
OTSUKA 
ABILIFY (aripiprazole) [

(5.1)]

24
65 ( ) [

(5.3)]

    
[ (5.3)]

(13 17 )
(10 17 )

Valproate
valproate

(6 17 )

2.1 

OTSUKA ABILIFY 10 15
OTSUKA ABILIFY 10~30

10~15 2
2 [ (14.1)]

-

OTSUKA ABILIFY 15 [ (14.1)]

OTSUKA ABILIFY 10 / aripiprazole 13 17
10 30

2 2 5 2 10
5 30 / 10 /

OTSUKA ABILIFY [ (14.1)]

 OTSUKA ABILIFY
OTSUKA ABILIFY

2.2 

OTSUKA ABILIFY 15 /
valproate 10-15 /

15 / valproate
30 / 30 / [

(14.2)]
OTSUKA ABILIFY 10 17 2 /

2 5 / 2 10 / OTSUKA ABILIFY
valproate

5 OTSUKA ABILIFY [
(14.2)]

2.3 

OTSUKA ABILIFY
2 / 5 / 2 / 15 / 5 /

1 [ (14.3)]

2.4

(6~17 )
5 / 15 /

OTSUKA ABILIFY 2 5
10 / 15 / 5 /

1 [ (14.4)]

2.5 

(6~18 )
5 / 20 /

50 2 5 /
 (tics) 10 / 5 /

1
50 2 / 2 5 /

5 8 10 / (tics)
20 / 5 / 1 [

(14.5)]

2.6 
CYP2D6 (poor metabolizers) CYP3A4 CYP2D6

CYP3A4 ( 1) OTSUKA 
ABILIFY CYP3A4 1~2 OTSUKA 
ABILIFY aripiprazole CYP3A4

CYP2D6 ( : CYP3A4 CYP2D6 CYP3A4
CYP2D6 ) aripiprazole (25%)

1: CYP2D6 (poor metabolizers) CYP2D6 CYP3A4
/ CYP3A4 OTSUKA ABILIFY

OTSUKA ABILIFY
CYP2D6
CYP2D6 CYP3A4
( itraconazole, clarithromycin)

CYP2D6 (
CYP3A4 ( itraconazole, 

clarithromycin)
CYP2D6 CYP3A4
CYP3A4 ( : carbamazepine, rifampin)

OTSUKA ABILIFY OTSUKA ABILIFY (2.3)

OTSUKA ABILIFY® (aripiprazole) 2

2: OTSUKA ABILIFY® (aripiprazole) 

/
2 "A-006"  "2"
5 "A-007"  "5"
10 "A-008"  "10"
15 "A-009"  "15"
20 "A-010"  "20"
30 "A-011"  "30"

OTSUKA ABILIFY / [
(6.2)]

5.1 

OTSUKA ABILIFY (aripiprazole) [
]

(n=938 82.4 56-
99 ) 10 OTSUKA ABILIFY

[ 2% OTSUKA ABILIFY 5%]
( )[ 3% OTSUKA ABILIFY 8%] ( )[ 1%

OTSUKA ABILIFY 5%] [ 0% OTSUKA ABILIFY 4%]
[ 1% OTSUKA ABILIFY 4%]

OTSUKA ABILIFY
OTSUKA ABILIFY

®

OTSUKA ABILIFY®

(aripiprazole) Tablets

2      027033  
 5      024046  
10      024047
15      024048
20      024049
30      024050

[ ]

5.2 
(

) aripiprazole ( 84 78-88 ) 
( )
aripiprazole Aripiprazole

[ ]

5.3 
( )

( ) ( )

( (SSRIs) )
(18-24 )

( ) 24
65 ( )

24 9 4400
295

( 2 ) 11 77,000

( )
( - 1000

) 3

3

( ) -
1000

<18 14
18-24 5

25-64 1
6

( )

( )

( )
( )

OTSUKA ABILIFY

(
)

/

OTSUKA ABILIFY

5.4 (NMS)
aripiprazole

(NMS) aripiprazole aripiprazole

(
) 酶 ( )

( ) (EPS)

1) 2) 3)

5.5 
( )

(
)

OTSUKA ABILIFY
(1)

(2)

OTSUKA ABILIFY
OTSUKA ABILIFY

5.6 
/

/

OTSUKA ABILIFY
[ (6.1 6.2)] 

OTSUKA ABILIFY OTSUKA ABILIFY 

( )

(ketoacidosis)
(Hyperglycemic Hyperosmolar Nonketotic Coma)

( : )
(

)

13
OTSUKA ABILIFY (+4.4 

mg/dL ( ) 25 N=1057)
(+2.5 mg/dL ( ) 22 N=799) 4 OTSUKA ABILIFY

( )25 ( )22
(borderline)

4: 

n/N %
 OTSUKA ABILIFY 31/822 3.8

Placebo 22/605 3.6
OTSUKA ABILIFY 31/176 17.6

Placebo 13/142 9.2

24 OTSUKA ABILIFY (+2.2 mg/dL(n=42))
 ( +9.6 mg/dL (n=28))

OTSUKA ABILIFY (+0.7 
mg/dL ( ) 42 N=241)  
(+0.8 mg/dL ( ) 42 N=246) 5

5: 

n/N %
 OTSUKA ABILIFY 2/201 1.0

Placebo 2/204 1.0
OTSUKA ABILIFY 4/34 11.8

Placebo 3/37  8.1

2 (13~17 ) (10~17
) OTSUKA ABILIFY (+4.8 mg/dL
( ) 43 N=259) (+1.7 mg/dL (

) 42 N=123)
2

(6~17 ) ( ) 56 OTSUKA ABILIFY
(-0.2 mg/dL N=83) (-0.6 mg/dL N=33)

(6~18 ) 57
OTSUKA ABILIFY (0.79 mg/dL N=90)

(-1.66 mg/dL N=58)
6 OTSUKA ABILIFY

( ( ) 42~43 ) (6~17 ) (
( ) 56 ) (6~18 )( 57 )

6: 

n/N %

mg/dL) 

OTSUKA ABILIFY 2/236 0.8

Placebo 2/110 1.8

OTSUKA ABILIFY 0/73 0

Placebo 0/32 0

OTSUKA ABILIFY 3/88 3.4

Placebo 1/58 1.7

OTSUKA ABILIFY 1/22 4.5

Placebo 0/12 0

OTSUKA ABILIFY 0/9 0

Placebo 0/1 0

OTSUKA ABILIFY 0/11 0

Placebo 0/4 0

12 OTSUKA ABILIFY
(+2.4 mg/dL(n=81))

(+0.1 mg/dL(n=15))

OTSUKA ABILIFY /
(LDLs) / (HDLs)

12 24

7
( 17 ( )21~25 ) (

8 ( )42 ) ( 8 (
)39~45 ( ) 24

) ( 9 ( ) 40~42 )

7: 

n/N %
OTSUKA ABILIFY 34/1357 2.5

Placebo 27/973 2.8
OTSUKA ABILIFY 40/539 7.4

Placebo 30/431 7.0
OTSUKA ABILIFY 2/332 0.6

Placebo 2/268 0.7
OTSUKA ABILIFY 121/1066 11.4

Placebo 99/794 12.5

12 24 ( )
12 ( / )

1/71(1.4%) vs.3/74(4.1%) 8/62(12.9%) vs.5/37(13.5%)
0/34(0%) vs.1/25(4.0%) 24 ( / ) 1/42 (2.4%) 

vs.3/37(8.1%) 5/34(14.7%) vs.5/20(25%)
0/22(0%) vs.1/18(5.6%)

8 (
( / )

( ) 42 )

8: 

n/N %
OTSUKA ABILIFY 3/139 2.2

Placebo 7/135 5.2
OTSUKA ABILIFY 14/145 9.7

Placebo 6/147 4.1
OTSUKA ABILIFY 0/54 0

Placebo 0/73 0
OTSUKA ABILIFY 17/318 5.3

Placebo 10/286 3.5

9 (13~17 ) (10~17 )
( ( ) 42~43

) ( ) 42~44

9:

n/N %
OTSUKA ABILIFY 3/220 1.4

Placebo 0/116 0
OTSUKA ABILIFY 7/187 3.7

Placebo 4/85 4.7
OTSUKA ABILIFY 27/236 11.4

Placebo 22/109 20.2

12 24
( )

12 ( / ) 0/57(0%) vs. 0/15(0%) 2/72(2.8%) vs. 
1/14(7.1%) 24 ( / ) 0/36 (0%) vs. 0/12(0%)

1/47(2.1%) vs. 1/10(10%)
10 (6~17 ) /

( ( )56 ) ( (
)55~56 )

10: 

n/N %
OTSUKA ABILIFY 1/95 1.1

Placebo 0/34 0
OTSUKA ABILIFY  0/75 0

Placebo 0/30 0
OTSUKA ABILIFY 9/107 8.4

Placebo 5/49 10.2

11 (6~18 ) /
( ( )57 ) ( ( )57 )

11: 

n/N %
OTSUKA ABILIFY 1/85 1.2

Placebo 0/46 0
OTSUKA ABILIFY 5/94 5.3

Placebo 2/55 3.6
OTSUKA ABILIFY 4/108 3.7

Placebo 2/67 3.0

13
( ) 21~25 OTSUKA ABILIFY +0.3 (N=1673)
-0.1 (N=1100) 24 OTSUKA ABILIFY -1.5

(N=73) -0.2  (N=46)
OTSUKA ABILIFY 8

OTSUKA ABILIFY 6 OTSUKA ABILIFY
+1.7 (N=347) +0.4 (N=330)

12 OTSUKA ABILIFY

12: 

N n(%)

a OTSUKA ABILIFY 852 69 (8.1)
Placebo 379 12 (3.2)

b OTSUKA ABILIFY 719 16 (2.2)
Placebo 598 16 (2.7)

c OTSUKA ABILIFY 347 18 (5.2)
Placebo 330 2 (0.6)

 a 4~6 . b 3 . c 6

2 (13~17 )
(10~17 ) ( )42~43 OTSUKA ABILIFY

+1.6 (N=381) +0.3 (N=187) 24
OTSUKA ABILIFY +5.8 (N=62) +1.4 (N=13)

(6~17 ) (
)56 OTSUKA ABILIFY +1.6 (N=209) +0.4

(N=98)
(6~18 ) ( )57

OTSUKA ABILIFY +1.5 (n=105) +0.4
13 OTSUKA ABILIFY

13:  7%

N n(%)

a OTSUKA ABILIFY 381 20 (5.2)
Placebo 187 3 (1.6)

b OTSUKA ABILIFY 209 55 (26.3)
Placebo 98 7 (7.1)

c OTSUKA ABILIFY 105 21 (20.0)
Placebo 66 5 (7.6)

 a 4~6 . b 8 . c 8~10 .

(13~17 )
(10~17 ) 73.2% (238/325) 26 OTSUKA ABILIFY 26

32.8%
Z Z <0.5 (SD) 26

Z 0.09 (SD)
(6~17 )

60.3%(199/330) OTSUKA ABILIFY 9
Z 0.26 (SD)

5.7 
aripiprazole

aripiprazole

5.8 
OTSUKA ABILIFY 1

OTSUKA ABILIFY
(n=2467) (OTSUKA ABILIFY

) (1% 0.3%) (0.5% 0.3%) (0.5% 0.4%)
OTSUKA ABILIFY 6 18 (n=732)

(0.5% 0%) (0.4 % 0%) (0.2 % 0%)
OTSUKA ABILIFY (

(OTSUKA ABILIFY ) OTSUKA ABILIFY
(4% 2%) OTSUKA ABILIFY 6 18 (0.4%

1%)
OTSUKA ABILIFY (

) (
) [ (7.1)]

5.9 
/ ( OTSUKA ABILIFY)

(WBC) /
(ANC)

(WBC) /ANC
(CBC)

(WBC) OTSUKA ABILIFY  

( 1000/mm3)
OTSUKA ABILIFY WBC

5.10 /
/

OTSUKA ABILIFY 0.1% (3/2467) 6 18 0.1% (1/732)
OTSUKA ABILIFY

65

5.11 
OTSUKA ABILIFY

( ) (OTSUKA ABILIFY
) OTSUKA ABILIFY (n=2467)

(11% 6%) 6 17 (n=611) (24% 6%)
( ) OTSUKA ABILIFY
0.3% (8/2467) (6 18 ) 3% (20/732)

( ) OTSUKA ABILIFY

5.12 
OTSUKA ABILIFY

(
)  [ (6.3)]

5.13 

OTSUKA ABILIFY
[ 6.1 6.2)]

5.14 
( OTSUKA ABILIFY)

OTSUKA ABILIFY [
(5.1) (6.2)]

[ (5.1)]
 [ (5.2)]

[ (5.3)] 
(NMS) [ (5.4)] 

 [ (5.5)]
[ (5.6)] 

[ (5.7)] 
 [ (5.8)] 

 [ (5.9)] 
/  [ (5.10 )] 

 [ (5.11 )] 
 [ (5.12 )] 

 [ (5.13)] 
 [ (5.14)] 

OTSUKA ABILIFY 13543
OTSUKA 

ABILIFY 7619 - [patient-year] 3390 OTSUKA ABILIFY

180 1933 OTSUKA ABILIFY
OTSUKA ABILIFY 1686

(6 18 ) OTSUKA 
ABILIFY 1342 - 959 OTSUKA ABILIFY 180

556 OTSUKA ABILIFY
OTSUKA ABILIFY ( )

( )

6.1 

5 (4 4 1 6 ) OTSUKA ABILIFY
2~30

OTSUKA ABILIFY ( 5%[ ]
OTSUKA ABILIFY ) (akathisia)( 

OTSUKA ABILIFY 8% 4%)

3 OTSUKA ABILIFY 15 30

OTSUKA ABILIFY ( 5%[ ]
OTSUKA ABILIFY ) 14

14 OTSUKA ABILIFY

OTSUKA ABILIFY
(917 ) (753 ) 

13 4
8 3
6 3
5 2
6 3

15 ( 6 3 )
( ) OTSUKA ABILIFY( )

2%( ) OTSUKA ABILIFY

15 OTSUKA ABILIFY

a

OTSUKA ABILIFY
(1843 ) (1166 )

3 1

15 11
11 7
11 6
9 7
5 4
4 3
3 2
3 2

6 4
3 2

4 3
4 2
2 1
2 1

27 23
10 7
10 4
7 4
5 3
5 3
5 3

19 17
18 13
17 13
5 3

  3 2
3 2

a 2% OTSUKA ABILIFY

OTSUKA ABILIFY 15
30 valproate

valproate OTSUKA 
ABILIFY 12% placebo

6%
OTSUKA ABILIFY

( 5% 1%) ( 2% 1%)

OTSUKA ABILIFY valproate
( 5%[ ] OTSUKA ABILIFY

)

16 ( 6 ) (
) OTSUKA ABILIFY valproate ( 15 30 )

2%( ) OTSUKA ABILIFY
valproate valproate

16

a

OTSUKA ABILIFY
+ Li or Val* + Li or Val*

(253 ) (130 )

8 5
4 0
4 2
2 1

3 2

2 1

19 5
9 6
5 1
4 1
4 2

8 4
4 1
2 1

a 2% OTSUKA ABILIFY

 * valproate

(13 17 )
6 OTSUKA ABILIFY 2 30

(13 17 ) OTSUKA ABILIFY
5% 2%

OTSUKA ABILIFY ( 5%[ ]
OTSUKA ABILIFY )

(10 17 )
4 OTSUKA ABILIFY 10 30

(10 17 ) OTSUKA ABILIFY
7% 2%

OTSUKA ABILIFY (10 17 )
( 5% [ ] OTSUKA ABILIFY

) 17

17 OTSUKA ABILIFY
(10 17 )

OTSUKA ABILIFY
(n=197) (n=97)

23 3
20 3
11 4
11 4
10 2
8 0
6 0
5 1

(6 17 )
8 OTSUKA ABILIFY 2 15

(6 17 ) OTSUKA ABILIFY
10% 8%

OTSUKA ABILIFY (6 17 )
( 5% [ ] OTSUKA ABILIFY )
18

18 OTSUKA ABILIFY
(6 17 )

OTSUKA ABILIFY
(n=212) (n=101)

21 4
17 2
14 7
10 4
10 0
9 1
9 0
7 2
6 1
6 0
5 0

(6 18 )
8 10 OTSUKA ABILIFY

2 20

(6~18 ) OTSUKA ABILIFY
7% 1%

OTSUKA ABILIFY ( 5% 
[ ] OTSUKA ABILIFY ) 19

19 OTSUKA ABILIFY
(6 18 )

OTSUKA ABILIFY
(n=121) (n=72)

13 6
13 1
11 4
10 3
9 0
8 0
7 1

(6 18 )

20 ( 6 4
8 10 ) (

) OTSUKA ABILIFY ( / )
2% ( ) OTSUKA ABILIFY

20 OTSUKA ABILIFY
(6 18 )

a

OTSUKA ABILIFY
(n=732) (n=370)

3 0

2 1
8 7
8 4
4 3
4 1
3 2
2 2

10 2
4 1
2 1
2 1

6 3

3 1

7 3 
5 4

2 1
2 1

16 4
12 10
9 2
9 1
6 1
6 4
3 0
3 0
3 2

2 1

  2 1

2 1
a OTSUKA ABILIFY 2%

OTSUKA ABILIFY
2 20 OTSUKA ABILIFY

OTSUKA ABILIFY 6%
2%

OTSUKA ABILIFY (
5% [ ] OTSUKA ABILIFY )

21 ( 6 ) (
) OTSUKA ABILIFY ( / ) 2%( )

OTSUKA ABILIFY

21

a

OTSUKA ABILIFY+ADT* +ADT*
(n=371) (n=366)

6 1

5 2

8 4
3 1

6 4

3 2

3 2

4 3
3 1

25 4
6 4
5 4
4 2
4 2
3 1
2 0

12 2
8 2

a OTSUKA ABILIFY 2%

* 

(2 / 5 / 10 / 15
/ 20 / 30 / ) OTSUKA ABILIFY

[ ]
30 ( 7.1% 10 8.5% 15 8.7%
20 7.5% 30 12.6%)

(13 17 )
( 5.0% 10 13.0% 30

21.6%) ( 6.0% 10 11.0% 30 21.6%)
( 2.0% 10 2.0% 30 11.8%)

(10 17 ) 4
( 3.1% 10 12.2% 30

27.3%) ( 3.1% 10 19.4% 30 26.3%)
( 2.1% 10 8.2% 30 11.1%)

( 0% 10 3.1% 30 8.1%)

(6 17 )
( 0% 5 3.8% 10 22.0% 15 18.5%)

(7~17 )

(EPS)
( ) OTSUKA ABILIFY 13% 12%

OTSUKA ABILIFY 8% 4%
(13 17 ) EPS (
) OTSUKA ABILIFY 25% 7%

OTSUKA ABILIFY 9% 6%
Simpson Angus Rating Scales( EPS) Barnes Akathisia Scale (

) Assessments of Involuntary Movement Scales ( )
Barnes Akathisia Scale (OTSUKA ABILIFY

0.08 -0.05) OTSUKA ABILIFY
(13 17 ) Simpson Angus Rating Scale

(OTSUKA ABILIFY 0.24 -0.29)
OTSUKA ABILIFY

(26 )
Simpson Angus Rating Scale (for EPS) Barnes Akathisia Scale (for Akathisia) Assessments of 
Involuntary Movement Scales (for Dyskinesias) OTSUKA 
ABILIFY

EPS (
) OTSUKA ABILIFY 16% 8%

OTSUKA ABILIFY 13% 4%
OTSUKA ABILIFY valproate 6

EPS ( ) OTSUKA ABILIFY 15%
8% OTSUKA ABILIFY 19%

5% (10 17 )
EPS ( ) OTSUKA ABILIFY

26% 5% OTSUKA ABILIFY 10%
2%

OTSUKA ABILIFY Simpson Angus Rating Scale
Barnes Akathisia Scale OTSUKA ABILIFY (
OTSUKA ABILIFY 0.50 -0.01 OTSUKA ABILIFY 0.21

-0.05) Assessments of Involuntary Movement Scales OTSUKA ABILIFY
OTSUKA ABILIFY valproate

Simpson Angus Rating Scale Barnes Akathisia Scale
OTSUKA ABILIFY ( OTSUKA ABILIFY

0.73 0.07 OTSUKA ABILIFY 0.30 0.11) Assessments 
of Involuntary Movement Scales OTSUKA ABILIFY

(10 17 ) Simpson Angus Rating 
Scale OTSUKA ABILIFY (OTSUKA ABILIFY 0.90

-0.05) Barnes Akathisia Scale Assessments of Involuntary Movement Scales
OTSUKA ABILIFY

EPS ( )
OTSUKA ABILIFY 8% 5%

OTSUKA ABILIFY 25% 4%
Simpson Angus Rating Scale Barnes Akathisia Scale

OTSUKA ABILIFY ( OTSUKA ABILIFY
0.31 0.03 OTSUKA ABILIFY 0.22 0.02) Assessments 

of Involuntary Movement Scales OTSUKA ABILIFY

(6 17 ) EPS (
) OTSUKA ABILIFY 18% 2%
OTSUKA ABILIFY 3% 9%

(6 17 ) Simpson Angus Rating Scale 
OTSUKA ABILIFY ( OTSUKA ABILIFY 0.1

-0.4) Barnes Akathisia Scale  Assessments of Involuntary Movement Scales
OTSUKA ABILIFY

(6~18 ) EPS (

大塚�_安立復錠�-�(�I�T�0�1�1�0�)�-�F�R�O�N�T

770 mm
520 m

m



) OTSUKA ABILIFY 7% 6%
OTSUKA ABILIFY 4% 6%

(6 18 ) Simpson Angus Rating Scale Barnes Akathisia 
Scale  Assessments of Involuntary Movement Scales OTSUKA ABILIFY

( )

26 OTSUKA ABILIFY
[OTSUKA ABILIFY 8% (12/153)

2% (3/153)]
(8/12 4/12 )

(9/12 49 ) (7/12 10 )
OTSUKA ABILIFY (<1%) (52 ) OTSUKA 

ABILIFY 5% (40/859)
valproate

OTSUKA ABILIFY
1) 2)

3) 4)
5)

(frequent) 1 /100
(infrequent) 1 /100 1 /1000

(rare) 1 /1000

 – 

 – 

 –  – 

 –  – 

 – 

 –  –  – 

 – 

 – 

 –  – 

 –  – 酶
酶  – 

QT

 –  –  – 

 –  – 

 – 
 – <1/10,000

-

 –  – 

 – 

 –  – 

 – 

 –  – 

 – 

 – 
1686 6 18

 – 

 – 

 – 

 – 

 – 

 – 

6.2 
OTSUKA ABILIFY

(
/ )

7.1 OTSUKA ABILIFY

22 OTSUKA ABILIFY

CYP3A4  (  
itraconazole, clarithromycin) 

CYP2D6
(

OTSUKA ABILIFY
C Y P 3 A 4

CYP2D6
aripiprazole [

 (12.3)]  

OTSUKA ABILIFY
CYP3A4 CYP2D6

OTSUKA ABILIFY  
[ (2.6)] 

CYP3A4  (
carbamazepine, rifampin)

OTSUKA ABILIFY
carbamazepine

aripiprazole [
 (12.3)] 

OTSUKA ABILIFY
CYP3A4

OTUSKA ABILIFY
[ (2.6)] 

aripiprazole

[
(5.8)]   

Benzodiazepines (
lorazepam)

ar ipiprazole
lorazepam

aripiprazole

lorazepam
[

(5.8)] 

7.2 OTSUKA ABILIFY
aripiprazole famotidine valproate  lithium lorazepam

OTSUKA ABILIFY
OTSUKA  ABILIFY CYP2D6(

CYP2C9( warfarin) CYP2C19( omeprazole warfarin
escitalopram) CYP3A4( OTSUKA ABILIFY

valproate lithium lamotrigine lorazepam sertraline [  
(12.3)]

8.1 
C

( OTSUKA ABILIFY) /
OTSUKA ABILIFY

Aripiprazole
/ aripiprazole MRHD 

( )
aripiprazole

MRHD ( )
OTSUKA ABILIFY

/
( OTSUKA ABILIFY) /

/

aripiprazole

aripiprazole 3 10 30
( mg/m2 MRHD 1 3 10 ) 30

30 ( )
( 10 )

( 10 30 )
30 ( )

10 30 30
(

) 30

aripiprazole(3 9 27 / / )

aripiprazole 10 30 100 (
AUC MRHD 2 3 11 mg/m2 MRHD 6 19 65 )

100
( 30 ) ( )(

30 )
aripiprazole(3 10 30 / / )

( )
10 /

AUC MRHD 5 mg/m2

MRHD 6
( 17 21 )

aripiprazole 3 10 30 ( mg/m2 MRHD 1 3 10
) 30 30

( )
6 20 aripiprazole(3 8 20 / / )

8 20 / / 20 / /

8.2 
OTSUKA ABILIFY

8.3 
OTSUKA ABILIFY OTSUKA ABILIFY

8.4 

Aripiprazole dehydro-aripiprazole (10~17 ) [
 (12.3)]

202 13 17
6 [ (2.1) (6.1)
(14.1)]

aripiprazole

197 10 17
4 [ (2.2) (6.1)
(14.2)]

aripiprazole

OTSUKA ABILIFY valproate

aripiprazole aripiprazole valproate

212 6 17
8 [ (1) (2.4)

(6.1) (14.4)] (6~17 )
(aripiprazole 2~15 / )

OTSUKA ABILIFY 12 ( ABC-I >25% CGI-I
) 85 16

OTSUKA ABILIFY OTSUKA 
ABILIFY

Aripiprazole 8 ( 7~17 ) 10 (
6~18 ) ( 194 ) [ (2.5) (6.1) (14.5)]

 (21 ) (80 ) aripiprazole 10 20
40 (CNS)

40 (splayed hind 
limbs) ( hunched posture ) (CNS)

(dose-dependent manner)
(motor activity) ( ) (

) ( ) (
)

(No observed adverse effect level, NOAEL)
(10 / / ) aripiprazole (15 / )

(AUC0-24) (safety margin) 2

2 6 aripiprazole(3 10 30 / / )
aripiprazole

(CNS) 18%
(No observed adverse effect level, NOAEL) (3

/ / ) aripiprazole (15 / )
(AUC0-24) (safety margin) 2

8.5 
[ (5.1) (12.3)]

13,543 OTSUKA ABILIFY 1073
799 OTSUKA ABILIFY

65 ( )

OTSUKA ABILIFY [
(5.1)]

8.6 CYP2D6 (Poor Metabolizers)
CYP2D6 aripiprazole

8% 3-8% CYP2D6
[ (2.6) (12.3)]

8.7 
( Child-Pugh score 5~15) (

GFR 15~90 mL/minute) OTSUKA ABILIFY [
(12.3)]

8.8 
OTSUKA ABILIFY [ (12.3)]

9.1 
OTSUKA ABILIFY(aripiprazole)

9.2 
OTSUKA ABILIFY

OTSUKA ABILIFY ( )

MedDRA 

10.1 
OTSUKA ABILIFY

OTSUKA ABILIFY OTSUKA 
ABILIFY OTSUKA ABILIFY1260 (
42 ) 12 OTSUKA ABILIFY

195
OTSUKA ABILIFY( )

( 5% )
OTSUKA ABILIFY( )

酶
酶

QT

10.2 
OTSUKA ABILIFY

QT

OTSUKA ABILIFY aripipra-
zole OTSUKA ABILIFY 15 50 aripip-
razole AUC C 50%

OTSUKA ABILIFY
aripiprazole aripiprazole

OTSUKA ABILIFY(aripiprazole)
Aripiprazole

C23H27Cl2N3O2 448.39

CI CI

N N-CH2CH2CH2CH2O ON
H

2 5 10 15 20 30
(

) 2

12.1 
Aripiprazole

aripiprazole D2 5-HT1A

5-HT2A D2 5-HT1A 5-HT2A

aripiprazole aripiprazole 1
aripiprazole

12.2 
Aripiprazole D2 D3 5-HT1A 5-HT2A aripiprazole (Ki

0.34 0.8 1.7 3.4 nM) D4 5-HT2c 5-HT7 1-
H1 (Ki 44 15 39 57

61 98 nM) Aripiprazole (IC50 1000nM)
[Aripiprazole D2 5-HT1A

5-HT2A ]

12.3 
OTSUKA ABILIFY aripiprazole aripiprazole

dehydro-aripiprazole Dehydro-aripiprazole D2

40% Aripiprazole dehydro-aripiprazole
75 94 14

aripiprazole aripiprazole
Aripiprazole P450 酶

(CYP2D6 CYP3A4) CYP2D6 aripiprazole
146

OTSUKA ABILIFY DISCMELT OTSUKA ABILIFY

aripiprazole 3-5
87% OTSUKA ABILIFY

15 aripiprazole aripiprazole dehydro-aripiprazole
C AUC aripiprazole dehydro-aripiprazole T

3 12

aripiprazole (404 4.9 / )
aripiprazole

99% 0.5-30
aripiprazole 14 D2

aripiprazole

Aripiprazole N-
CYP3A4 CYP2D6 aripiprazole

CYP3A4 N- ar ip iprazole (
dehydro-aripiprazole) dehydro-aripiprazole aripiprazole

AUC 40%
-14 aripiprazole 25%

55% aripiprazole 1%
18%

aripiprazole dehydro-aripiprazole 1 2
CYP2D6 CYP2D6 CYP3A4

C AUC 4.5
CYP2D6 (poor metabolizers) CYP3A4

C  AUC 3

1 : aripiprazole

 

Change Relative to Reference (without interacting drug)

0.5 1.0 1.5 2.0 2.5 3.0

CYP3A4 Inhibitor: 
ketoconazole

AUC
Cmax

AUC
Cmax

AUC
Cmax

AUC
Cmax

AUC
Cmax

AUC
Cmax
AUC

Cmax

Other: 
valproate

Gastric Acid Blockers: 
famotidine

CYP2D6 Inhibitor: 
quinidine

CYP3A4 Inducer: 
carbamazepine

Effect of Other Drugs on Abilify
PK Aripiprazole Fold Change and 90% CI

lithium

lorazepam

2 : dehydro-aripiprazole

 

Change Relative to Reference (without interacting drug)

0.5 1.0 1.5 2.0 2.5 3.0

CYP3A4 Inhibitor: 
ketoconazole

AUC
Cmax

AUC
Cmax

AUC
Cmax

AUC
Cmax

AUC
Cmax

AUC
Cmax
AUC

Cmax

Other: 
valproate

Gastric Acid Blockers: 
famotidine

CYP2D6 Inhibitor: 
quinidine

CYP3A4 Inducer: 
carbamazepine

Effect of Other Drugs on Abilify
PK Dehydro-Aripiprazole Fold Change and 90% CI

lithium

lorazepam

OTSUKA ABILIFY 3
40 / )

(37.5 50 / ) sertraline(100 150 / )
aripiprazole

18% 36% 27% sertraline desmethylsertraline

3 : OTSUKA ABILIFY

 

Change Relative to Reference (without interacting drug)

0.5 1.0 1.5 2.0 2.5 3.0

AUC
Cmax

AUC
Cmax

AUC
Cmax

AUC
Cmax

AUC
Cmax

INR
AUC

Cmax

DM/DRP

AUC
Cmax

AUC
Cmax

AUC
Cmax

AUC
Cmax

Effect of Abilify on Other Drugs

PK Fold Change and 90% CI

Other 
valproate

lithium

UGT1A4
lamotrigine

CYP2D6 
dextropmethorphan
CYP2C9, 2C19
warfarin

omeprazole 

S-warfarin 

R-warfarin 

lorazepam

venlafaxine

O-desmethylvenlafaxine

escitalopram

venlafaxine

Aripiprazole dehydro-aripiprazole 4 5
(10 17 ) OTSUKA ABILIFY (20 30 ) aripiprazole

4 : aripiprazole

 

Change Relative to Reference 

0.5 1.0 1.5 2.0 2.5 3.0

Gender
female vs. male AUC

Cmax

AUC
Cmax

AUC
Cmax
AUC

Cmax
AUC

Cmax

AUC
Cmax

AUC
Cmax

Renal Impairment: 
Severe

Age
18-64 vs. >65 years old

Hepatic Impairment: 
mild vs. normal

Special Populations
PK Aripiprazole Fold Change and 90% CI

moderate vs. normal

severe vs. normal

CYP2D6 
poor vs. extensive metabolizer  

5 : dehydro-aripiprazole

 

Change Relative to Reference 

0.5 1.0 1.5 2.0 2.5 3.0

Gender
female vs. male AUC

Cmax

AUC
Cmax

AUC
Cmax
AUC

Cmax
AUC

Cmax

AUC
Cmax

AUC
Cmax

Renal Impairment: 
Severe

Age
18-64 vs. >65 years old

Hepatic Impairment: 
mild vs. normal

PK Dehydro-Aripiprazole Fold Change and 90% CI

moderate vs. normal

severe vs. normal

CYP2D6 
poor vs. extensive metabolizer 

13.1 

ICR Sprague-Dawley(SD) F344
aripiprazole ICR 1 3 10 30 F344

1 3 10 SD 10 20 40 60 ( mg/m2

[MRHD] 0.2~5 0.3~3 3~19 ) Aripiprazole
aripiprazole 3~30 ( AUC 0.1~0.9

MRHD mg/m2 0.5~5 MRHD)
aripiprazole 10 AUC 0.1

MRHD mg/m2 3 MRHD aripiprazole
60 AUC 14 MRHD mg/m2 19 MRHD

/

aripiprazole
13

4 13

aripiprazole DNA
(CHL cells)

(CHL cells )
aripiprazole (2,3-DCPP)

2,3-DCPP (CHL cells )

aripiprazole 2 6 20 ( mg/m2 0.6 2 6
MRHD)

6 20
20

aripiprazole 20 40 60 ( mg/m2 6 13
19 MRHD) 9 60

40 60

13.2 ( )
26 2

aripiprazole 60 40~60 aripiprazole
40 60 mg/m2 13 19 (MRHD)

AUC 7 14 MRHD

OTSUKA ABILIFY(aripiprazole)
(13~17

) (14.1)

(10~17 ) (14.2)
(14.2)

(14.3)
(6~17 ) (14.4)

(6~18 ) (14.5)

14.1 

( DSM-III/IV ) (4 6 )
OTSUKA ABILIFY

OTSUKA ABILIFY ( )
( risperidone

haloperidol) OTSUKA ABILIFY

OTSUKA ABILIFY(aripiprazole)
(PANSS)

PANSS 30 (7 ) (7
) (16 ) 1 ( ) 7 ( ) PANSS

30 210 (CGI)

( 414 ) aripiprazole(15 30 / )
aripiprazole PANSS ( 23 1)

PANSS
aripiprazole 15

( 404 ) aripiprazole (20 30 / )
aripiprazole PANSS ( 23 2)

PANSS

( 420 ) aripiprazole(10 15 20 / )
aripiprazole PANSS ( 23 3)

PANSS
OTSUKA ABILIFY(2 5 10 / ) 6

( 367 ) 10 OTSUKA ABILIFY PANSS ( 23 4) (
) 2 5

aripiprazole 10 15 20
30

310 DSM-IV

OTSUKA ABILIFY 15 / 26
CGI- 5( )

(PANSS) 5( )
PANSS 20% OTSUKA ABILIFY 15 / 26

( 6)

DSM-IV PANSS 6
OTSUKA ABILIFY(aripiprazole) (13 17 )

OTSUKA ABILIFY(10 / 30 / )
(n=302) OTSUKA ABILIFY 2 5
10 11 30 PANSS

( 23 6)( ) OTSUKA ABILIFY
30 10

aripiprazole

 23: 

: PANSS

 (SD) (LS) (SE)
Placebo-subtracted 

Differencea (95% CI)

Study 1 OTSUKA ABILIFY 
(15 / )* 98.5 (17.2) -15.5 (2.40) -12.6 (-18.9, -6.2)

OTSUKA ABILIFY 
(30 / )* 99.0 (19.2) -11.4 (2.39) -8.5 (-14.8, -2.1)

100.2 (16.5) -2.9 (2.36) --

Study 2 OTSUKA ABILIFY 
(20 / )* 92.6 (19.5) -14.5 (2.23) -9.6 (-15.4, -3.8)

OTSUKA ABILIFY 
(30 / )* 94.2 (18.5) -13.9 (2.24) -9.0 (-14.8, -3.1)

94.3 (18.5) -5.0 (2.17) --

Study 3 OTSUKA ABILIFY 
(10 / )* 92.7 (19.5) -15.0 (2.38) -12.7 (-19.00, -6.41)

OTSUKA ABILIFY 
(15 / )* 93.2 (21.6) -11.7 (2.38) -9.4 (-15.71, -3.08)

OTSUKA ABILIFY 
(20 / )* 92.5 (20.9) -14.4 (2.45) -12.1 (-18.53, -5.68)

92.3 (21.8) -2.3 (2.35) --

Study 4 OTSUKA ABILIFY 
(2 / ) 90.7 (14.5) -8.2 (1.90) -2.9 (-8.29, 2.47)

OTSUKA ABILIFY 
(5 / ) 92.0 (12.6) -10.6 (1.93) -5.2 (-10.7, 0.19)

OTSUKA ABILIFY 
(10 / )* 90.0 (11.9) -11.3 (1.88) -5.9 (-11.3, -0.58)

90.8 (13.3) -5.3 (1.97) --

Study 6

(
13-17 )

OTSUKA ABILIFY 
(10 / )* 93.6 (15.7) -26.7 (1.91) -5.5 (-10.7, -0.21)

OTSUKA ABILIFY 
(30 / )* 94.0 (16.1) -28.6 (1.92) -7.4 (-12.7, -2.13)

94.6 (15.6) -21.2 (1.93) --

interval.
aDifference (drug minus placebo) in least-squares mean change from baseline.
*

6: Kaplan-Meier ( 5)

ABILIFY
PLACEBO

ABILIFY

PLACEBO

Number of Subjects at Risk

0 14 28 42 56 70 84 98 112 126 140 154 168 182

148 138 111 104 96 92 88 84 78 76 75 73 71 22

149 139 105 89 76 66 59 53 50 49 46 46 45 12

1.0

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

14.2 

( DSM-IV )
 OTSUKA ABILIFY 

Young Mania Rating Scale (Y-MRS) 11
0 ( ) 60 ( )

- (Clinical Global Impression–Bipolar (CGI-BP)) 
   

( 268 248 480 485 ) OTSUKA ABILIFY
15 30 ( 30 15

) OTSUKA ABILIFY Y-MRS ( 24 1~4)
- (CGI-BP)
15 48% 44% 30

86% 85%

OTSUKA ABILIFY valproate
(n=384) DSM-IV

(0.6~1.0 mEq/L) valproate(50~125 g/
mL) valproate

(Y-MRS Y-MRS
OTSUKA ABILIFY (15 / 7 30 / )

valproate 15 / OTSUKA 
ABILIFY valproate( 0.6~1.0 mEq/L 50~125 g/mL)

Y-MRS ( 24 5) CGI-BP ( )
valproate 71% valproate

62% 15 OTSUKA ABILIFY

DSM-IV
Y-MRS (n=296) OTSUKA 

ABILIFY (10 17 )
OTSUKA ABILIFY(10 / 30 / ) OTSUKA 

ABILIFY 2 / 2 5 / 5
10 / 13 30 / 4 Y-MRS

OTSUKA ABILIFY ( 24 6)

 24: 

: Y-MRS

 (SD) (LS) (SE)
Placebo-subtracted 

Differencea (95% CI)

Study 1 OTSUKA ABILIFY 
(30/15 / )* 29.0 (5.9) -12.52 (1.05) -5.33 (-7.9, -2.76)

28.5 (4.6) -7.19 (1.07) --

Study 2 OTSUKA ABILIFY 
(30/15 / )* 27.8 (5.7) -8.15 (1.23) -4.80 (-7.80, -1.80)

29.1 (6.9) -3.35 (1.22) --

Study 3 OTSUKA ABILIFY 
(15-30 / )* 28.5 (5.6) -12.64 (0.84) -3.63 (-5.75, -1.51)

28.9 (5.9) 9.01 (0.81) --

Study 4 OTSUKA ABILIFY 
(15-30 / )* 28.0 (5.8) -11.98 (0.80) -2.28 (-4.44, -0.11)

28.3 (5.8) -9.70 (0.83) --

Study 5 OTSUKA ABILIFY 
(15 30 / )* 
+Lithium/Valproate

23.2 (5.7) -13.31 (0.50) -2.62 (-4.29, -0.95)

+ Lithium/
Valproate 23.0 (4.9) -10.70 (0.69) --

Study 6

(
10-17 )

OTSUKA ABILIFY 
(10 / )* 29.8 (6.5) -14.2 (0.89) -5.99 (-8.49, -3.50)

OTSUKA ABILIFY 
(30 / )* 29.5 (6.3) -16.5 (0.87) -8.26 (-10.7, -5.77)

30.7 (6.8) -8.2 (0.91) --

interval.
aDifference (drug minus placebo) in least-squares mean change from baseline.
*

DSM-IV
(open-label) OTSUKA ABILIFY

OTSUKA ABILIFY
15 30 ( 30 / )

161 OTSUKA ABILIFY

( ) OTSUKA ABILIFY
( 7) 55 (mood events) 19 OTSUKA 

ABILIFY 36 OTSUKA ABILIFY (6 )
(19 ) OTSUKA ABILIFY (9 ) (11 )

7: Kaplan-Meier ( 7)

ABILIFY
PLACEBO

ABILIFY

PLACEBO

Number of Subjects at Risk

0 14 28 42 56 70 84 98 112 126 140 154 168 182

77 75 61 58 50 47 46 43 42 41 40 40 40 36

83 74 62 56 53 52 48 45 41 39 35 30 30 25

1.0

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

DSM-IV
(open-label)

(0.6~1.0 mEq/L) valproate (50~125 g/mL)
valproate (Y-MRS Y-MRS

OTSUKA ABILIFY 15 / 4 30
/ 10 / (open-label) valproate

OTSUKA ABILIFY valproate 12
(Y-MRS MADRS 12) 337

OTSUKA ABILIFY valproate
52 OTSUKA ABILIFY

( ) ( 8)
Y-MRS >16 / MADRS

>16 Y-MRS >16 / MADRS >16
68 (mood events) 25 OTSUKA ABILIFY

43 OTSUKA ABILIFY 7 19
OTSUKA ABILIFY 14 18 8

OTSUKA ABILIFY 52
Kaplan-Meier curves

8: Kaplan-Meier ( 8)

ABILIFY
PLACEBO

ABILIFY

PLACEBO

Number of Subjects at Risk

0 28 56 84 112 140 168 196 224 252 280 308 336 364

168 157 146 137 133 129 125 124 120 112 110 109 106 72

169 159 151 146 139 127 117 111 104 100 98 93 91 68

1.0

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

14.3 

OTSUKA ABILIFY (6 )
DSM-IV

(1 3 ) 8
escitalopram sertraline)

17
Hamilton (HAMD17) 50% HAMD17 14

( ) 6
50%

Montgomery-Asberg (MADRS)
10 Sheehan

(SDS) 3
0 ( ) 10 ( )

(n=381 n=362) OTSUKA ABILIFY MADRS
( 25 1 2) OTSUKA ABILIFY SDS

OTSUKA ABILIFY 5
1 5

2 / 5 / 10 / 15 / CYP2D6
20 /

10.7 / 11.4 /

 MADRS

25: 

: MADRS

 
(SD) (LS) (SE)

Placebo-subtracted 
Differencea (95% CI)

Study 1 OTSUKA ABILIFY (5-20
/ )* + 25.2 (6.2) -8.49 (0.66) -2.84 (-4.53 , -1.15)

 + 27.0 (5.5) -5.65 (0.64) --

Study 2 OTSUKA ABILIFY (5-20
/ )* + 26.0 (6.0) -8.78 (0.63) -3.01 (-4.66 , -1.37)

 + 26.0 (6.5) -5.77 (0.67) --

interval.
aDifference (drug minus placebo) in least-squares mean change from baseline. 
*

14.4 

DSM-IV
8 OTSUKA ABILIFY

(6 17 ) 75% 13
Aberrant behavior Checklist (ABC) and Clinical Global 

Impression-Improvement (CGI-I) Scale Aberrant behavior 
Checklist (ABC) (ABC-I) ABC-I

 (n=98) (6 17 )
OTSUKA ABILIFY 2-15 / OTSUKA ABILIFY 2 /

15 / ABC-I CGI-I
OTSUKA ABILIFY 8.6 / (

26 1)
 (n=218) (6 17 )

OTSUKA ABILIFY (5 / 10 / 15 / ) OTSUKA 
ABILIFY 2 / 5 / 10 15

10 / 15 15 / ( 26 2)
OTSUKA ABILIFY ABC-I

26 ( )

: ABC-I

 
(SD) (LS) (SE)

Placebo-subtracted 
Differencea (95% CI)

Study 1 OTSUKA ABILIFY 
(2-15 / )* 29.6 (6.37) -12.9 (1.44) -7.9 (-11.7, -4.1)

30.2 (6.52) -5.0 (1.43) --

Study 2 OTSUKA ABILIFY 
(5 / )* 28.6 (7.56) -12.4 (1.36) -4.0 (-7.7, -0.4)

OTSUKA ABILIFY 
(10 / )* 28.2 (7.36) -13.2 (1.25) -4.8 (-8.4, -1.3)

OTSUKA ABILIFY 
(15 / )* 28.9 (6.41) -14.4 (1.31) -6.0 (-9.6, -2.3)

28.0 (6.89) -8.4 (1.39) --

interval.
aDifference (drug minus placebo) in least-squares mean change from baseline.   
*

14.5 

OTSUKA ABILIFY (7~17 ) 10 (6~18 )
DSM-IV Yale Global Tic Severity Scale (YGTSS)

Total Tics score (TTS) 20-22 YGTSS  (Tics)
1) YGTSS TTS 2) Clinical Global Impressions Scale for 

Tourette’s Syndrome (CGI-TS)
65% 13

YGTSS TTS TTS

0~5 10 TTS (
0-50)

8 7~17 (n=133) 1:1:1
OTSUKA ABILIFY OTSUKA ABILIFY OTSUKA 

ABILIFY OTSUKA ABILIFY 50
2 / 2 5 / 50

2 / 2 5 / 7 10 /
OTSUKA ABILIFY 50 2 / 2 5
/ 7 10 / 50 2 /

2 5 / 7 10 / 5 / 20
/ ( 21 ) OTSUKA ABILIFY( ) YGTSS TTS( 27 1)

CGI-TS YGTSS TTS 9

9: YGTSS TTS (least square means)( 1)
CHANGE IN YGTSS TOTAL TIC SCORE FROM BASELINE

Le
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Weeks of Treatment

ABILIFY LOW ABILIFY HIGH PLACEBO0

-5

-10

-15

-20

0 1 2 4 6 8

10 6~18 (n=61)
OTSUKA ABILIFY 2 / 20

/ OTSUKA ABILIFY YGTSS TTS ( 27
2) OTSUKA ABILIFY 6.54

27 ( )

: YGTSS TTS

 (SD) (LS) (SE)
Placebo-subtracted 

Differencea (95% CI)

Study 1 OTSUKA ABILIFY  
( )* 29.2 (5.63) -13.4 (1.59) -6.3 (-10.2, -2.3)

OTSUKA ABILIFY   
( )* 31.2 (6.40) -16.9 (1.61) -9.9 (-13.8, -5.9)

30.7 (5.95) -7.1 (1.55) --

Study 2 OTSUKA ABILIFY 
(2-20 / )* 28.3 (5.51) -15.0 (1.51) -5.3 (-9.8, -0.9)

29.5 (5.60) -9.6 (1.64) --

interval.
aDifference (drug minus placebo) in least-squares mean change from baseline.   
*

15.1 
OTSUKA ABILIFY (aripiprazole)    

OTSUKA ABILIFY   2 2~1000
OTSUKA ABILIFY   5 2~1000
OTSUKA ABILIFY 10 2~1000
OTSUKA ABILIFY 15 2~1000
OTSUKA ABILIFY 20 2~1000
OTSUKA ABILIFY 30 2~1000

15.2 

OTSUKA ABILIFY 2 30
OTSUKA ABILIFY 5 10 15 20 30 25 77
15 -30 59 -86

OTSUKA ABILIFY 2

Korea Otsuka Pharmaceutical Co., Ltd.
27, Jeyakgongdan 3-gil, Hyangnam-eup, Hwaseong-si, Gyeonggi-do 18622, Korea

OTSUKA ABILIFY 5 10 15 20 30

Otsuka Pharmaceutical Co., Ltd., Second Tokushima Factory
224-18, Hiraishi Ebisuno, Kawauchi-cho, Tokushima-shi, Tokushima, 771-0182, Japan
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