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1-(1)

 C23H21F7N4O3

 534.43 

 5-{[(2R,3S)-2-{(1R)-1-[3,5-Bis(trifluoromethyl)phenyl]ethoxy}-3-(4-fluorophenyl) 

morpholin-4-yl]methyl}-1,2-dihydro-3H-1,2,4-triazol-3-one

 5-{[(2R,3S)-2-{(1R)-1-[3,5- ( ) ] }-3-

(4- ) -4- ] }-1,2- -3H-1,2,4-

-3-
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21 7 9

125mg 80mg

19 7 19

ONO-7436-01 P052 P054 P071

5-HT3 2

1

125mg 2 80mg 1 1
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 (1) 

21 6 16

.

125mg 80mg

19 7 19

 1 125mg 80mg

125mg 1 80mg 

2

1

125mg 2 80mg 1 1

.

1.

CDDP

EC enterochromaffin 5-HT 5-

hydroxytryptamine 5-HT3

4 CTZ chemoreceptor trigger zone

CINV chemotherapy-induced 

nausea and vomiting CDDP 90%

CINV Clin J Oncol Nurs 6: 94-102, 2002; N Engl J Med 329: 1790-1796, 1993

CINV

5-HT3

24 25% 5

50% CINV J Clin Oncol 17: 2971-2994

1999

P SP substance P

NK neurokinin 1 Drug Metab 

Dispos 31: 785-791, 2003; Neuropharmacology 35: 1121-1129, 1996; Neuropharmacology 32: 799-806, 

1993

NK1 CDDP

CINV

2003 3 2009 3
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(1)

3

3.

1)

(1)  Reference F-1 F-14 F-17 F-18 4.2.1.1-

1 2 4 5 7

in vitro

)

NK1 IC50 0.1±0.07nM ±

NK3 300nM

NK1 0.06 7nM NK2 1 M 8%

10 M 71% 1% NK1

IC50 0.3nM L

IC50 8 M

1 1 M 30% 2A

ETA VIP

vasoactive intestinal polypeptide

10 M 30%
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NK1 IC50

±  0.12±0.08nM L-755446 M-1 0.5±0.07nM L-809861 M-2

10±1nM L-809771 M-10 30±5nM L-825678 M-9 1.7±1.6nM L-829615 M-3

880±360nM L-829617 M-4 18±5nM L-829674 M-8 3.6±0.3nM L-324261 M-

12 2.8±1.1nM M-1 M-2 M-10 M-9 M-3 M-4

5-HT1A 5-HT2A 5-HT2C 5-HT

) NK1

NK1 CHO SP

SP 10nM

SP 15 0.3 1nM

NK1

)

NK1 SP-O-methyl ester

Ka 0.09±0.02nM ±

NK2 Nle
10

NKA(4-10) NK3

senktide 1 M

in vivo

) CDDP

CDDP 4

0.3mg/kg CDDP 3 1

1mg/kg 3mg/kg

4 8mg/kg CDDP 2

CDDP 0 24 24 48 48 72

16mg/kg CDDP 2 CDDP 72

1mg/kg 24 3 1

CDDP 2 CDDP 72

CDDP 24 48 4mg/kg CDDP

24 72

)

CDDP 4

0.1mg/kg

0.1mg/kg CDDP 3
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0.1mg/kg

DEX dexamethasone 20mg/kg CDDP 3

0.1mg/kg DEX 20mg/kg

CDDP 3

CDDP 3

DEX

)

30

3mg/kg 60

(2) ReferenceF-1 4.2.1.1-1

in vivo

)

NK1 GR73632 d-Ala [L-Pro
9
, Me-Leu

10
] substance P-(7-

11)

ID50 0.32mg/kg

(3) Reference F-1 F-2 180 4.2.1.1-1 4.2.1.3-1 2

100mg/kg

30mg/kg 10mg/kg 30mg/kg

writhing

1mg/kg

R

SP

1mg/kg

McNeil-343-A

dimethylphenylpiperazinium iodide McNeil-343-A

1mg/kg
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3mg/kg

1mg/kg

5mg/kg

*

pH

Ka

5.5±1.6 M ± L

3 30 M

30 M

5-HT 30 M 35% 50% 38%

5mg/kg

30mg/kg

1mg/mL

(1)

CINV 5-HT3

CINV CTZ

                                                       
*
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EC

CTZ

N Engl J Med 358: 2482-2494, 

2008

CINV 5-HT3 5-

HT3 EC 5-HT 5-HT3

CTZ 5-HT3

CINV Support Cancer Ther 

1: 89-96, 2004; Scand J Rheumatol Suppl 113: 37-45, 2000 DEX

CINV N Engl J Med 358: 

2482-2494, 2008

NK1 SP SP CTZ

J Chem Neuroanat 4: 447-459, 1991 NK1

CDDP CINV

NK1

NK1 EC SP

NK1

CINV

CINV

5-HT3 DEX

CINV

CINV

CINV

CINV

(2) NK1

NK1 NK1 NK1

NK1 mRNA

Eur J Neurosci 17: 1736-1746, 2003 NK1

2 2 NK1

ONO-7436-01

P052 P054 P071
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2 NK1

 NK1

Science 281: 1640-1645, 1998

writhing 180 4.2.1.3-2

 conditioning Reference F-1

4.2.1.1-1

NK1 SPOMe

Reference F-1 4.2.1.1-1

180 4.2.1.3-2

 SP Reference F-1

4.2.1.1-1

 SP Reference F-1 4.2.1.1-1

Reference 

F-1 4.2.1.1-1

–

Reference F-

2 4.2.1.3-1
–

NK1 NK1 SP NK1

NK1

(3) NK1 (4)

NK1

(3) NK1

1 M 1 10 M 2A

ETA VIP

30%

1 2A

ETA

VIP

VIP
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ONO-7436-01 P052 P054 P071

125/80mg

3mg/kg 2mg/kg CDDP

1mg/kg Cmax ±

0.33±0.07 g/mL 0.61±0.13 M

1 2 M 125/80mg 5

125mg Cmax 2.21±0.87 g/mL 4.14±1.63 M 5 3.07±0.85 g/mL

5.74±1.59 M

10 M Cmax 2 5

P004L1 P007L1 P007 P012 P040C1 P044

Cmax

(4)

CDDP 0.3

3mg/kg

3mg/kg 1mg/kg

Cmax 3

Cmax 1.9 5.8 g/mL

0.098 0.98 g/mL 2 60 ONO-7436-02

125/80mg 5 125mg 5 Cmax 3.1 g/mL

Cmax TT#99-082-0

TT#99-082-1 Cmax 68.9 g/mL ONO-7436-

01 ONO-7436-02 P016L1
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3 Cmax

mg/kg Cmax g/mL

0.3  0.36 a)

0.3  0.098 b)

3  0.98 b)

 3  5.8 c)

1  1.9 d)

 100  4.4 e)

5  1,000mg/kg/day  68.9 f)

10mg/body  0.080 g)

1,200mg/body  1.5 g)

125/80mg/body * 3.1 h)

*
 BA

a)
 Reference G-3 4.2.2.2-3 0.5mg/kg C5min 604.0ng/mL 0.3mg/kg

0.5mg/kg
b)

 Reference G-3 4.2.2.2-3 1mg/kg Cmax 326.7ng/mL 0.3mg/kg

3mg/kg
c)

 Reference G-1 4.2.2.2-1 2mg/kg C2min 3,853ng/mL 2mg/kg

3mg/kg
d)

 Reference G-1 4.2.2.2-1 0.5mg/kg C2min 953ng/mL 0.5mg/kg

1mg/kg
e)

 TT#97-035-0 4.2.3.4.1-1 125 mg/kg Cmax 4.4 g/mL 
f)

 TT#99-082-0 TT#99-082-1 4.2.3.2-11 500mg/kg 1 2 4 Cmax 68.9 g/mL 
g)

 Reference P002 5.3.5.4-1 Cmax
h)

 ONO-7436-02 5.3.3.2-1 125/80mg 5 125mg 5 Cmax

1mg/kg

ONO-7436-01 ONO-7436-02

P052 P054 P071

ONO-7436-01 P052 P054

P071 125/80mg




