
14

(5)

14
C 300mg 48

72 M-3 M-4

24 0.2

P013C1 125mg M-1 M-9 AUC0-24

7 0.04 0.08 P043

NK1 IC50

 (1) in vitro )

NK1

(6)

16

CYP2B CYP3A TT#96-613-0

RC869A102 40 80 160mg 28

125/80mg 3 CYP3A4

8 0.8 P076

P040C1 P052 P054 P071 2

P052 P054

P071 7 2
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2)

3
H

14
C

14
C

14
C

in vitro

HPLC

LC/MS/MS

in vivo

(1)

 Reference G-1 G-2 G-3 4.2.2.2.1 4.2.2.2.3

4

4

mg/kg

tmax

h

Cmax

ng/mL

AUC0-

ng h/mL

t1/2

h

CL

mL/min/kg

Vdss

L/kg

BA

%

p.o. 10 3/  4 2,175.7 14,328.1 – – – 42.4 a)

i.v. 2 3/  – – 6,753.4 2.6 
b)

 4.9 1.2 – 

2 4 1-2
 c)

 232±53 1,026±243 – – – 39 

5 4 2
 c)

 392±89 2,927±748 – – – 46 

25 4 2-6
 c)

 1,386±514 14,332±11,568 – – – – 
p.o. 

125 4 1-4
 c)

 1,616±426 11,919±3,606 – – – – 

0.2 4 – – 201±52 2.7±0.4 
d)

17.6±5.3 3.2±0.5 – 

2 4 – – 2,658±335 3.2±0.4 
d)

12.7±1.7 2.8±0.1 – i.v.

5 3 – – 6,377±1,242 2.4±0.4 
d)

13.4±2.6 2.5±0.2 – 

2 3 1-2
 c)

 485±77 5,869±655
 e)

 – – – 16 
p.o. 

32 3 4
 c)

 1,464±764 27,913±19,723
 e)

– – – – 

0.2 3 – – 1,266±95 5.7±1.4
 d)

2.6±0.2 1.0±0.3 – 

0.5 3 – – 3,786±1,117 7.3±2.6
 d)

2.3±0.7 1.1±0.1 – i.v.

2 3 – – 37,613±8,037
 e, f)

ND
 g)

 0.9±0.2 0.9±0.1 – 

p.o. 1 3 3.3±1.2 326.7±69.2 5,150.7±1,660.2 – – – 45.4±11.3

i.v. 0.5 3 – – 5,619.4±448.9 9.7±0.9 
h)

1.5±0.1 1.3±0.1 – 

± ND not determined –
a)

b)
4 10

c)
 1 tmax

d)

e)
 AUC0-72

f)
72

g)

h)
48 72

 TT #00-001-0, -1 TT #95-041-0 TT #98-127-0 TT #97-

614-0 4.2.3.2-2 4.2.3.2-12 4.2.3.2-13 4.2.3.2-15

5 750mg/kg/ 1 2 4

Cmax AUC0-24

Cmax AUC0-24
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2 128mg/kg/ 1 1 1 2

1 13 26

Cmax AUC0-24 1

13 26 AUC0-24 1 6

(2)

 Reference G-4 Y AG002 4.2.2.3-1

4.2.2.3-5

14
C 2mg/kg 24

5 4

14
C 5mg/kg 72

10

14
C 5

17%
14

C

/ 1.29 2.03

 Reference G-1 4.2.2.2-1

in vitro

3
H 0.01 10 g/mL 98.9 99.7%

/ 0.73 0.75 0.54 0.55 0.61

0.62
3
H

 TT #97-736-0 TT #01-738-0 TT #97-737-0

4.2.3.5.2-3 4.2.3.5.2-7 4.2.3.5.2-11

125 250 500 1,000mg/kg/ 6 20

20 4

10 14% 1,000mg/kg 6 20

1 2 20 8 24

9% 27%

5 25mg/kg/ 7 21

21 4 34 56%
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 TT #98-709-0 TT #01-738-0 4.2.3.5.2-4

4.2.3.5.2-7

125mg/kg/ 15 14

14 2 85.5%

1,000mg/kg 6 14 1 2

14 1 8 90%

P-

) in vitro  Reference G-16 4.2.2.3-4

Caco-2 KB-V1 P- P-gp

KB-3-1 KB-V1 L-MDR1 MDR1 L-

mdr1a mdr1a
3
H-

3
H- P-gp

Caco-2 KB-V1 KB-3-1 P-gp
3
H-

Caco-2 P-gp

P-gp A

KB-V1 KB-3-1
3
H-

) in vivo  Reference G-15 4.2.2.3-3

P-gp

M-1 5

5 P-gp M-1

mg/kg
P-gp

AUCp
 a)

ng h/mL

AUCbrain
 a)

ng h/g
AUCbrain / AUCp

+/+ – 2,433
 b)

 408.6
 b)

 0.17
 c)

-/- – 2,310
 b)

 5,054
 b)

 2.2
 c)

+/+ – – 117.2
 b)

 – 
2.35 i.v. 

-/- – – 88.2
 b)

 – 

– 4,005.8
 d)

 211.7
 d)

 0.053
 e)

+/+
OND 0.5mg/kg p.o. 3,944.5

 d)
 211.3

 d)
 0.054

 e)

– 3,360.5
 d)

 3,419
 d)

 1.02
 e)5 p.o. 

-/-
OND 0.5mg/kg p.o. 3,566.9

 d)
 3,377

 d)
 0.95

 e)

AUCp AUCbrain OND
a)

b)
 AUC0-8 

c)
 AUCbrain 0-8 / AUCp 0-8 

d)
 AUC0-10 

e)
 AUCbrain 0-10 / AUCp 0-10 

0.5mg/kg DEX 1mg/kg

DEX

in vivo  Reference G-12 4.2.2.3-2

3
H 2mg/kg 5 4



18

/ 0.05 0.20 0.17 0.26

14
C 3mg/kg 24 48

/ 0.48 0.68

(3)

) in vitro  Reference G-1 G-6 G-9 4.2.2.2-1 4.2.2.4.2

5.3.2.2-1

14
C

5 M-1 M-2 M-8 M-9 M-10 3 M-3

M-4 M-12 4 L-596064 M-16 L-872939 M-

17 L-294569 M-18 L-872712 M-19

4

CYP3A4 CYP1A2 CYP2C19 Sf21

2 L-858442 M-13 L-858443 M-14

N- O-

) in vivo  Reference G-1 G-4 G-5 G-10 G-11 4.2.2.2-1

4.2.2.3-1 4.2.2.4-1 4.2.2.4-3 4.2.2.4-4

 P013C1 5.3.3.1-6

†

2 24

36 48

18 M-1 M-4 M-8 M-10 7

18 24

M-3 M-10

8 41% 30

M-4 M-10

M-10 M-13 M-16 M-18

CYP  Reference G-9 5.3.2.2-1

CYP CYP

CYP CYP3A4 CYP1A2

                                                       
† 18 50 14C
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CYP2C19

CYP  Reference G-9 5.3.2.2-1

M-1 M-3

M-4 CYP 6 7

CYP3A4 CYP2C9 CYP2C19

M-1 CYP

6 CYP

CYP
M

Ki

M

CYP2C9 R/S -  7- 5 200 108 

CYP2C19 S -  4- 10 200 66 

 1’-  2 250 10 

 4-  2 250 10 

N-  5 200 11 
CYP3A4 

 1 15 21 

7 CYP

IC50 MCYP
M-1 M-3 M-4 

CYP1A2 O- >100 20 30 >100 >100 

CYP2C9  3-  >100 63 >100 >100 

CYP2D6  1’-  >100 75 >100 >100 

CYP2E1  6- >100 >100 >100 >100 

CYP3A4  6 - 2 4 30 35 >100 >100 

CYP  TT#96-613-0 4.2.3.7.3-4

16 7-ethoxy-4-trifluoromethylcoumarin O-deethylase

EFCOD CYP1A 2B 3A 4A peroxisomal fatty acyl-CoA oxidase

FACO EFCOD CYP2B CYP3A

 Reference G-12 4.2.2.3-2

3
H 2mg/kg 4

M-1 M-9 M-10 24 M-10

14
C 3mg/kg 48

M-1 M-9

(4)

 Reference G-4 G-5 4.2.2.3-1 4.2.2.4-1

14
C

8

8

mg/kg
% %

 2 3 120 29.5±1.61 57.8±1.03 

 2 3 120 33.7±0.52 53.8±1.39 

 2 2 168 42.5 38.6 a) 41.4 44.7 a)

 1 2 168 34.7 40.8 a) 39.2 39.0 a)

±
a)
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14
C

9

9

mg/kg
% % %

 5 3 48 12.32±4.74 22.58±7.85 30.54±10.08 

 2 3 48 18.14±3.33 4.39±1.69 42.26±2.70 

±

(5)  Reference G-15 4.2.2.3-3

(2) P- ) in vivo

(1)

AUC0-

Cmax

125mg/kg 1 2 4 AUC0-24

125mg/kg TT#97-036-0 AUC0-24

16 5 125mg/kg/day

CYP3A

3)  (7) 16

13 26 AUC0-24 1 1 6

AUC0-

Cmax 28 7

4.  2) 

 (2) RC869A101  (3) 

RC869A102

Cmax AUC0-24

5 7%
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14
C 100mg/kg

8 M-1 M-4 M-9

M-10 CYP

CYP

Drug Metab Rev 30: 441-498, 

1998 CYP

3 5 5

BA P049
‡

(2) P-gp

P-gp

Caco-2 KB-V1 L-MDR1 in vitro

P-gp Caco-2

Papp 2.3 P-gp

7.1 P-gp

P-gp P-gp

P-gp Caco-2 KB-V1 in 

vitro P-gp P-gp

4.  2) 

 (10) 

P047

in vitro P-gp P-gp

                                                       
‡ 18 43 125mg 80mg

049 2
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P-gp
P-gp

P-gp
P-gp

 
P-gp

 
 

3)  
 

 
M  �m* 0.5w/v% /0.02w/v%

 
NB  nm /

/
 

 
(1) TT#95-2686 TT#95-2687 TT#95-2688 TT#95-2689

TT#97-036-0 TT#96-107-0 TT#97-016-0 TT#97-072-0 TT#97-034-0 4.2.3.1-1 3
7:  

M  

2,000mg/kg 2,000mg/kg
2,000mg/kg  

512mg/kg
32mg/kg 256mg/kg 128mg/kg 6 2

Cmax AUC0-24  
 

(2)  
M NB 1 1

SID 1 2 BID
NB AUC M

 

NB M 0.25mg/kg /day 53
 

AUC NB 1,500mg/kg/day BID 5
2,000mg/kg/day BID 27 38.9 31.3�g

＊新薬承認情報提供時に訂正（訂正前：μg）
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hr/mL AUC 125mg/body AUC 46 g

hr/mL 0.7 0.8 AUC

2 4.5

NB 10mg/kg/day 5 39

AUC0-24 4 259 g h/mL 281 g hr/mL

125mg/body AUC 6

5  TT#97-060-0 TT#00-001-0 TT#00-001-1

4.2.3.2-1 2

M  0 250mg/kg/day SID 0 500 1,000 2,000mg/kg/day BID

M 0 250mg/kg/day BID NB 0 10 250 500 1,000

1,500mg/kg/day BID 2

M 250mg/kg/day SID 500mg/kg/day BID

NB

M 250mg/kg/day

NB 10mg/kg/day

2 NB 1,500mg/kg/day BID AUC0-24 4

11.3 g hr/mL 38.9 g hr/mL

125mg/body AUC 46 g hr/mL 0.8

14  TT#95-032-0 TT#95-627-0 4.2.3.2-4 5

TT#97-117-0 TT#96-051-0 4.2.3.2-6 7

M  0 5 25 125mg/kg/day 0 0.2 1 5mg/kg/day SID 0

125 250 500 1,000mg/kg/day SID 0 10 50 250

500mg/kg/day BID 4

25mg/kg/day SID 10mg/kg/day BID

5mg/kg/day

SID

5mg/kg/day AUC0-24 13 1.79 g hr/mL 4.03 g hr/mL

125mg/day 0.04 0.09

125mg/kg/day SID AUC0-24 13 3.79 g h/mL

8.67 g h/mL 250mg/kg/day BID AUC0-24 13

6.04 g h/mL 27.3 g h/mL

27  TT#01-092-0 4.2.3.2-8

NB 0 0.5% 0 NB 250 1,000
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2,000mg/kg/day BID

250mg/kg/day

2,000mg/kg/day BID AUC0-24 13 8.02 g hr/mL 31.3 g

hr/mL 125mg/body AUC

0.7

53  TT#97-071-0 4.2.3.2-9

M 0 0.25 25 250mg/kg/day 25mg/kg/day

0.25mg/kg/day

14 53  TT#95-041-0 TT#97-614-0 4.2.3.2-12

15

M 0 2 8 32mg/kg/day 14 0 4 16 32mg/kg/day 53

32mg/kg/day

32mg/kg/day AUC0-24 13 119.54 g h/mL 181.79 g

h/mL

5 39  TT#99-082-0 TT#99-082-1 TT#00-103-

0 4.2.3.2-11 14

NB 0 10 50 250 500 1,000 1,500mg/kg/day BID 5 0 10 50

250 1,000mg/kg/day BID 39

5 250 mg/kg/day

50mg/kg/day

39 1,000mg/kg/day 250 mg/kg/day

50mg/kg/day

ALP alkaline phosphatase

10mg/kg/day BID AUC0-24 4

259 g h/mL 281 g h/mL 125mg/body

AUC 6 1,000mg/kg/day AUC0-24 4

1,000mg/kg/day 1,620 g h/mL 1,240 g h/mL

17  TT#98-162-0 4.2.3.2-16

0 80 160 240 g/kg/day

240 g/kg/day

(3)  TT#95-8043 TT#95-8045 TT#98-8309 TT#98-8313 TT#95-

8426 TT#95-8433 TT#95-8669 TT#95-8672 TT#98-8608 4.2.3.3.1-1 4

4.2.3.3.2-1:
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TK6

(4)

105  TT#98-016-0 TT#98-016-2 4.2.3.4.1-10

ICR M 0 1 0 2 2.5 25 125 500mg/kg/day 0.5%

w/v /0.02% w/v

25mg/kg/day

105  TT#01-124-0 TT#01-124-2 4.2.3.4.1-12

ICR NB 0 1 0 2 500 1,000 2,000mg/kg/day

/ /

500 1,000mg/kg/day

106  TT#97-134-0 TT#98-047-0 4.2.3.4.1-15

17

SD M 0 1 0 2 0.1 0.5 2mg/kg/day BID

SD M 0 1 0 2 10 50 250mg/kg/day BID

250mg/kg/day

250mg/kg/day 250mg/kg/day 50mg/kg/day

250mg/kg/day

106  TT#01-105-0 4.2.3.4.1-19

SD NB 0 1 0 2 10 250 1,000 2,000mg/kg/day

BID 1,000mg/kg/day

2,000mg/kg/day 250mg/kg/day 250mg/kg/day

250mg/kg/day

M 106

(5)

M NB

M NB 4.2.3.5.2.-3 6 4.2.3.5.2-
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7 M 4.2.3.5.2-11

 TT#97-734-0 TT#01-

737-0 TT#96-729-0 TT#01-735-0 4.2.3.5.1-1 4

M  0 25 125 250mg/kg/day 28 51 53

 0 5 25 250mg/kg/day 14 7

250mg/kg/day

NB 0 0.5% 0 2,000mg/kg/day

BID 29 8

14 7

2,000mg/kg/day BID

 TT#96-717-0

TT#01-736-0 4.2.3.5.2-2 5

M 0 5 25 250mg/kg/day 6 20

6 21

5mg/kg/day 250mg/kg/day F1 F1 F2

250mg/kg/day

NB 0 0.5% 0

2,000mg/kg/day BID 6 20 6

21 2,000mg/kg/day

F1 0.29% 1/347 0.29% 1/347

0 0.28 % 0 0.33 % 1996 2001

F1 F1 F2

2,000mg/kg/day BID

 TT#96-716-0 4.2.3.5.2-10

M 0 1 5 25mg/kg/day 18 / 7 20

F0 5mg/kg/day

1.52% 2/132 25mg/kg/day

0.72 3.0% 1/138 4/132

0.0 3.54% 1991 1996

5mg/kg/day F1

25mg/kg/day
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(6)  TT#96-4272 TT#96-4275 TT#96-2584 4.2.3.6-1 3

in vitro

in vitro

(7)

16  TT#96-613-0 4.2.3.7.3-

4

M 0 5 25 125mg/kg/day

25mg/kg/day 5mg/kg/day 5mg/kg/day

25mg/kg/day 5 25 125mg/kg/day

24 1,036ng/g 2,728ng/g 11,734ng/g

1 14 AUC Cmax 51

70% 45 65%

7-ethoxy-4-trifluoromethylcoumarin O-deethylase

EFCOD CYP2B CYP3A Peroxisomal fatty acyl-CoA oxidase

FACO CYP1A CYP4A

4.1

4.7 22 25

5

 TT#98-153-0 4.2.3.7.3-5

M 0 0.5 250mg/kg/day BID 250mg/kg/day

2 4 T3 T4 TSH T3 T4

250mg/kg/day TSH

250mg/kg/day 112% 2 92% 4 58% 2

73% 4

24
123

I-

250mg/kg/day 91% 80%

51% 81%

250mg/kg/day TSH
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(1)

M SID TT#95-032-0 TT#95-627-0 TT#96-051-0

TT#97-071-0 M BID

NB

5 27 TT#00-001-0 TT#00-001-1 TT#01-092-0

0.7 0.8 AUC

5 27

5

TT#99-082-0 TT#99-082-1 10mg/kg/day

AUC AUC 6

6

(2) 

5 1

125mg 2 3 80mg 3

P067

(2)

5 1 1,500mg/kg/day BID

NK1

Peptides 27: 736-742, 2006

NK1 Eur J Pharmacol 494: 233-9, 

2004 NK1

in vitro SP LH




