 94: 

149-158, 2001 1
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36 KAJ-C02 5.3.5.1.1

CR

CR  
 

36 5.3.5.1.1: KAJ-C02  
  CR  

3 PPS a) -2.69 ± 2.22 125  -2.57 ± 2.03 139  
3 FAS a) -2.26 ± 2.28 167  -2.45 ± 2.15 172  

30% PPS b) 63.5 80/126  59.0 82/139  
50% PPS b) 50.0 63/126  42.4 59/139  

PGIC PPS b) 58.7 74/126  50.4 70/139  
PPS b) 74.6 94/126  74.1 103/139  

1 mg PPS a) 6.95 ± 2.30 94  6.73 ± 2.15 103  
1 PPS a) 1.39 ± 0.46 94  1.35 ± 0.43 103  

a  ±  
b  % /  

 

2  
 

KAJ-C02 5.3.5.1.1 NRS

37  

NRS

CR

4 7 7

CR  
 

37 NRS NRS 3  
5.3.5.1.1: KAJ-C02 PPS  

  CR  

 
NRS 

NRS
3
 

 
NRS 

NRS
3
 

 
65  5.37 ± 1.64 57  -2.87 ± 2.16 57  5.38 ± 1.29 63  -2.76 ± 1.97 63  
65  5.34 ± 1.36 68  -2.54 ± 2.28 68  5.18 ± 1.20 76  -2.41 ± 2.08 76  

 
 5.11 ± 1.24 64  -2.55 ± 2.15 64  5.19 ± 1.17 83  -2.52 ± 1.92 83  
 5.61 ± 1.69 61  -2.84 ± 2.31 61  5.39 ± 1.33 56  -2.64 ± 2.20 56  

 
 

4 7  4.72 ± 0.72 101  -2.16 ± 1.87 101  4.81 ± 0.74 114  -2.19 ± 1.77 114  
7  8.00 ± 0.78 24  -4.94 ± 2.23 24  7.40 ± 0.71 25  -4.28 ± 2.27 25  

 
1  

 5.47 ± 1.59 70  -3.07 ± 2.17 70  5.21 ± 1.30 77  -2.67 ± 2.10 77  
 5.20 ± 1.35 53  -2.21 ± 2.22 55  5.35 ± 1.16 62  -2.44 ± 1.95 62  

 ±  
 

 

CR

CR

CR KAJ-C02

5.3.5.1.1 CR NRS CR

KAJ-C02

5.3.5.1.1 CR

CR

24 NRS
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3 CR

CR

4

 

 

3  
1  

 

KAJ-C02 5.3.5.1.1 JPN-C03 5.3.5.1.2

38  

5.3.5.1.1: KAJ-C02

5.3.5.1.2: JPN-C03

3

 1 5 2  

1 1 2

 1

KAJ-C02 5.3.5.1.1

3 1

CR SR
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38 KAJ-C02 JPN-C03  
5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03  

 KAJ-C02  
 

JPN-C03  
 

  
CR   SR  

 168 172 50 50 
 147 87.5  155 90.1  45 90.0  47 94.0  

a) 92 54.8  112 65.1  19 38.0  32 64.0  
 30 17.9  30 17.4  6 12.0  4 8.0  

 58 34.5  48 27.9  12 24.0  12 24.0  
 22 13.1  29 16.9  14 28.0  19 38.0  

 
 62 36.9  63 36.6  20 40.0  21 42.0  

 58 34.5  63 36.6  17 34.0  17 34.0  
 27 16.1  29 16.9  8 16.0  9 18.0  

 

 29 17.3  36 20.9  8 16.0  10 20.0  
 48 28.6  61 35.5  7 14.0  7 14.0  
 42 25.0  41 23.8  3 6.0  13 26.0  
 51 30.4  64 37.2  6 12.0  10 20.0  

 0 1 0.6  0 0 
 8 4.8  4 2.3  2 4.0  1 2.0  

b) 

 11 6.5  19 11.0  3 6.0  4 8.0  
 36 21.4  33 19.2  16 32.0  17 34.0  

 11 6.5  14 8.1  3 6.0  4 8.0  
 23 13.7  24 14.0  1 2.0  1 2.0  

 6 3.6  12 7.0  4 8.0  0 
 4 2.4  12 7.0  4 8.0  1 2.0  

 9 5.4  11 6.4  4 8.0  0 
 10 6.0  6 3.5  0 1 2.0  
 5 3.0  0 4 8.0  1 2.0  
 4 2.4  5 2.9  1 2.0  4 8.0  

 3 1.8  4 2.3  1 2.0  4 8.0  
 2 1.2  3 1.7  0 3 6.0  

γ-
 0 1 0.6  1 2.0  4 8.0  

KAJ-C02 : MedDRA/J ver.15.0 JPN-C03 : MedDRA/J ver.14.1  %  
a  
b 5%  
 

KAJ-C02 5.3.5.1.1

39  

CR

CR

CR

CR

CR

CR  
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39 5.3.5.1.1: KAJ-C02  
   

  
CR    

CR  
 168 172 121 125 

 106 63.1  118 68.6  80 66.1  91 72.8  
a  63 37.5  80 46.5  31 25.6  37 29.6  

 5 3.0  6 3.5  5 4.1  8 6.4  
 16 9.5  9 5.2  16 13.2  15 12.0  
 12 7.1  14 8.1  7 5.8  13 10.4  

 
 61 36.3  67 39.0  44 36.4  45 36.0  

 34 20.2  38 22.1  27 22.3  36 28.8  
 11 6.5  13 7.6  9 7.4  10 8.0  

 
 

 22 13.1  29 16.9  6 5.0  6 4.8  
 32 19.0  46 26.7  8 6.6  14 11.2  
 23 13.7  28 16.3  12 9.9  15 12.0  
 28 16.7  47 27.3  13 10.7  18 14.4  

 0 1 0.6  0 0 
 3 1.8  4 2.3  4 3.3  0 

b) 

 3 1.8  9 5.2  4 3.3  8 6.4  
 12 7.1  10 5.8  18 14.9  18 14.4  

 8 4.8  7 4.1  4 3.3  7 5.6  
 11 6.5  13 7.6  10 8.3  11 8.8  

 2 1.2  3 1.7  2 1.7  8 6.4  
MedDRA/J ver.15.0  %  
a  
b 5%  
 

 

KAJ-C02 5.3.5.1.1 JPN-C03 5.3.5.1.2

40  

65

65

41

65 65 KAJ-C02 5.3.5.1.1

65 65

65 1

65 65 3.9% 3/77

4.4% 4/91

65

65
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41 a  

5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03  
 KAJ-C02  JPN-C03  

 
65  - - 
65   1  1  

 
 

65   2  
1  1  

65  1  1  

 
 

65   1  1  

65  2  1
  1  

 
65  - - 
65   1  1  

KAJ-C02 : MedDRA/J ver.15.0 JPN-C03 : MedDRA/J ver.14.1 
a  

 

CR

CR SR

CR SR

 

 

40 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03  
 KAJ-C02  JPN-C03  

 CR   SR  
65  65  65  65  65  65  65  65  

 77 91 79 93 23 27 25 25 
 66 85.7  81 89.0  70 88.6  85 91.4  22 95.7  23 85.2  24 96.0  23 92.0  

 
a) 39 50.6  53 58.2  44 55.7  68 73.1  10 43.5  9 33.3  18 72.0  14 56.0  

 10 13.0  20 22.0  12 15.2  18 19.4  1 4.3  5 18.5  1 4.0  3 12.0  
 21 27.3  37 40.7  19 24.1  29 31.2  5 21.7  7 25.9  6 24.0  6 24.0  
 6 7.8  16 17.6  12 15.2  17 18.3  5 21.7  9 33.3  8 32.0  11 44.0  

 
 

 28 36.4  34 37.4  26 32.9  37 39.8  6 26.1  14 51.9  12 48.0  9 36.0  
 30 39.0  28 30.8  33 41.8  30 32.3  13 56.5  4 14.8  10 40.0  7 28.0  

 8 10.4  19 20.9  11 13.9  18 19.4  3 13.0  5 18.5  2 8.0  7 28.0  

 
 
 

 10 13.0  19 20.9  11 13.9  25 26.9  6 26.1  2 7.4  4 16.0  6 24.0  
 24 31.2  24 26.4  30 38.0  31 33.3  5 21.7  2 7.4  4 16.0  3 12.0  
 19 24.7  23 25.3  19 24.1  22 23.7  3 13.0  0 7 28.0  6 24.0  
 17 22.1  34 37.4  23 29.1  41 44.1  3 13.0  3 11.1  6 24.0  4 16.0  

 0 0 0 1 1.1  0 0 0 0 
 3 3.9  5 5.5  2 2.5  2 2.2  1 4.3  1 3.7  1 4.0  0 

b) 

 5 6.5  6 6.6  8 10.1  11 11.8  2 8.7  1 3.7  1 4.0  3 12.0  
 14 18.2  22 24.2  14 17.7  19 20.4  8 34.8  8 29.6  6 24.0  11 44.0  

 2 2.6  4 4.4  4 5.1  8 8.6  1 4.3  3 11.1  0 0 
 7 9.1  4 4.4  9 11.4  5 5.4  2 8.7  1 3.7  3 12.0  1 4.0  
 2 2.6  2 2.2  3 3.8  2 2.2  1 4.3  0 3 12.0  1 4.0  

 9 11.7  14 15.4  9 11.4  15 16.1  0 0 1 3.7  1 4.0  
 0 10 11.0  2 2.5  4 4.3  0 0 0 1 4.0  
 2 2.6  2 2.2  8 10.1  4 4.3  2 8.7  2 7.4  1 4.0  0 

 2 2.6  1 1.1  1 1.3  3 3.2  1 4.3  0 3 12.0  1 4.0  
γ-

 
0 0 1 1.3  0 0 1 3.7  4 16.0  0 

 3 3.9  2 2.2  0 0 1 4.3  3 11.1  0 1 4.0  
KAJ-C02 : MedDRA/J ver.15.0 JPN-C03 : MedDRA/J ver.14.1  %  
a  
b 10%  
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2  
KAJ-C02 5.3.5.1.1 JPN-C03 5.3.5.1.2

CR SR

 

 

KAJ-C02 5.3.5.1.1 JPN-C03 5.3.5.1.2 66

42 CR SR

KAJ-C02 1

JPN-C03

1

CR SR

 
 

42  
5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03  

 KAJ-C02  JPN-C03  
 CR   SR  

 168 172 50 50 
 28 16.7  18 10.5  5 10.0  1 2.0  

 0 0 0 0 
 1 0.6  0 0 0 
 0 2 1.2  1 2.0  0 

 
 

 15 8.9  13 7.6  4 8.0  1 2.0  
 12 7.1  5 2.9  1 2.0  0 

 1 0.6  0 0 0 
a)  10 6.0  6 3.5  0 1 2.0  

 9 5.4  11 6.4  4 8.0  0 
KAJ-C02 : MedDRA/J ver.15.0 JPN-C03 : MedDRA/J ver.14.1  %  
a 5%  

 

CR SR

 

 
3  

5.3.5.2.1: JPN-C01 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03

 

 

JPN-C01 5.3.5.2.1 KAJ-C02 5.3.5.1.1 JPN-C03 5.3.5.1.2

43

, 

, 2012

                                                        
66 MedDRA SOC  
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3 2 1

1 4 3

/ /
67  

 
43 JPN-C01 5.3.5.2.1 KAJ-C02 5.3.5.1.1 JPN-C03 5.3.5.1.2  
 
     / 

 
 
   

a  
1 JPN-C01  68   23   Doubtful 
2 KAJ-C02  70   8   Doubtful 
3 KAJ-C02  53   28 b)  Doubtful 
4 KAJ-C02  44   17   Possible 
5 KAJ-C02 CR 75   30   Not related 

a  
b  
 

4,065

120

: 2008 11 20 2013 5 20

4  

 

 
 

5.3.5.2.1: JPN-C01 5.3.5.1.1: KAJ-C02

5.3.5.1.2: JPN-C03

5.3.5.2.1: JPN-C01 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03

1%

 , 

                                                        
67  

/ / : 0.7%  25 , 2010 7  
: 0.6%  20 , 2010 11  

: 3.6%  7 , 2012 5  
: 0.1%  7 , 2011 11  

: 4.5%  8 , 2012 2  
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, 2012

 

 
4  

NA

 

 

KAJ-C02 5.3.5.1.1 JPN-C03 5.3.5.1.2 NA
68 44

CR SR KAJ-C02 5.3.5.1.1

JPN-C03 5.3.5.1.2

CR SR NA

 
 

44 NA  
5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03  

 

KAJ-C02  
 

JPN-C03  
 

  
CR   SR  

 168 172 50 50 
NA

 109 64.9  121 70.3  20 40.0  26 52.0  

 0 0 0 0 
 7 4.2  6 3.5  2 4.0  3 6.0  
 4 2.4  8 4.7  1 2.0  4 8.0  

 
 

 80 47.6  82 47.7  13 26.0  19 38.0  
 27 16.1  38 22.1  7 14.0  6 12.0  

 2 1.2  1 0.6  0 1 2.0  

a) 

 23 13.7  23 13.4  1 2.0  1 2.0  
 9 5.4  11 6.4  4 8.0  0 

 29 17.3  36 20.9  8 16.0  10 20.0  
 48 28.6  61 35.5  7 14.0  7 14.0  
 51 30.4  64 37.2  6 12.0  10 20.0  
 42 25.0  41 23.8  3 6.0  13 26.0  

MedDRA/J ver.15.0  %  
a 5%  

 
NA

 

 
5  

 

 

                                                        
68 NA

MedDRA PT  
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KAJ-C02 5.3.5.1.1 JPN-C03 5.3.5.1.2 69

70 45

CR SR

 
 

45  
5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03  

 KAJ-C02  JPN-C03  
 CR   SR  

         
 6 162 7 162 6 44 4 46 

 
 1 16.7  27 16.7  2 28.6  32 19.4  1 16.7  6 13.6  2 50.0  7 15.2  

 0 0 0 0 0 0 0 0 
 0 5 3.1  1 14.3  2 1.2  0 1 2.3  0 0 
 0 0 0 0 0 0 0 0 

 
 

 1 16.7  24 17.8  2 28.6  27 16.4  0 6 13.6  1 25.0  7 15.2  
 0 2 1.2  0 5 3.0  1 16.7  0 1 25.0  0 

 0 1 0.6  0 0 0 0 0 0 
a)  0 11 6.8  1 14.3  18 10.9  1 16.7  2 4.5  1 25.0  3 6.5  

 0 11 6.8  1 14.3  13 7.9  0 3 6.8  1 25.0  3 6.5  
MedDRA/J ver.15.0  %  
a 5%  
 

2008 11 21 2013 5 20

103  Hunter Dunkley EJ et al, 

QJM, 96: 635-642, 2003  Strenbach Sternbach H et al, The American Journal of Psychiatry, 148: 705-

713, 1991  

 

 

 

 

 

                                                        
69

 
70 Dunkley EJ et al,QJM, 96: 635-642, 2003 Sun-Edelstein C et al, Expert Opin Drug Safety, 7: 587-596, 2008 Mayo Clinic http://www. 

mayoclinic.com/health/serotonin-syndrome/ds00860. Accessed on: 19 May 2009. Medline Medical Encyclopedia http://www.nlm.nih.gov/ 
medlineplus/ency/article/007272.htm. Accessed on: 19 May 2009. MedDRA PT
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6  
Boyd I, WHO 

Pharmaceuticals Newsletter No.4, 19-21, 2013 Boyd I, WHO Pharmaceuticals Newsletter No.5, 23-27, 2013

 

 

5.3.5.2.1: JPN-C01 5.3.5.1.1: KAJ-C02

5.3.5.1.2: JPN-C03 5.3.5.1.3: PAI-3013/KF15 5.3.5.1.4: PAI-3014/KF16

/

: 4,065 : 120
71  

: 2008 11 20 2013 5 20

38 21

17

12

2

12 3 3 12 DSM-

-TR  

 

 

 

 
7  

 

 

PAI-1007/HP14

Sharon L et al, Drug and Alcohol Dependence 98: 191-202, 

2008

, 

, 2012

 

                                                        
71 MedDRA SMQ /  
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4  

 

 

   

JPN-C01 5.3.5.2.1 JPN-C03 5.3.5.1.2

26 31  

 PAI-3003

75 mg 15 mg

100 mg 15 mg

PAI-3002

50 75 mg 10 mg

 : 

 = 5 : 1 5 : 1

 

 
 : 

 = 3 : 2 5 mg

 :  = 10 : 3  

 

JPN-C01 5.3.5.2.1

MT

 :  = 75 : 1 JPN-C03 5.3.5.1.2

 :  = 100 : 1

Donner B et al, Pain, 64: 527-534, 1996  

JPN-C03 5.3.5.1.2 46

4

1  

47

1

Mercadante et al, Cancer Treat Rev. 



 64 

32: 304-315, 2006

 

 
47 5.3.5.1.2: JPN-C03 FAS  

 100 150 200 300 400 
 30 7 8 1 4 

 ±  1.4 ± 1.1 1.3 ± 1.3 1.8 ± 1.1 0 2.7 ± 0.27 
1  ±  1.5 ± 1.2 2.6 ± 1.1 2.5 ± 1.1 2.1 3.1 ± 1.2 

a) b) 29 96.7  4 57.1  6 75.0  0 3 75.0  

1  
 ±  

 0.3 ± 0.5 0.4 ± 0.5 0.8 ± 0.9 0 0.6 ± 0.8 
1  0.4 ± 0.6 0.9 ± 0.9 1.4 ± 1.6 0 1.2 ± 1.5 

 0.5 ± 0.6 1.0 ± 1.1 1.2 ± 1.3 0.2 0.9 ± 1.2 

1  
a) 

 2 6.7  1 14.3  1 12.5  0 0 
 22 73.3  4 57.1  5 62.5  1 100  3 75.0  

 8 26.7  2 28.6  3 37.5  0 1 25.0  
a  %  
b 1 3 64 2  

 

JPN-C03 5.3.5.1.2

7 48

2

1

SR

 

JPN-C03 5.3.5.1.2 7

49 200 mg

 

  

 
46 5.3.5.1.2: JPN-C03 FAS  

   
 

 
 

 

 
 

 50 13 22 15 

 
mg/ a) 

 ±  51.9 ± 63.5 40.8 ± 29.0 36.5 ± 12.1 84.0 ± 107.7 
 

,  
30.0 

20.0, 450.0  
30.0 

20.0, 120.0  
30.0 

22.5, 60.0  
30.0 

30.0, 450.0  

mg/ b) 

 ±  151.0 ± 86.6 153.8 ± 85.3 125.0 ± 37.0 186.7 ± 124.6 
50 0 0 0 0 

100 30 60.0  7 53.8  14 63.6  9 60.0  
150 7 14.0  2 15.4  5 22.7  0 
200 8 16.0  3 23.1  3 13.6  2 13.3  
300 1 2.0  0 0 1 6.7  
400 4 8.0  1 7.7  0 3 20.0  

 ±  1.5 ± 1.1 1.7 ± 1.1 1.4 ± 1.1 1.5 ± 1.2 
b) c) 42 84.0  9 69.2  20 90.9  13 86.7  

1  
 ±  

 0.4 ± 0.6 0.6 ± 0.7 0.4 ± 0.5 0.3 ± 0.7 
1  0.7 ± 1.0 1.3 ± 1.4 0.6 ± 0.7 0.4 ± 0.7 

 0.7 ± 0.9 1.0 ± 1.2 0.7 ± 0.8 0.4 ± 0.6 

1  
b) 

 4 8.0  3 23.1  1 4.5  0 0.0  
 35 70.0  5 38.5  16 72.7  14 93.3  

 14 28.0  7 53.8  6 27.3  1 6.7  
a  :  :  = 3 : 2 : 0.03

 
b  %  
c 1 3 64 2  
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49 7  
5.3.5.1.2: JPN-C03  

  SR  

mg/  100 100< 
200 

200< 
300 

300< 
400 30 30< 

60 
60< 

90 
90< 

120 
 30 15 1 4 19 20 3 8 

 11 36.7  9 60.0  0 1 25.0  10 52.6  13 65.0  3 100  4 50.0  
 5 16.7  4 26.7  0 0 10 52.6  11 55.0  3 100  2 25.0  

 0 0 0 0 0 0 0 0 
 0 1 6.7  0 0 0 0 0 0 
 1 3.3  3 20.0  0 0 1 5.3  3 15.0  0 1 12.5  

 
 10 33.3  5 33.3  0 1 25.0  9 47.4  9 45.0  3 100  3 37.5  

 1 3.3  3 20.0  0 0 1 5.3  3 15.0  0 0 
 0 1 6.7  0 0 0 1 5.0  0 1 12.5  

 
 

 1 3.3  0 0 0 2 10.5  3 15.0  2 66.7  0 
 1 3.3  1 6.7  0 0 3 15.8  4 20.0  0 0 
 0 1 6.7  0 0 3 15.8  5 25.0  0 0 
 0 1 6.7  0 0 1 5.3  5 25.0  1 33.3  0 

 0 0 0 0 0 1 5.0  0 0 
MedDRA/J ver.14.1  %  
 

1

1 5  : 5 : 1

 

 

   

KAJ-C02 5.3.5.1.1 JPN-C03 5.3.5.1.2 50

200 mg/

 

  

48 7  
5.3.5.1.2: JPN-C03  

  SR  

  
 

 
 

 

 
 

 

 
 

 
 

 

 
 

 
 13 22 15 12 23 15 

 4 30.8  13 59.1  4 26.7  4 33.3  15 65.2  11 73.3  
 1 7.7  6 27.3  2 13.3  4 33.3  13 56.5  9 60.0  

 0 0 0 0 0 0 
 1 7.7  0 0 0 0 0 
 3 23.1  1 4.5  0 0 1 4.3  4 26.7  

 
 

 2 15.4  11 50.0  3 20.0  3 25.0  13 56.5  8 53.3  
 1 7.7  2 9.1  1 6.7  1 8.3  1 4.3  2 13.3  

 1 7.7  0 0 0 1 4.3  1 6.7  

 
 

 0 0 1 6.7  1 8.3  4 17.4  2 13.3  
 0 2 9.1  0 0 4 17.4  3 20.0  
 0 1 4.5  0 1 8.3  3 13.0  4 26.7  
 0 0 1 6.7  1 8.3  2 8.7  4 26.7  

 0 0 0 0 0 1 6.7  
MedDRA/J ver.14.1  %  
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50 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03  
 KAJ-C02 a) JPN-C03 a) 

mg/  100 
100< 

 
200 

200< 
 

300 

300< 
 
400 

100 
100< 

 
200 

200< 
 
300 

300< 
 
400 

400< 
 

500 
 124 39 4 1 20 17 5 6 2 

 108 (87.1) 34 (87.2) 4 (100) 1 (100) 18 (90.0) 15 (88.2) 4 (80.0) 6 (100) 2 (100) 
 22 (17.7) 7 (17.9) 1 (25.0) 0 3 (15.0) 1 (5.9) 2 (40.0) 0 0 

 38 (30.6) 17 (43.6) 2 (50.0) 1 (100) 4 (20.0) 4 (23.5) 1 (20.0) 2 (33.3) 1 (50.0) 
 19 (15.3) 2 (5.1) 1 (25.0) 0 5 (25.0) 4 (23.5) 2 (40.0) 2 (33.3) 1 (50.0) 

 

 47 (37.9) 14 (35.9) 1 (25.0) 0 9 (45.0) 7 (41.2) 1 (20.0) 3 (50.0) 0 
 41 (33.1) 14 (35.9) 2 (50.0) 1 (100) 7 (35.0) 5 (29.4) 1 (20.0) 3 (50.0) 1 (50.0) 

 20 (16.1) 6 (15.4) 1 (25.0) 0 2 (10.0) 3 (17.6) 2 (40.0) 0 1 (50.0) 

 

 20 (16.1) 8 (20.5) 1 (25.0) 0 2 (10.0) 2 (11.8) 1 (20.0) 2 (33.3) 1 (50.0) 
 32 (25.8) 13 (33.3) 3 (75.0) 0 2 (10.0) 3 (17.6) 1 (20.0) 0 1 (50.0) 
 29 (23.4) 10 (25.6) 3 (75.0) 0 0 1 (5.9) 0 1 (16.7) 1 (50.0) 
 34 (27.4) 13 (33.3) 3 (75.0) 1 (100) 2 (10.0) 1 (5.9) 2 (40.0) 1 (16.7) 0 

 0 0 0 0 0 0 0 0 0 
 4 (3.2) 3 (7.7) 1 (25.0) 0 0 0 1 (20.0) 1 (16.7) 0 

KAJ-C02 : MedDRA/J ver.15.0 JPN-C03 : MedDRA/J ver.14.1  %  
a KAJ-C02 400 mg/ JPN-C03 500 mg/  
 

 

WHO

50 mg/  : 

 = 5 : 1

1 2

300 mg/

400 mg/

1 50 400 mg 2

50 mg/

1

1 5

500 mg/ 500 mg/

500 mg/ 3.2% 130/4,065

500 mg/

500 mg/ 1 500 mg

500 mg/

 

 

 

JPN-C01

1 51
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51 3 5.3.5.2.1: JPN-C01  
   

 1  
2  

2  
3  3  1  

2  
2  

3  3  

 5 13 2 2 3 2 
 3 60.0  7 53.8  2 100  1 50.0  2 66.7  1 50.0  

 2 40.0  7 53.8  2 100  0 2 66.7  0 
 0 0 0 0 0 0 

 0 2 15.4  0 0 0 0 
 0 1 7.7  0 0 0 0 

 
 

 3 60.0  5 38.5  2 100  1 50.0  2 66.7  0 
 0 1 7.7  0 0 0 0 

 0 1 7.7  0 0 0 1 50.0  

 
 

 1 20.0  2 15.4  1 50.0  1 50.0  0 0 
 1 20.0  4 30.8  0 1 50.0  1 33.3  0 
 0 2 15.4  0 1 50.0  1 33.3  0 
 1 20.0  2 15.4  1 50.0  0 0 0 

 0 1 7.7  0 0 0 0 
MedDRA/J ver.12.0  %  

 

3

6 4

2 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03

4 3

2 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03

3 5.4% 5/93 10.5% 2/19

3 3 52 3

 

5.3.5.1.2: JPN-C01

2

2

2 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03

CR SR
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52 3  
5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03  

 KAJ-C02  JPN-C03  
 3  3  3  3  

  CR   CR    
SR    

SR  
 5 4 88 95 2 6 17 14 

 3 60.0  2 50.0  24 27.3  35 36.8  2 100  1 16.7  7 41.2  5 35.7  

 1 20.0  0 11 12.5  19 20.0  1 50.0  1 16.7  1 5.9  1 7.1  

 0 0 1 1.1  0 0 0 0 0 
 0 0 1 1.1  0 0 0 3 17.6  1 7.1  
 0 0 2 2.3  0 0 1 16.7  0 1 7.1  

 
 

 3 60.0  1 25.0  18 20.5  18 18.9  2 100  0 5 29.4  3 21.4  
 0 1 25.0  4 4.5  17 17.9  0 1 16.7  2 11.8  1 7.1  

 0 0 2 2.3  0 0 0 0 1 7.1  

 
 

 0 0 2 2.3  3 3.2  0 0 0 1 7.1  
 0 0 4 4.5  9 9.5  1 50.0  0 0 0 
 0 0 3 3.4  6 6.3  0 0 1 5.9  1 7.1  
 0 0 1 1.1  7 7.4  0 0 0 0 

KAJ-C02 : MedDRA/J ver.15.0 JPN-C03 : MedDRA/J ver.14.1  %  

 

 

50 mg/

1

1 5

500 mg/

500 mg/

200 mg/

400 mg/

 

48

  , 

, 2010 1 2

2 5.3.5.2.1: JPN-

C01 2

2 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03 3

3

 

500 mg/ 200 mg/
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5  
 

 

  

, 2010 , 2010

, , 20 Suppl.: 167-172, 2010 , , 47 S-1: 209-219, 2011

, Drug Delivery System, 26-5: 461-467, 2011  

2 5.3.5.1.1: KAJ-C02 5.3.5.1.2: JPN-C03

  , 

 2010 , 2010  , 

Evidence-Based Medicine , 2000 KAJ-C02 5.3.5.1.1

CR  

 

 

 

 
6  

: 1,000 : 12

 

 

500 mg/

200 mg/
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1  

 

 
2 GCP  

5.3.5.1.1 5.3.5.1.2 5.3.5.2.1 GCP

GCP

 
 

 

500 mg/

200 mg/
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2  
 

26 2 3  

 

 

 25 mg 50 mg 100 mg 

  

  

 25 4 18  

 

 

20 12 25 20

8  

1

 

 

1  

μ NA

400 mg/

200 mg/ 400 

mg/

1

4

100 

mg/ 1

1

500 mg/

5.3.3.3.1: PAI-1002/HP16

 

200 mg/

400 mg/

 

 

1 1 5

400 mg/
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3

1 1 25 mg

200 mg/ 400 mg/

 

 

 

 

2  
NA

NA

 

1 6

53 54

 
 

53  
 

   
 
 

 

 
 

 

 

 
 

 
54  

  
 
 

: 1,000  
:  

1 : 12  

 

 

 

● 500 mg/  

● 200 mg/  

●  

●  

●  

●  

●  
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55

55

12
1,000

AST ALT

1 1

3 25 mg
25 mg :

: 

25 mg

25 mg 24

25 mg 24

8

1 50 400 mg 2


