¢ )

871179
®
3mg
®
6 mg 2002 7
1
Abilify®
PTP
3.
3mg |1 3mg
6mg |1 6mg
1 19 10 mg
(mm) | (mm) | (mg)
3 mg @ — 6 2.5 95 0G72
6 mg GD <> ] 7 2.7 135 | OG71
1

1.8 WAI3GE ()
1




mg

«))

2
@)

M)
O]

®)

(4)

(®)
(6)

o))

)

®)

(4)

®)

€y

1 6 12mg

6)

1.8 IMI3GE (%)
2

1 6 24mg

(4)

30



(4) 4. @ 6)

®) 4)
1. (4) 4. @ 6)
(6)
)
®)

CYP3A4  CYP2D6
€))

1.8 WAI3GE ()
3



CYP2D6

CYP2D6
( )
CYP3A4
CYP3A4
( )
CYP3A4
CYP3A4
( )
743 452 60.8
27.1 14.8 11.7
10.5 9.6 9.2 6.3
6.2 CK CPK 13.7
10.9 ALT GPT 7.0
Syndrome malin 0.3
CK CPK

0.3

1.8 IR cE
4

(%)




CK CPK

04
5 15 1
ALT GPT |AST GOT LDH | AI-P LDH
v-GTP Al-P
BUN BUN
NAG

1.8 WI3CE (%)
5




5 1 5 1
CK CPK HDL-
HDL-
CK CPK
AIG AIG
S )
10 1 10 ¢
a a
a
(
)b
b
a a
a
ALT GPT AST
GOT v -GTP
CK CPK
a a
a)
1079 566 1
b)

c)

@)

1.8 WI3CE (%)
6




)

10.
@)
@)

@)

3mg 6mg
PTP PTP
PTP

10 mg/kg/

100

1.8 IR cE
7

( )
1080 mg
1260 mg
195 mg
3 mg/kg/
60 mg/kg/
4
€

3 mg/kg/

52



1.8 IAI3GE ()
8

25mg/kg/
50mg/kg/
15 mg/ 6 30 mg/
5.6
(4)
17
16 17
3 938 82.4 56 99
1.
20 6mg 6mg <1
61 1 1
40
z +
£ 30 n=20
!
20 [
10 -
O C’ T T T T T T T
0 24 48 72 96 120 144 168
1 6 mg
1
tma>< Cmax t1/2 AUClGBhr
(hr) (ng/mL) (hr) (ng hr/mL)
6mg <1 3.6%2.5 30.9645.39 61.03419.59 1692.94431.7
=+ n=20

39

5.4



15 3mg 3mg 1 1 14
14 4.5
65 2
2
1:max Cmax t1/2 AU C-l—
(hn) (ng/mL) (hn) (ng hr/mL)
) 3.7+13 12.004-7.96 159.0495.1
OPC-14857 18.448.6 | 0.63+0.63 8.24+8.2
1 42434 | 44.26429.28 | 64.59+15.39 | 678.0+413.0
OPC-14857 6.24+6.7 10.88+6.42 | 110.23+64.94 | 185.74+93.4
=+ n=15
)
87
1 30mg
15 mg 75
2 14 Crnax
34 6.0
1 1 3mg 8.86 L/kg
2mg 4.94 L/kg 99
P450(CYP)
CYP3A4 CYP2D6 CYP3A4 N-
OPC-14857 OPC-14857
14 OPC-14857  AUC 27 OPC-14857
OPC-14857

1.8 WAI3GE ()
9



( )
14C
CYP3A4
Cmax AUC 19 48
)
CYP3A4
Crmax AUC 37 63
CYP2D6 1
AUC 107
CYP3A4
400 mg 30 mg Crnax
21 Crnax AUC
21 Cmax AUC
10 mg
Crnax AUC 37% 13%
CYP2D6, CYP3A4
30 mg CYP2C19
(10 30mg)
15 mg 1 50¢g
41 51
( )
6 (
19
(65 )

1.8 IMI3GE (%)
10

27 60

18

100 mg

200 mg 15mg

66 mg 10 mg

AUC 68 73
(500 1500 mg/
26% 24
(1200 1800 mg/

19%

) 30 mg/

)
15%

30 mg/

40 mg

15 mg

30mg CYP2C9
20 mg

Cmax AUC

<30 mL/min)

(18 64 )



20

2
743
8
53 47.2% 25/53
2
8
111 46.8%(52/111)
8
119 31.9%(38/119)
24 3
252 32.5%(82/252)
4 6
PANSS
PANSS
15, 30 mg/ 20, 30 mg/ 4 2 -2.9(n=102)

1.8 IAI3GE ()
11



15 mg/ -15.5(n=99) 30 mg/ -11.4(n=100) -5.0(n=103)
20 mg/ -14.5(n=98) 30 mg/ -13.9(n=96)
10, 15, 20 mg/ 6 -2.3(n=107) 10 mg/
-15.0(n=103) 15 mg/ -11.7(n=103) 20 mg/ -14.4(n=97)
p 0.01
310
26 15 mg/ cal PANSS
50%
@
in vitro D, Ds
5-HT 1 5-HT,a%
D 5-HT,c? 5-HT;”
oy H,
M; M,
M;
@ D>
in vitro D,
2 in vitro in vivo
D
D,
1), 4), 5)
€) 5-HT1a
in vitro 5-HT1a
2) 5-
(€)) 5-HTa
5-HToa ©)
in vitro P11 Ca™*
3)
®)
()

1.8 IMI3CGE (%)
12



EDsq
4)
@) D,

in vitro D,
5)

D, 5-HT1a
5-HTza

aripiprazole (JAN INN)
7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl]butoxy]-3,4-dihydro-2(1H)-quinolinone

/ \ H
N NCHZCHZCHZCHZO\@/\NJ/O

Cl Cl
Cy3H57CI,N;0,
448.39
100
99.5

3mg 100 500 (P.T.P.) 500 1000
6mg 100 500 (P.T.P) 500 1000
1 100g 500g

1)Burris, K. D. et al. : J. Pharmacol. Exp. Ther., 302, 381-389, 2002
2)Jordan, S. et al. : Eur. J. Pharmacol., 441, 137-140, 2002

3)Burris, K. D. et al. : Neuropsychopharmacology, Planned submission
4)Kikuchi, T. et al. : J. Pharmacol. Exp. Ther., 274, 329-336 , 1995
5)Inoue, T. et al. : J. Pharmacol. Exp. Ther., 277, 137-143, 1996
6)Hirose, T. et al. : J. Psychopharmacol., 18, 375-383, 2004

1.8 IMI3CGE (%)
13



101-8535 2-2
050-316-12345
FAX 03-3257-6566

2-9

1.8 IAI3GE ()
14



1.8

1.8.1
1.8.1.1
1.8.1.2
10
i 2
45.8% 32.5%
90% 3.1 23.6% -10%
1.8-1
1.8-1
0,
P %) % %) b R
W B%
OPC 6 39 31 15 10 5 1 3 120 55 458 36.9
(%) (13.3) (32.5) (25.8) (12.5) (8.3) (4.2) (0.8) (2.5) 54.7 31 11
13.3
HAL 4 35 41 20 9 6 2 3 120 39 325 24.1 236 %6
(%) (3.3) (29.2) (34.2) (16.7) (7.5) (5.0) (1.7) (2.5) 40.9
OPC HAL a) + b) OPC-HAL
(031-95-002 )  8.4-1
BPRS
p=0.0189
1.8-2
1.8-2 BPRS
2)
-~ p 9
1 2 3 4 5 6 7 4 -3 -2 -1 0 1 2 3 4 b)
OPC 120 4 16 48 28 17 3
120 9 23 29 33 13 11 2 117 2 523315 4 0 0 0 3 0.0189
HAL 120 5 8 31 37 29 2
120 10 18 37 30 16 2 115 0 5103064 3 3 0 0 5
OPC HAL
a) 1 2 3 4 5 6 7
b) C) Wilcoxon 2
031-95-002 8.4-2

1.8 WAI3GE ()
15



BPRS total score  PANSS

p<0.0001
66.7%
85.8% p=0.0008 2 7
2742112 1 2.74.21.12-A
41.7% 63.3%
0=0.0012
0=0.0063
p=0.0001
31L.7% 30.5% 90% -8.7 11.0%
—10%
1.8-3
1.8-3
95
P (%) % b) %
90% 95%
OPC 7 31 33 21 17 8 2 1 120 38 31.7 233 40.0
%) (58) (258) (27.5) (175) (142) (67) (17) (08) L2 &7 110406 125
MOS 7 29 44 23 9 6 0 0 118 36 305 222 3838

%) (5.9) (24.6) (37.3) (19.5) (7.6) (5.1) (0.0) (0.0)

OPC MOS a) + b) OPC-MOS
031-95-003 8.4-1

BPRS total score PANSS
p=0.0020 p=0.0009

68.3% 83.1%
p=0.0101 2 7 2742112 1l
2.7.4.2.1.1.2-B
31.7% 62.7%
p<0.0001
p<0.0001
(p<0.0001)

1.8 IMI3GE (%)
16



38.0%
BPRS total score

24 24 52
80.0% 89.2% 86.6%

1.8 IMI3GE (%)
17

743

TRS-RG



1.8.2

18.21
1 6 12mg 1 6 24mg
1
30 mg

1.8.2.2
@

1 1 4mg 30mg
6 mg 20 mg 2 7 27341 I

2.7.3.4.1-9
1l 1 6mg
( ) 1 6 mg
1.8-4

1.8 IMI3CGE (%)
18
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I 1 16mg 1.8-5 2 7 27341 I

2.7.3.4.1 2 Il
1 12 mg 1.8-6 2 7 2.7.34.2 Il
2.7.3.4.2
1.8-5
1]
a)
/ %

4 mg 129 4 4 3.1

6 mg 121 8 1 9.5

8 mg 112 14 4 20.8

10 mg 94 6 2 25.9

12 mg 86 13 9 37.1

13 mg 64 1 0 38.1

14 mg 63 0 2 38.1

15mg 61 1 0 39.1

16 mg 60 7 7 46.2

18 mg 46 0 4 46.2

20 mg 42 10 15 59.0

24 mg 17 1 9 61.4

28 mg 7 0 1 61.4

30 mg 6 3 3 80.7

a)
1.8-6
i
/ i (%) i (%)
6 mg 120 23 7 19.2 120 18 20 15.0
9mg 90 3 5 21.9 - - - -
12 mg 82 23 17 43.8 82 13 15 28.5
15 mg 42 0 2 438 - - - -
18 mg 40 8 1 55.0 54 13 18 45.7
24 mg 21 4 17 63.6 23 3 20 52.8
a)
2
BPRS total score 30%

BPRS total score

1.8 WI3CE (%)
20



1.8-7 1 6 mg 14.5%
BPRS total score 11.9% 1 24mg
61.2% 58.5% 1 24 mg 20%
61.2% 11.9% 58.5% 1 6mg
1.8-7 BPRS total score
I i
BPRS total score  30%
mg/
4 369 4 11 364 6 1.6
6 361 49 14.5 354 37 11.9
8 284 14 18.7 286 17 17.2
9 266 3 19.6 266 4 18.4
10 258 6 215 256 4 19.7
12 250 49 36.9 250 48 35.1
13 160 1 37.3 159 1 355
14 159 0 37.3 158 1 35.9
15 157 1 37.7 154 1 36.3
16 154 7 40.5 151 8 39.7
18 140 21 49.4 137 16 46.8
20 86 10 55.3 89 1 53.3
24 61 8 61.2 63 7 58.5
28 7 0 61.2 6 0 58.5
30 6 3 80.6 5 0 58.5
36 3 0 58.5
1 6mg
1 12mg
2
I Il 1 6 24mg
1 6 24mg
i
1 6 mg
1.8-4 743
1 6mg
61 21.6% 68 24.1% 49 17.4%
i 2
6 mg 1
21 29%
1 6mg

1.8 WAI3GE ()
21

14.5%

282



1 6 24mg

2 7 2.74.1.1.38
2.74.21.18-A
1 6 24mg
3
1 24mg 30mg 21
2 7 2741138
2.742118-A
1 24 mg 30 mg
8 381
2 7 2.7.3.3.3 2.7.3.3.3.1-2
1 24 mg 30 mg
30 mg
1 30 mg 262
Il 3
30mg/
4
61 6 mg 2 7
271224 3mg 6 mg 031-99-001 2.7.1-20
1 1
1 1 1 2 1 2
1.8-8

1.8 IMI3CGE (%)
22



1.8-8

a) b)

% %

743 282 38.0 119 16.0

1 79 27 34.2 14 17.7

607 233 38.4 94 15.5

3 53 19 35.8 11 20.8

4 4 3 75.0 0.0

57 20 35.1 7 12.3

2 520 198 38.1 84 16.2

1 1 2 75 28 37.3 14 18.7

1 3 91 36 39.6 14 15.4

66 29 439 7 10.6

661 249 37.7 109 16.5

16 4 25.0 3 18.8
a)
b)

I

1 1
2
(5)

3 mg
2 7 2.7.1.2.1.3
031-01-001 031-03-001PK 2.7.1-11 2.7.1-12
15 mg
2 7 27.1.214
CN138-018 2.7.1-13

(6)

1.8 IAI3CGE ()
23

1%



1.8.3

9 25
607
1) 1)
3] @)
3) 3. ) (3) a;

B
G)]
1) 2|1
2 @)
(3) (3)
1.
1) 1)
) @) (o 4]
3) (3)
4) 4) ccsl 5

O]

5) 4. (€Y 6)

1.8 WAI3GE ()
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®) )
(6) ( 5. )
2.
€y 1)
2 2
3 3
@) @ ccsl 5
1. ) 4. Q)

6)

©) 4 )
1. 4

@ 6)
(6) (6)
(M (M
8 ()

1.8 WAI3GE ()
25




CYP3A4 CYP2D6
(€))
A
(o B
@
CYP2D6
CYP2D6
(
)
CYP3A4
CYP3A4
(
)
CYP3A4) CYP3A4
(

1.8 WI3CE (%)
26




D

2)

3)

4)

5)

6)

60.8

11.7
9.2 6.3
CK CPK
ALT GPT 7.0

Syndrome Malin 0.3

CK CPK

0.3

0.4

743
27.1
10.5
6.2
13.7

CK(CPK)

452

14.8

9.6

10.9

1

2)

3)

4)

6)

Ccsl

CcCsl

CcCsl

5

5

5

1.8 IAI3GE ()
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ALT AST GOT LDH | Al-P LDH
GPT v-GTP Al-P
BUN BUN
NAG
cK
CPK HDL-
HDL-
CK CPK
AIG AIG

1.8 WAI3GE ()
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)

< >
10 10 ¢
. ccsl
(
)b
b
ALT GPT AST
GOT VYy-GTP
CK CPK
a)
1079 566 1
b)
c)
5. 1
30
6. 1)
1)
(@) ( ) &)
7.

1.8 WAI3CGE ()
29




CCsl 5
1080mg
1260mg 195mg
9.
3mg 6mg 240 PTP
PTP PTP
[PTP 3 27
10.
@) )
1
2 3mg/kg/ | (2)
10mg/kg/ 3mgrkg/
60mg/kg/ 100
3 4 (3)
52 25mg/kg/
39 50mg/kg/
15 mg/ 6
30mg/ 5.6
5.4
(4) 4)
17
16 17
3 938 82.4 56 99
Ccsl 5

1.8 IAI3GE ()
30




1.9

22
aripiprazole (JAN)
7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl]butoxy]-3,4-dihydro-2(1H)-quinolinone

7-[4-[4-(2,3- )-1- ] 1-3,4- -
2(1H)-

aripiprazole  RECOMMENDED INN:List 37 WHO Drug Information vol.11, Nol, 1997

1.9 —BEILRRICIR D SCE
1



1.10

7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl] butoxy]-3,4-dihydro-2(1H)-quinolinone

N O
NCH,CH,CH,CH,0O N
- Ty
Cl Cl

30mg

1 6 12mg

1 6 24mg

3mg
6mg

3mg
6mg
10mg

LDso (mg/kg

953, ¢ 705

S

>2000

(mg/kg/ )

(mg/kg/ )

13

0,2,6,20

13

0, 05, 1,
5,25

110 #H - BIEREOREFEEGHOE L O
1




/kg/
(mg/kg/ ) (makkg/ )
S 2 1
¢ 10mg
26 0, 10, 30, s
s 2 <10
60 1
? T
T 10 mg
T
S
Q
52 s 3 T
0,1,3,10 1
e 1
T
S e
1
39 0, 25, 50,
g e <25
75
o8
52 0, 05, 5 T
¢ 05
25
452/743=60.8
/
201 CK CPK 90/658
110 37/339
87 ALT GPT 48/688
78 AST GOT 33/685
71 LDH 30/677

110 #HE « BEREDREFEGEOE L0

2




1.12

3
CTD
\ol.

32.5.13-1 Illll. 3 (1|3
19 20l II

32.53.1-1 Illll. 3| 1|10
19 it | I

3.2.53.1-2 3 [ 1|1
19 20 II

32.532-1 Illll. 3 [ 1|13
19 20|} I

32.5.43-1 3 [ 1|16
20 20 II

3.2.5.43-2 3 [ 1|17
19” 20l I

3.2.5.43-3 3 | 118
1 20|} I

3.2.5.4.3-4 3 [ 1|19

112 RAAER—E
1




CTD

\ol.

3.2.5.4.3-5 3 1 20
3.2.5.4.3-6 3 1 21
3.2.5.4.3-7 3 1 22
3.2.5.4.3-8

3 1 77
( )
3.25.45-1 3 1 24
3.2.5.45-2 3 1 25
3.2.5.45-3 3 1 26
3.2.55-1 3 1 28
3.25.7.3-1 3 1 32

20

20

112 RAAER—E
2




20

20

CTD
\ol.
3.2.5.7.3-2
3 1 78
( ) 20 20
3 mg 6 mg
3.2.P2.2-1 3 1 36
19 19 I
I1mg 3mg 4mg 10 mg
3.2.P2.2-2 3 1 37
19 20 I
1mg 3mg
3.2.P2.2-3 3 1 38
20
N 05mg  img
3.2.P2.2-4 3 1 39
3.2.P2.2-5 3 1 40
20
0.5% 1%
3.2.P2.2-6 3 1 41
20
Img 3mg 4
mg 6mg 10 mg
3.2.P.2.2-7 |Il|III|I 3 | 1| 4

112 RAAER—E
3




CTD
\ol.
0.5mg 1mg
3.2.P2.2-8 3 1 43
4 mg
3.2.P.2.2-9 3 1 44
1%
3.2.P.2.2-10 3 1 45
6 mg
1%
3.2.P5.3-1 3 1 63
6
mg
3.2.P5.3-2 3 1 64
6 mg
1%
3.2.P5.3-3 3 1 65
6 mg
1%
3.2.P5.3-4 3 1 66

112 RAAER—E
4




CTD

\ol.
3mg 6mg
1%
3.2.P5.3-5 3 1 67
20 20 I
3 mg 6 mg
3.2.P5.6-1 3 1 70
19 20 I
1%
3.2.P5.6-2 3 1 71
19 20 I
3mg 6mg 1%
3.2.P8.3-1 3 1 76

112 RAAER—E
5




4
CTD
\ol.
OPC-14597 D,
42111 II.'III‘I 4| 1
19 t N |
— 007365 19
In vitro receptor binding battery for OPC-14597. 4 1
42.1.1-2
19 19
— 012408 19
Binding of BMS-337039 (aripiprazole) and reference antipsychotics | 4 1
to histaminergic and serotonergic receptors.
42.1.1-3
20 20
— 014136 20
In-vitro characterization of BMS-337039 (aripiprazole) at human | 4 1
dopamine D, receptors.
421.1-4
19 20
— 014135 20
The molecular pharmacology of the novel antipsychotic OPC-14597. 4 1
42.1.1-5
(
— 012582 19—
Effect of OPC-14597 on prolactin secretion in rat pituitary primary
4211-6 culture cell
4 1
( I
— ou015 19—
Effect of aripiprazole on prolactin secretion in primary cultured rat
anterior pituitary cells. (Comparison with dopamine, S-(-)-3-PPP and
combination with haloperidol.)
4.2.1.1-7 4 1

20 20l B

— 013891 20fff—

112 RAAER—E
6




CTD
\ol.
Effect of aripiprazole on prolactin release inhibition in primary
cultured rat anterior pituitary cells with EEDQ pretreatment
4.2.1.1-8 4 1 8
20 20} |
— 013892 20—
Y -butyrolactone tyrosine
OPC-14597
4.2.1.2-01 m 4|19
19 il B
— oo7a71 19—
Time courses of the effects of OPC-14597 and OPC-4392 on the
reserpine-induced increase in DOPA accumulation in mouse
4.2.1.2-02 forebrain. 4 1 10
19‘ I t N
- o11068 19—
Reserpine tyrosine
tryptophan OPC-14597
4.21.2-03 r 4|1 | n
19
— oo73e1 19—
reserpine tyrosine
OPC-14597
4.2.1.2-04 m 4| 1|12
19 t N
— oo7363 19—
VY -butyrolactone tyrosine
OPC-14597
haloperidol
4.2.1.2-05 4 1 13
AT un
— oo7a72 19—
reserpine tyrosine
OPC-14597 haloperidol
4.2.1.2-06 4 1 14

19 B N |
— oo7373 19—

112 RAAER—E
7




CTD
\ol.
OPC-14597
4.2.1.2-07 ||llll1l 4| 115
19 B N |
— ouses 19—
OPC-14597
4.2.1.2-08 |Il|ll1l 4| 116
19 B N |
_ o11554 19—
OPC-14597
4.2.1.2-09 I'l"ll 4 | 1|17
19 Bt N |
— ousss 19—
OPC-14597
4.2.1.2-10 l}l'll|| 4| 118
19 B N |
- 011553 19—
o-methyl-p-tyrosine
OPC-14597
421.2-11 l}l'll|| 4 | 1|19
19 Bt N |
— ouss0 19—
OPC-14597
421.2-12 l}l'll|| 4|1 ]2
19 B N |
— o556 19—
The effect of chronic administration of OPC-14597, haloperidol, and
risperidone on the levels of dopamine and 3-methoxytyramine in
mouse neostriatum and olfactory tubercle.
4.2.1.2-13 4 1 21

19 20

— 013981 20ff}—

112 RAAER—E
8




CTD
\ol.
An in vivo microdialysis study to monitor the effects of acute and
chronic oral aripiprazole  OPC-14597  upon brain monoamines in
conscious freely moving rats.
42.1.2-14 4 1 22
19 20
— 014086 20
Effect of OPC-14597 on tryptophan hydroxylase activity in mouse
forebrain.
4.2.1.2-15 4 1 23
19 [ |
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Effects of Aripiprazole on dopaminergic neurons in the ventral
42131 tegmental area of rat brains: A patch clamp study with slice
( preparations. 4 1 24
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Time-dependent effects of OPC-14597 and reference drugs on
apomorphine-induced stereotypy in mice.
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Time-dependent effects of OPC-14597 and reference drugs on
apomorphine-induced stereotypy in rats.
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Effects of aripiprazole, olanzapine and risperidone on stereotyped
behavior in rats.
4.2.1.4-07 IJ.'...‘I . 4| 1|33
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Kainic acid
apomorphine OPC-14597
4.2.1.4-08 II.'...‘I x 4| 1|34
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OPC-14597  catalepsy
4.2.1.4-09 4 1 35
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OPC-14597  catalepsy
4.2.1.4-10 19 19 . 4 1 36
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The effects of OPC-14597, olanzapine and risperidone on the
induction of catalepsy and ptosis in rats.
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Effects of acute or chronic administration of aripiprazole
(OPC-14597) and reference compounds on the induction of catalepsy
in mice and the levels of dopamine and its metabolites in the mouse
4.2.1.4-13 forebrain. 4 1 39
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— 013733 20—
dopamine
OPC-14597
4.2.1.4-14 I'l'lll‘l 4 | 1|40
19 t N |
— 007379 19jf—
OPC-14597
OPC-14597 2
4.21.4-15 lllll..llr 4|1 | @
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Differential expression of c-fos mRNA in rat prefrontal cortex,
421416 striatum, N. accumbens and lateral septum after typical and atypical
( ) antipsychotics: an in situ hybridization study. 4 1 42
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Reserpine OPC-14597
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4.2.1.4-19 4 1 45
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OPC-14597
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Effects of OPC-14597 and other antipsychotic drugs on prolactin
(PRL) levels in rat plasma.
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Agonist-stimulated [**S]GTPy/S binding in recombinant h5-HT:a
receptor-expressing CHO cell membranes.
4.2.1.6-2 4 1 49
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Functional assessment of effects of aripiprazole (BMS-337039) on
5-HT neuronal activity in the dorsal raphe nucleus in vivo.
4.2.1.6-3 4 1 50
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In vitro pharmacology of BMS-337039 (aripiprazole) at the rat
5-HT,a receptor.
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OPC-14597 5-HT,
4.2.1.6-5 4 1 52

19 B N |

— oorses 19—

112 RAAER—E
12




CTD
\ol.
Effects of repeated administration of aripiprazole and risperidone on
serotonin 5-HT14 and 5-HT,a receptors in the rat brain.
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The affinity of BMS-337039 (aripiprazole) for 5-HT1a receptors in
human parietal cortex.
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In vitro pharmacology of BMS-337039 (aripiprazole) at 5-HTy
receptors.
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In vitro pharmacology of BMS-337039 (aripiprazole) at 5-HT-
receptors.
4.2.1.6-9 4 1 56
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Effects of OPC-14597 and reference drugs on conditioned avoidance
response in rats.
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Effects of OPC-14597 and OPC-4392 on conflict behavior in rats.
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Effects of OPC-14597 and conventional antipsychotic drugs on
conflict behavior in rats.
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Effects of aripiprazole and olanzapine on physostigmine-induced
lethality in rats.
42185 I;llr.. 4 | 1| 64
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Plasma Concentration of Unchanged Drug after Intraperitoneal
Injection of OPC-14597 in Rats.
42186 I;IIIII‘I 4 | 165
19 t N
— ouz7e 19—
Affinity of aripiprazole (OPC-14597) metabolites for dopamine D,
receptor in rat brain.
4.2.1.9-01 I,IIIII‘I 4 | 1| 66
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— 013045 20—
In vitro binding affinity of aripiprazole (OPC-14597) and its
metabolites for the D-2 subtype of dopamine receptors in rat brain.
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Affinity of aripiprazole (OPC-14597) metabolites for dopamine D3
receptors.
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4.2.1.9-04

The binding affinities of OPC-14857, a main metabolite of
OPC-14597, on various receptors.
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Effects of OPC-14597 and OPC-14857 on a reserpine-induced
increase of accumulated DOPA in the mouse forebrain.
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OPC-14597 DM-1451 OPC-3373
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4.2.1.9-07

Effects of DM-1452 on a reserpine-induced increase of accumulated
DOPA in the mouse forebrain.
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Effects of DM-1454, DM-1456, DM-1457, DM-1458, and OPC-3952
on reserpine-induced DOPA accumulation in mouse forebrains.
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4.2.1.9-09

Effects of DM-1455K and dichlorophenylpiperazine (DCPP) on
reserpine-induced DOPA accumulation in mouse forebrains.
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Effects of OPC-14597 and its metabolites on stereotyped behavior
induced by apomorphine in mice.
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Effects of DM-1454, DM-1456, DM-1457, DM-1458, and OPC-3952
on apomorphine-induced stereotyped behavior in mice.
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Effects of DM-1455K and dichlorophenylpiperazine (DCPP) on
apomorphine-induced stereotyped behavior in mice.
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Effects of OPC-14597 on GABA- and NMDA-induced currents in
acutely dissociated pyramidal neurons of rat hippocampus
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Effect of OPC-14597 on body temperature in mice
4.2.2.1-08 4 2 8
wm N
_ 012763 19—
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General pharmacology of OPC-14597: Effect of OPC-14597 and its
comparators on blood perfused canine myocardium
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OPC-14597 OPC-14597
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In vivo canine model comparison of cardiohemodynamic and
electrophysiological effects of a new antipsychotic drug OPC-14597
to haloperidol.
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Effects of BMS-337039, BMS-337039 metabolites, and comparator
antipsychotics on HERG/IKr currents and rabbit purkinje fiber action
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4.2.2.1-29

OPC-14597 OPC-14597
acetylcholine, histamine barium
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OPC-14597 OPC-14597
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4.2.2.2-01

OPC-14597 OPC-14857

OPC-3373
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4.2.2.2-02

General pharmacology of main metabolites of OPC-14597 : Effects of
OPC-14857 and OPC-3373 on spontaneous motor activity in mice
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4.2.2.2-03

General pharmacology of main metabolites of OPC-14597 : Effects of
OPC-14857 and OPC-3373 on hexobarbital-induced hypnosis
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4.2.2.2-04

General pharmacology of main metabolites of OPC-14597
Investigation of analgesic effects of OPC-14857 and OPC-3373 by
writhing method in mice

AT

— ouzer 19—

34

4.2.2.2-05

General pharmacology of main metabolites of OPC-14597
Convulsion-inducing activity and convulsion-augmenting activity of
OPC-14857 and OPC-3373
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4.2.2.2-06

General pharmacology of main metabolites of OPC-14597 : Effects of
OPC-14857 and OPC-3373 on body temperature in rats
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4.2.2.2-07

General pharmacology of the main metabolites of OPC-14597:
Effects of OPC-14857 and OPC-3373 on respiratory and
cardiovascular systems in anesthetized dogs
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OPC-14597 OPC-14857

OPC-3373
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General pharmacology of main metabolites of OPC-14597 : Effect of
OPC-14857 and OPC-3373 on gastrointestinal propulsion in mice
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4.2.2.2-10

General  pharmacology of the main  metabolites of
OPC-14597 :Effects of OPC-14857 and OPC-3373 on acetylcholine-,
histamine- and barium-induced contractions in isolated guinea-pig

ileum.
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Effects of other drugs on the ability of OPC-14597 to attenuate the
reserpine-induced increase in accumulated DOPA in the mouse
forebrain.
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4.24-2

Effects of the co-administration of OPC-14597 and other drugs on
apomorphine-induced stereotypy in mice: a drug interaction study.
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4.2.4-3

Effects of the co-administration of OPC-14597 and other drugs on
cataleptogenecity and ptosis in mice: a drug interaction study.
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Effects of co-administration of OPC-14597 with other drugs on
plasma prolactin level in rats: a drug interaction study.
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Validation of the assay method for OPC-14597 in mouse plasma by
HPLC with UV detection
43112 E 4 | 3
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GC-MS OPC-14597
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Supplemental validation of the assay method for OPC-14597 in rat
and mouse plasma by GC-MS.
43.1.1-4 4 3
20 20l
—In-house report No0.014011, 20.—
Development and validation of assay method for the simultaneous
determination of OPC-14597 and its metabolites in mouse plasma
43115 with LC-ESI-MS/MS. A 3
—In-house report N0.013344, 2 I.—
Validation Summary: Quantitation of BMS-337039, BMS-337041,
BMS-337042, and BMS-511426 in mouse EDTA plasma.
43.1.1-6 4 3
20 20
—In-house report N0.014265, 20.—
Quantitative determination of BMS-337041, BMS-337042 and
BMS-511426 in mouse bile by LC/MS/MS.
43.1.1-7 4 3
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43.1.1-8

Validation of the determination method of OPC-14597 in brain of rats
and mice using HPLC.
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43.12-1

Validation of the assay method for OPC-14597 in rat and dog plasma
by high-performance liquid chromatography with ultraviolet detection
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—In-house report N0.012634, 1908—

43.12-2

Quantitative determination of _ aripiprazole  and five
metabolites in rat EDTA plasma by LC/MS/MS.

20
—In-house report No.014440, 20—
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43.1.2-3

Development and validation of assay method for simultaneous
determination of OPC-14597 and its metabolites in rat plasma with

LC-ESI-MS/MS.

—In-house report N0.013436, 2
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43.1.2-4

Supplemental validation of assay method for the simultaneous
determination of OPC-14597 and its metabolites in human and rat
plasma with LC-ESI-MS/MS.
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—In-house report N0.013859, 20.—
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Validation summary: Quantitation of BMS-337039, BMS-337041,
BMS-337042, and BMS-511426 in rat EDTA plasma.
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—In-house report N0.014266, 20.—
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Validation of the assay method for simultaneous determination of
OPC-14597 and its metabolites in rat serum and monkey plasma with

LC-ESI-MS/MS.
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43.1.2-7

Quantitative determination of BMS-337041, BMS-337042 and
BMS-511426 in rat bile by LC/MS/MS.
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43.1.2-8

15

—In-house report N0.014261, 20
Method validation report for the determination of
I D D B - ocrr

in rat plasma (K,EDTA) using LC-API/MS/MS
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23

43.13-1

Validation of the assay method for OPC-14597 in rabbit plasma by
HPLC with UV detection.
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Development and validation of assay method for simultaneous

determination of OPC-14597 and its metabolites in rabbit plasma

with LC-ESI-MS/MS.

—In-house report N0.013435, 2
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OPC-14597 HPLC
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HPLC OPC-14597
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Validation of the assay method for OPC-14597 in monkey plasma by
HPLC with UV detection.
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Quantitative determination of - Aripiprazole and five
metabolites in monkey EDTA plasma by LC/MS/MS.
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43.1.5-4

Quantitative determination of BMS-337039 and its glucuronide
conjugate metabolite in monkey EDTA plasma by LC/MS/MS.
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—In-house report N0.014259, 20.—
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4.3.1.5-5

Quantitative determination of BMS-337039 sulfate conjugate
metabolites in monkey EDTA plasma by LC/MS/MS
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OPC-14597 HPLC
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4.3.1.5-7

Quantitative determination of BMS-337041, BMS-337042 and
BMS-511426 in monkey bile by LC/MS/MS.
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—In-house report N0.014219, 20.—

43.1.5-8

Quantitative determination of BMS-337042 and BMS-511426 in
monkey bile by LC/MS/MS.

20,
—In-house report N0.014216, 20.—
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Quantitative determination of BMS-337041 in monkey bile by
LC/MS/MS.
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Partial validation of assay method for OPC-14597 and its metabolites
in monkey EDTA plasma using LC-ESI-MS/MS
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Method validation report for the determination of _

DCPP in monkey plasma (KgEDTA) using LC-API/MS/MS
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Stability of OPC-14597 and the internal standard, OPC-14714 in the
standard solution for GC-MS method stored at 4 centigrade for 4
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—In-house report N0.012555, 19.—

43.1.6-2

Stability test of OPC-14597 in human, rat, dog, rabbit and mouse sera

stored at -20
19‘ I 20|}

—In-house report N0.012278, 20

4.3.1.6-3

The stability of OPC-14597 in rat, mouse, rabbit, dog and monkey
plasma stored at -20 degrees centigrade.
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—In-house report N0.013638, 20

4.3.1.6-4

Stability test of OPC-14597 in monkey serum.
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—In-house report N0.013748, 20

4.3.1.6-5

The stability of OPC-14597 in rat and mouse brain stored at -20

degrees centigrade.
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Stability of OPC-14597 metabolite, DM-1454 in rat and monkey

plasma.
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Validation of the assay method for OPC-14597 in human, rat, dog,
rabbit and mouse serum by HPLC with UV detection.
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Validation of the assay method for haloperidol in dog plasma with

LC-ESI-MS/MS.
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Synthesis of BMS-337039-02, lots 001 and 002; Quinolinone
Y4C-labeled aripiprazole.
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—In-house report N0.014170, 20.—
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43.1.7-3

Synthesis of BMS-337039-03, lots 001 and 002; Dichlorophenyl
Y4C-labeled aripiprazole.
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0
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43.1.7-4

Preparation of BMS-337039-05, lots 002 and 003; Dual **C-labeled
aripiprazole.
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OPC-14597
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Pharmacokinetic evaluation of (Aripiprazole) and
metabolites after single intravenous and intramuscular administration
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Plasma concentration of OPC-14597 metabolites after a single oral
administration of OPC-14597 at 3 mg/kg in rats.
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—In-house report No.011337, 19.—
OPC-14597
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BMS-337039 (aripiprazole): Single-dose intravenous, intramuscular,
subcutaneous, and oral pharmacokinetic study in female dogs
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Pharmacokinetic evaluation of BMS-337039 (Aripiprazole) and
metabolites after single intravenous and intramuscular administration
4.3.2.1-14 of to male cynomolgus monkeys. 4 c i
( )
20
—In-house report N0.013441, 20.—
Plasma concentrations of OPC-14597 metabolites after a single oral
administration of OPC-14597 in cynomolgus monkeys.
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_: Single-dose oral toxicokinetics study in rats
4.3.2.1-16
4 23
( ) 20 20
—In-house report N0.017626 20.
_: Pharmacokinetics in rats following a single-dose
432117 intra-arterial dose
4 23
( )
20 20
—In-house report N0.017627 20.
_: Single-dose intravenous pharmacokinetics study in
43.21-18 male monkeys
4 23
( )
20 20
—In-house report N0.017628 20.
OPC-14597
43.2.2-1 4 5
OPC-14597
43.2.2-2 4 5
14
C-OPC-14597
4.3.2.2-3 4 5
19 t N
Toxicokinetic analysis of selected conjugated metabolites in plasma
and concentrations of conjugated metabolites in bile in a 39-week
oral gavage toxicity study of BMS-337039 (aripiprazole) in
4.3.2.2-4 cynomolgus monkeys (Study no. 99354). 4 5

—In-house report N0.014221, 20
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4323-1

Evaluation of permeability of aripiprazole (BMS-337039) through
Caco-2 cells.
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—In-house report N0.014214, 20.—
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— oogess 19—

4.3.2.3-3

4c-0PC-14597
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AT A »
— 000491 19—
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4.3.3.2-3

In vitro determine of protein binding of BMS-337039 in mouse, rat,
rabbit, monkey, dog, and human sera and of BMS-337044 in human
serum.

20 20
—In-house report N0.014123, 20.—
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4.3.3.2-4

[*C]OPC-14597 human plasma protein binding method validation
-equilibrium dialysis-.

*

—In-house report N0.014443, 20.—
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[*C]-OPC-14597
43325 m 4| 5 |14
19 t N |
— 010308 19—
In vitro protein binding of **C-OPC-14597 to monkey, rabbit and
mouse sera.
43326 r 4 | 5 | 15
19 t N |
—In-house report N0.012546, 19
In vitro protein binding of OPC-14597 metabolites, OPC-3373,
DCPP, OPC-14857 and DM-1452 in human serum.
4.3.3.2-7
4 5 16
( ) 19‘ I t N |
—In-house report N0.012757, 19
The blood-plasma partition ratio of OPC-14597 in rat, mouse, rabbit
and human.
43331 E 4 | 5 | 17
19 20jl}
—In-house report N0.013277, 20
The blood-plasma partition ratio of OPC-14597 in cynomolgus
monkeys.
43332 r 4 | 5 | 18
20 2] |
—In-house report N0.013353, 20
Tissue distribution of total radioactivity following oral administration
of [**C]BMS-337039 to male and female Sprague-Dawley rats (Study
178/337039/006).
4334-1 4 5 19
20
—In-house report No.014442, 20J|—
Limited tissue distribution of total radioactivity following a single
oral administration of dual-label [**C]BMS-337039 to male
43.3.4-2 Long-Evans rats (Study 178/337039/003). 4 c 20

20
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The analysis of radioactivity in plasma, eyeballs and pigmented skin
after an oral administration of **C-aripiprazole in male long-evans
:1.3.3.4-3) rats. 4 23 7
20" 2l W
——1In-house report No. 015891 20.—
"C-OPC-14597  SD
4.3.35-1 4 5 21
19 190 B
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“c-opPc-31
4.3.35-2 4 5 22
19 19
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In vivo brain uptake of OPC-14597 in rats.
—In- house report No. 013617 2..—
Autoradiographic studies of [**C]OPC-14597 distribution in rat brain.
4.3.3.6-2 4 5 24
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—In-house report N0.013618, 20
OPC-14597
4.34-1 4 5 25
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OPC-14597 (2)
4.3.4-2 4 2
’ wm S
— 008556 19
Identification of OPC-14597 metabolites in rabbit plasma after a
single oral administration of OPC-14597.
o AT h T
—In-house report N0.012756, 2 l.—
Determination of the unidentified metabolites of OPC-14597 in
mouse plasma with LC-ESI-MS/MS.
4.3.4-4 4 5 28
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Identification of OPC-14597 metabolites in mouse plasma.
43.4.1-1 19" 19. 4 6
—In-house report N0.012703, 19
Determination of the metabolites of OPC-14597 (OPC-3952,
DM-1457 and DM-1458) in mouse plasma with LC-ESI-MS/MS.
434.1-2 4 6
19 20|}
—In-house report N0.013487, 20
Analysis of aripiprazole in plasma and selected conjugated
metabolites in plasma and bile of mice after daily oral administration
of aripiprazole.
4.34.1-3 sl 4 6
20 20
—In-house report No.014223, 20.—
Analysis of aripiprazole in plasma and selected conjugated
metabolites in plasma and bile of rats after daily oral administration
of aripiprazole.
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4.3.4.3-3

Identification of aripiprazole-related metabolites in gallsand,
gallstones and bile of cynomolgus monkey after 39 weeks daily oral
dosing of aripiprazole.

20I I 20I
—In-house report N0.014168, 20

4.3.4.3-4

Analysis of aripiprazole in plasma and selected conjugated
metabolites in plasma and bile of monkeys after daily oral
administration of aripiprazole.

20 20l
—In-house report No.014220, 20.—

4.3.4.3-5

Solubility of BMS-337041, BMS-337042 and BMS-511426 in bile of
mice, rats, monkeys and humans.

20
—In-house report N0.014215, 20.—
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4.3.4.3-6

Comparative profiles of selected conjugated metabolites in bile and
plasma of mice, rats, monkeys and humans after daily oral
administration of aripiprazole.

20 20 B
—In-house report No.014264, 20.—
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4.3.4.4-01
( )

Identification of OPC-14597 metabolite produced by human liver
microsomes in vitro.
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4.3.4.4-02
( )

Determination of the metabolic formation pathway of BMS-337044
from BMS-337039.
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—In-house report N0.013746, 20.—
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4.3.4.4-03

In vitro metabolism of OPC-14597 using human and rabbit liver
microsomes -the check of the production of DM-1456 from

OPC-14597-.
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OPC-14597 — in vitro
4.3.4.4-04 |J.|..1I 4|6 |15
19 t N
— o122 19—
Comparative biotransformation of [**C]BMS-337039 in human,
monkey, rat and mouse hepatocytes.
4.3.4.4-05 4 6 | 16
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OPC-14597 (3)
19 il B
— 010707 19JJj}
P450 cDNA B-
OPC-14597 in vitro
4.3.4.4-07
( \ 4 6 18
AT an
— 010498 19—
Cytochrome P450 isoforms responsible for the OPC-14597
metabolism by human liver microsomes.
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CYP2D6 CYP3A4 OPC-14597
Dextromethorphan OPC-14597
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4 6 20
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In vitro metabolism of OPC-14857, a major metabolite of
OPC-14597, by microsomes from human B-lymphoblastoid cell line
4.3.4.4-10 transformed with human cytochrome P450 cDNAs. 4 5 91
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4.3.4.6-1

A study to assess the potential for inhibition of human cytochrome
P450 by BMS-337039 and BMS-337044.

*

—In-house report N0.014212, 20.—
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4.3.4.6-2

A study to assess the potential for inhibition of human cytochrome
P450 by BMS-337039 and BMS-337044 utilizing human liver
microsomes and marker substrates.

*

—In-house report N0.014213, 20.—
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4.3.4.6-3

A study to assess the potential for inhibition of CYP2C19 mediated
S-mephenytoin 4-hydroxylation by OPC-14857 utilizing human liver
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—In-house report N0.014228, 20.—

microsomes.
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4.3.4.6-4

Inhibition of OPC-14597 on dextromethorphan O-demethylation
activities of CYP2D6 in human liver microsomes (l1).
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OPC-14597
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4.3.4.6-6

Effects of OPC-14857, a main metabolite of aripiprazole, after
repeated oral administrations on major hepatic drug-metabolizing
enzymes in female rats.
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_: Single-dose intravenous toxicity study in rats.
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: Single-dose intravenous toxicity study in monkeys.
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Four-week repeated oral dose toxicity study of OPC-14597 with
4-week recovery test in rats.
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: Twenty-six-week oral toxicity study in rats.
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Toxicokinetics of 13-week oral toxicity study of OPC-14597 with
4-week recovery test in monkeys.
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_: 39-week oral gavage toxicity study in cynomolgus
monkeys.
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Toxicokinetics of 52-week repeated oral dose toxicity study of
OPC-14597 in cynomolgus monkeys.
4.4.2-12 I’IIIII'I 4 | 10
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—In-house report No. 012520, 19.—
_: Twenty-six week oral toxicokinetics study in
cynomolgus monkeys
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—In-house report No. 014028, 20.—
Repeated Oral Dose Toxicokinetics Study of OPC-31 in Cynomolgus
4.4.2-14 Monkeys
( ) 4 | 24
ZJI I 2] B
—In-house report No. 017600, 20.
OPC-14597 DNA
4431-1 19m. I 4 10
— 004734 19.—
OPC-14597
4.4.3.1-2 19r19. I 4 10
004697 19J]
OPC-31: Mutation at the thymidine kinase (tk) locus of mouse
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OPC-14597 ICR
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Preliminary micronucleus test of OPC-14597 in bone marrow
4.4.3.2-02 erythrocytes after a single oral administration to ICR mice -I1-.
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Supplementary test in male to preliminary micronucleus test of
4.4.3.2-03 OPC-14597 in bone marrow erythrocytes after a single oral
administration to ICR mice -11-. 4 10 | 11
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—In-house report No. 012860, 19.—
Prevention of OPC-14597-induced hypothermia after single oral
4.4.3.2-04 administration to ICR mice under heated condition.
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Micronucleus test of OPC-14597 in bone marrow erythrocytes after a
single oral administration to ICR mice -II-.
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Micronucleus test of OPC-14597 in peripheral blood and bone
marrow erythrocytes after single oral administration to ICR mice with
or without heating.
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Plasma concentration assay of OPC-14597 in ICR mice after a single
oral administration -11-.
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—In-house report No. 012786, 19.—
Plasma concentration assay of OPC-14597 and its metabolites after a
single oral administration at 200 mg/kg in ICR mice.
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In vivo-in vitro hepatocyte DNA repair assay of OPC-31 in male
F-344 rats.
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Plasma concentration of OPC-14597 in male F-344 rats after a single
oral administration.
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Expert commentary on the genotoxicity of aripiprazole
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Toxicokinetics of preliminary carcinogenicity study of OPC-14597 in
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BMS-337039: Mouse tumor-incidence data: Supplemental statistical
analysis.
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Four-week dietary toxicokinetics study of OPC-14597 and its
metabolites in mice.
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: Oral carcinogenicity study in rats. 13
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Four-week dietary toxicokinetics study of OPC-14597 and its
metabolites in rats
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Male fertility study of OPC-14597 administered orally to rats.
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A toxicokinetic study of OPC-14597 administered orally to pregnant
rabbits.
44528 IJ.". 4 | 18| 11
19 20}
—In-house report No. 013514, 20
OPC-14597
4.45.3-1
( - 4 18 12
— oo7s6e 19—
OPC-14597
4.45.3-2 )
( N N
— oos2s1 19—
OPC-14597
4.45.3-3 lQElQ. I 4 18 | 14
— oos27s 19—
Acute eye irritation study of OPC-14597 in the New Zealand White
rabbit.
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Acute dermal irritation study of OPC-14597 in the New Zealand
White rabbit.
4.4.6-2 II.'...LI 4 | 19| 2
19 t N
—In-house report No. 012655, 19.—
OPC-14597
4.47.1-1 1¢J'|"!II B 4 | 19 | 3

_ oos717 19—

112 RAAER—E
47




CTD

\ol.

4.4.7.2-1

BMS-337039: Four-week oral study of T-cell-dependent antibody
response in rats.

20 20
—In-house report No. 014129, 20.—
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4.4.7.3-01
( )

Effect of 1-week dietary administration of OPC-14597 on serum
prolactin level in female mice.

—In-house report No. 012453, 19.—

19

4.4.7.3-02

Effect of a single oral dose of OPC-14597 on serum prolactin levels
in female ICR mice.

20‘ I % N

—In-house report No. 013802, 20

19

4.4.7.3-03

Effect of 4-week dietary administration of OPC-14597 on prolactin
level in ICR mice.
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—In-house report No. 013023, 19
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4.4.7.3-04

Effect of 13-week dietary administration of OPC-14597 on serum
prolactin level in ICR mice.
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—In-house report No. 013831, 20
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Serum prolactin levels in rats orally given OPC-14597.
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4.4.7.3-07

BMS-337039: Thirteen-week oral investigative study of hormone
levels in rats.
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—In-house report No. 014029, 20.—
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4.4.7.3-08

BMS-337039: Thirteen-week oral investigative study in rats.

20 20
—In-house report No. 014590, 20.—
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4.4.7.3-09

Effect of a single oral dose of OPC-14597 on serum prolactin levels
in female Fischer rats.
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Effect of 4-week dietary administration of OPC-31 on serum prolactin
level in rats.
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—In-house report No. 012350, 19
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Effect of 13-week dietary administration of OPC-14597 on serum
prolactin level in Fischer rats.
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BMS-337039: Four-week oral ultrastructural investigative study of
adrenocortical hypertrophy in female rats.
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OPC-14597 4

19‘ I t N |

— ooss49 19—

20

4.4.7.3-15

Four-week administration of OPC-14597 in the diet or by gavage to
rats for comparison of dosing method.
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BMS-337039: Seventy-week oral investigative study in rats.
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4.4.7.4-1

Self-administration substitution tests with BMS-337039 (aripiprazole)
in rats.
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—In-house report No. 014321, 20| —
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4.4.7.4-2

Avripiprazole (BMS-337039): Primary physical dependence capacity
in rats using a continuous-infusion assay.
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44.74-3

Self-administration substitution tests with BMS-337039 (aripiprazole)
in rhesus monkeys.
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Avripiprazole (BMS-337039): Primary physical dependence study in
rhesus monkeys.
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A study on dependence potential of OPC-31 by intravenous
self-administration in rhesus monkeys. In-house report No. 015839,
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Preliminary intravenous single dose toxicity study of OPC-14857, a
4.4.7.5-02 main metabolite of OPC-14597 , in rats.
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—In-house report No. 013635, 20.—
Intravenous single dose toxicity study of OPC-14857, a main
447503 metabolite of OPC-14597 , in rats.
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Preliminary intravenous single dose toxicity study of OPC-3373, a
4.4.75-04 main metabolite of OPC-14597 , in rats. % 6
( ) I * '
—In-house report No. 013636, 20.—
Intravenous single dose toxicity study of OPC-3373, a main
metabolite of OPC-14597 , in rats.
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OPC-14857: Ames reverse-mutation study in Salmonella and
Escherichia coli.
4.4.75-08 * 4 | 20| 20
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OPC-3373: Ames reverse-mutation study in Salmonella and
Escherichia coli.
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BMS-337039 Neutral red uptake phototoxicity assay in Balb/c 3T3
mouse fibroblasts.
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20 20
—In-house report No. 014937, 20
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Vol.

5.3.1.1-1

Open-label, randomized, three-way crossover study of the absolute
bioavailability of aripiprazole 5mg commercial tablet and
aripiprazole 5mg IM injection with reference to 2mg 1V infusion in
healthy subjects.

20 20 B
—<Clinical study report. Study No. CN138-016, 20.—

5.3.1.1-2

Single dose evaluation of the safety and relative bioavailability of
OPC-14597 solution, capsule, and tablet in normal subjects

Tt B N

—~Clinical study report. Study No. 31-96-203, 20.—

5.3.1.1-3

OPC-14597
OPC-145973mg 1 1% 300mg
OPC-14597

1l
mllll 2] B

031-01-001 20—

5.3.1.1-4

OPC-14597
OPC-145973mg 1 1% 300mg
OPC-14597
i

— 031-01-001

031-003-PK_ 20ff|—

5.3.1.1-5

The effect of a high fat meal and intrasubject variability on the
pharmacokinetics of aripiprazole in healthy subjects.

20 20l |

—<Clinical study report. Study No. CN138-018, 20!—
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OPC-14597
OPC-14597 4mg
2 2
5.3.1.2-01 5 2
1JI Bt N
- 031-03-003 20—
OPC-14597 1
OPC-14597 4mg 2
2
5.3.1.2-02 5 2
1JI 1 W B
— 031-94-003 20}
Study of the effects of aripiprazole content on the
bioavailability of aripiprazole in healthy subject
5.3.1.2-03
5 2
( ) 20 20
—An abbreviated final study report
Study No. cN138-015, 20—
The effect of aripiprazole content on the bioavailability
of aripiprazole in healthy subjects.
5.3.1.2-04 o e
5 2
20 2] B
—Clinical study report. Study No. CN138-034, 20—
OPC-14597 3mg 1mg
OPC-145973mg 1 Img 3
5.3.1.2-05 Il 5 2

ql
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OPC-14597
OPC-14597 3mg
OPC-14597 6mg 1l
5.3.1.2-06 5 2
20 2] B
_ 031-99-001 20Jl—
OPC-14597 1% 3mg
OPC-14597 1% 300mg 3mg 1
5.3.1.2-07 1l 5 3
ZJI 1 0 |
— 031-00-001 20—
Bioequivalence of aripiprazole in healthy subjects when administered
as a 15mg commercial tablet as compared with a 15mg clinical trial
5.3.1.2-08 tablet.
5 3
( .
—An abbreviated clinical study report.
Study No. cN138-054, 20—
Bioequivalence of aripiprazole in healthy subjects when administered
£ 31900 as a 15mg commercial tablet as compared with 3 X 5mg commercial
tablets. 5 3
C ]
—<Clinical study report. Study No. CN138-035, 20.—
Bioequivalence study of aripiprazole when administered as 30mg
£3.1.2.10 proposed commercial tablet compared with 3 X 10mg proposed
( ) commercial tablets in healthy subjects. 5 3
I
—<Clinical study report. Study No. CN138-065, 20.—
OPC-14597 HPLC
5.3.1.4-01 “19 19. . c 3

006748 007569

oos306 19—
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Validation of the assay method for OPC-14597 in human plasma by
high-performance liquid chromatography with ultraviolet detection.
5.3.1.4-02
AT 4K
—In house report Study No. 015009.
Report No. 012782, 20| —
OPC-14597 GC-MS
5.3.1.4-03 19” 19. I 5 3 7
— 007727
oos313 19—
Validation of high sensitive determination method of OPC-14597 in
human plasma using GC-MS.
5.3.1.4-04
1d| I 2] B R
—In house report Study No. 015224,
Report No. 013871, 20.—
Supplemental validation of the assay method for OPC-14597 in human
plasma and serum by HPLC with UV detection .
5.3.1.4-05
AT JHE
—In house report Study No. 016768.
Report No. 013835, 20| —
GC-MS OPC-14597
5.3.1.4-06 m
20 20. . 5 3 10
— 14597A01
02419 20—
Method validation HPLC analysis of (R)-warfarin and (S)-warfarin in
5.3.1.4-07 human plasma.
5 3 11

— In house report No. |151, 19.—
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The stability of OPC-14597 in human plasma stored at —20 degrees
centigrade .
5.3.1.4-08
— In house report Study No. 014943.
Report No. 013821, 20
OPC-14597 (031-99-001)
LC-MS/MS
5.3.1.4-09
5 3 13
2JI I mhl‘l
— No. [Jfjoooos 20—
OPC-14597 14 (No.
031-99-002) LC-MS/MS
5.3.1.4-10
5 3 14
2JI I ml\‘l
— No. o018 20—
OPC-14597 14 (No.
031-99-002) LC-MS/MS
5.3.1.4-11
5 4 1
20 20 |I
— No. o029 20—
cortisol 6[3-hydroxycortisol LC-MS/MS
5.3.1.4-12
5 4 2
ZJI I 2JII,
— No. 18236 20—
Analytical method for the HPLC analysis of OPC-14597 in human
plasma.
5.3.1.4-13
5 4 3

19 19
—In house report No. V0718P1, l9l—
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5.3.14-14

Analytical method for the HPLC analysis of OPC-14597 and
OPC-14857 in human plasma.

19 19
—In house report No. V1418P1, 19.—

5.3.1.4-15

Validation of an LC-MS/MS assay method for the determination of
OPC-14597 in human plasma.

19 19
—1In house report No. v43797-P1, 19—

5.3.1.4-16

Validation of an assay method (HPLC-MS/MS) for the determination of
OPC-14597 and its metabolites (OPC-14857, DM-1451, OPC-3373,
and DCPP) in human plasma.

19 19
—In house report No. 43965-P2, 19.—

5.3.1.4-17

Validation of a method for the determination of OPC-14597 and
metabolites in human plasma by LC/MS/MS.

19 20
—In house report No. 6825-117, 20.—

5.3.1.4-18
(4.3.3.2-4

)

[**C]OPC-14597 human plasma protein binding method validation
-equilibrium dialysis. Study No.018067.

19 19
—In-house report No.014443, 20.—

5.3.1.4-19

Validation of an assay method (HPLC-MS/MS) for the determination of
OPC-14597 and its metabolites (OPC-14857, DM-1451, OPC-3373,
DCPP, and OPC-1533) in human urine.

19 19
—In house report No. 43966-U1, 19.—

5.3.1.4-20

Validation of a method for the determination of OPC-14597 and
metabolites in human urine by LC/MS/MS .

19 20

—In house report No. 6825-118, 20

10
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Validation of an LC/MS/MS method for the quantitation of haloperidol
in serum and plasma.
53.1.4-21
5 4 11
1JI I JJI [ |
—In house report No. 18288 _1, 19.—
Analytical method for the photometric analysis of indocyanine
green(ICG) in human serum.
5.3.1.4-22
5 4 12
19 19
—In house report No. V1028E1, 20.—
Method validation report for the HPLC-MS/MS assay of
dextromethorphan and its metabolites in human urine.
5.3.1.4-23
5 4 13
19 19
—1In house report No. 44498-V, 19—
Method validation HPLC analysis of ketoconazole in human plasma.
5.3.1.4-24 q
19 5 5 1
—In house report No. .203, 19l—
An analytical method for the LC/MS/MS analysis of omeprazole and
its metabolite in human plasma. No. V1652P1
An open-label study of the influence of co-administered aripiprazole
5.3.1.4-25 oral tablets (OPC-14597) on omeprazole oral capsule pharmacokinetics
in healthy volunteers. Clinical study report. Study No. 31-00-232, 20. > > 2
Appendix 11.1.2A  Analytical Data Report for the LC/MS/MS
Analysis of Omeprazole and Hydroxyomeprazole in Human Plasma.
Quantitative determination of _ (aripiprazole) and five
5.3.1.4-26 metabolites in human EDTA plasma by LC/MS/MS.
5 5 3

i

19
—In house report No. MAP015, 20
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5.3.1.4-27

Quantitative determination of BMS-337039 (aripiprazole) and five
metabolites in human EDTA plasma by LC/MS/MS.

|

—In house report No. MAP027, 20

5.3.1.4-28

Quantitative determination of the determination of BMS-337041 in
human bile by LC/MS/MS.

20 20
—1In house report No. MAP050, 20|

5.3.1.4-29

Quantitative determination of BMS-337042 and BMS-511426 in
human bile by LC/MS/MS.

20 20
—In house report No. MAP057, 20.—

5.3.1.4-30

Quantitative determination of BMS-337039 sulfate conjugate
metabolites in human EDTA plasma by LC/MS/MS.

20
—In house report No. CD042, 20.—

|

5.3.1.4-31

Quantitative determination of BMS-337039 and its glucuronide
conjugate metabolite in human EDTA plasma by LC/MS/MS.

20
—In house report No. CD062, 20.—

5.3.1.4-32

Method validation report for the determination of BMS-337039 and
BMS-337044 in human plasma(K3EDTA) using LC-API/MS/MS.

20
—In house report No. .337A, 20.—

5.3.2.1-01
(4.3.3.2-5

[*C]-OPC-14597

19 B N |
— 011223 011277

010308 19}

10
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£ 32102 The blood-plasma partition ratio of OPC-14597 in rat, mouse, rabbit,
and human. Study No.015826.
.lllr 5 | 5 | 11
(4.3.3.3-1 . 20 I
—In-house report N0.013277, 20
In vitro determine of protein binding of BMS-337039 in mouse, rat,
5.3.2.1-03 rabbit, monkey, dog, and human sera and of BMS-337044 in human
serum. Study N0.017370.
(4.3.3.2-3 > > 12
—In-house report N0.014123, 20
5.3.2.1-04 In vitro protein binding of OPC-14597 metabolites, OPC-3373, DCPP,
OPC-14857 and DM-1452 in human serum. Study No.014935.
I'l'll 5 | 5 | 13
(43327 Bt N |
—In-house report N0.012757, 19.—
Inhibition of OPC-14597 on dextromethorphan O-demethylation
5.3.2.2-01 activities of CYP2D6 in human Liver microsomes (I1). Study
No0.013922.
5 5 14
(4.3.4.6-4
AT
—In-house report N0.011801, 19.—
£ 3.2.9.02 Determination of the metabolic formation pathways of BMS-337044
from BMS-337039. Study No0.016770.
20
—In-house report N0.013746, 20.—
£ 3.22.03 Identification of OPC-14597 metabolite produced by human liver
microsomes in vitro. Study No0.015537.
5 5 16
(4.3.4.4-01 19 ~20 I
—In-house report N0.013109, 20.—
£ 32904 In vitro metabolism of OPC-14597 using human and rabbit liver
microsomes. Study No.015506.
(4.3.4.4-03 19 20 I

—In-house report N0.013611, 20.—
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OPC-14597 — In vitro
5.3.2.2-05
(4.3.4.4-04 19” [ | O N
— 013318
11228 19—
532906 Comparative biotransformation of [*“C]BMS-337039 in human,
monkey, rat and mouse hepatocytes.
(4.3.4.4-05 > > 19
20 ~20
—In-house report N0.014169, 20.—
P450 cDNA B-
5.3.2.2-07 OPC-14597 In vitro
(4.3.4.4-07 I;llrll 55 |20
19 Bt N |
— 010913 010408 19
£ 32908 Cytochrome P450 isoforms responsible for the OPC-14597
metabolism by human liver microsomes. Study No.012786.
(4.3.4.4-08 1d 19 1
—In-house report No.011575, 19.—
CYP2D6 CYP3A4 OPC-14597
5.3.2.2-09 dextromethorphan OPC-14597
(4.3.4.4-09 19 Bt N | N
— 012746
010945 19—
In vitro metabolism of OPC-14857, a major metabolite of OPC-14597,
5.3.2.2-10 by microsomes from human B-lymphoblastoid cell line transformed
with human cytochrome P450 cDNAs. Study No0.015578. g g 23
(4.3.4.4-10

AT R u

—In-house report No.013604, 20.—
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532211 A study to assess the potential for inhibition of human cytochrome
P450 by BMS-337039 and BMS-337044. Study No.017558.
20 ~20
—In-house report N0.014212, 20.—
A study to assess the potential for inhibition of human cytochrome
5.3.2.2-12 P450 by BMS-337039 and BMS-337044 utilizing human liver
microsomes and marker substrates. Study No.017559. . c 25
(4.3.4.6-2 m
20 ~20
—In-house report N0.014213, 20.—
A study to assess the potential for inhibition of CYP2C19 mediated
5.3.2.2-13 S-mephenytoin 4-hydroxylation by OPC-14857 utilizing human liver
microsomes. Study No.017197.
(4.3.4.6-3 > > 26
20 2 N
—In-house report N0.014228, 20.—
53281 Evaluation of permeability of aripiprazole (BMS-337039) through
Caco-2 cells. Study No0.017560.
—In-house report No0.014214, 20
OPC-14597
OPC-14597
OPC-14597 0.25mg 6mg 3mg
5.3.3.1-1 5 6 1
1JI II t N
- 031-90-001a 20j}—
A study to determine aripiprazole pharmacokinetics in healthy male
US subjects administered single 1mg, 3mg, 6mg, and 15mg oral doses
53312 of aripiprazole in a parallel design. , 6 )

x B N

—~Clinical study report. Study No. 31-01-236, 20.—
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5.3.3.1-3

OPC-14597
OPC-145974mg1 1 3

*

— 031-91-001 20Jfjj —

2 mg

5.3.3.1-4

OPC-14597 14
OPC-14597 3mg 14
OPC-14597

2oI B >l B

— 031-99-002 20f] —

5.3.3.1-5

Multiple ascending dose tolerability and pharmacokinetic Study of
OPC-14597 in healthy young male volunteers.

ol ol B

—~Clinical study report. Study No. 31-93-201, 19.—

5.3.3.1-6

Multiple dose tolerability and pharmacokinetic study of titrated doses
of OPC-14597 in healthy male volunteers.

t N

—Clinical study report. Study No. 31-93-204, 19.—

5.3.3.1-7

A study of the absorption, distribution, metabolism and excretion
following oral administration of **C-OPC-14597 in healthy volunteers.

19I It M |

—~Clinical study report. Study No. 31-96-201, 20. —

5.3.3.1-8

Disposition of dual labeled [**C]-aripiprazole in healthy male subjects
following single oral administration.

20 20l B

—<Clinical study report. Study No. CN138-028, 20.—

112 RAAER—E
64




CTD
Vol.
A pilot study to determine the tolerability of aripiprazole doses higher
£3.3.9.1 than 30mg administered orally in patients with a diagnosis of
( schizophrenia or schizoaffective disorder. 5 8
I
—Clinical study report. Study No. 31-98-202, 20.—
A pilot study to determine the tolerability of aripiprazole doses higher
than 30mg administered orally in adult patients with a diagnosis of
5.3.3.2-2 schizophrenia or schizoaffective disorder . g 8
20 20
—Clinical study report. Study No. 31-99-224, 20.—
An open-label study of the pharmacokinetics of a single oral-dose of
aripiprazole in normal, healthy subjects and subjects with severe renal
impairment.
53.3.3-1 5 9
20 20
—Clinical study report. Study No. 31-98-208, 20.—
A phase | single-dose evaluation of the pharmacokinetics of
aripiprazole in normal and hepatically-impaired subjects.
5.3.3.3-2 19 19 5 9
—Clinical study report. Study No. 31-98-205, 20.—
Assessment of the biliary excretion of DM-1454, DM-1458 and
dehydro-DM-1458 during multiple dose administration of aripiprazole
to healthy subjects.
5.3.3.3-3 5 9
20 20
—~Clinical study report. Study No. CN138-061, 20.—
An open-label study of the effects of diurnal variation on the
pharmacokinetic disposition of a single dose of OPC-14597 in healthy
53334 volunteers. c 9

19
—Clinical study report. Study No. 31-98-201, 20

J
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5.3.3.3-5

An open-label study of the effects of age and gender on single dose
aripiprazole pharmacokinetics in healthy subjects.
20 20

—<Clinical study report. Study No. 31-00-225, 20.—

5.3.3.3-6

Tolerability, pharmacokinetics and pharmacodynamics of aripiprazole
during oral administration in children and adolescents with conduct
disorder.

—Ongoing clinical study report. Study No. CN138-014, 20.—

10

5.3.3.3-7

An open-label, pilot study of the safety and tolerability of aripiprazole
administered orally in elderly demented patients with psychosis and
behavioral disturbances.

19 20
—<Clinical study report. Study No. 31-98-203, 20.—

10

5.3.3.4-01

OPC-14597 —CYP3A4
— CYP3A4
OPC-14597(3mg)
OPC-14597 OPC-14857

ZJI 1 W B

— 031-00-003 20—

10

5.3.3.4-02

Influence of multiple dose administration of OPC-14597 on the
metabolism of dextromethorphan.

1JI h t B |

—Clinical study report. Study No. 31-97-205, 20.—

10

5.3.3.4-03

An open-label study of the influence of co-Administered aripiprazole
oral tablets (OPC-14597) on dextromethorphan oral solution
metabolism via cytochrome P450 2D6 in healthy volunteers.

20 20
—<Clinical study report. Study No. 31-00-231, 20.—

10
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Effect of concomitant administration of aripiprazole on the
pharmacokinetics and pharmacodynamics of warfarin in healthy male
subjects.
5.3.3.4-04 5 11
20 20
—Clinical study report. Study No. CN138-043, 20.—
An open-label study of the influence of co-administered aripiprazole
oral tablets (OPC-14597) on omeprazole oral capsule pharmacokinetics
in healthy volunteers.
5.3.3.4-05 5 11
20 20
—Clinical study report. Study No. 31-00-232, 20.—
A double-blind, placebo-controlled study of the effects of orally
administered  ketoconazole  on  aripiprazole  (OPC-14597)
pharmacokinetics in healthy adult male and female subjects.
5.3.3.4-06 5 11
ol | ol B
—<Clinical study report. Study No. 31-98-206, 20. —
An open-label study of aripiprazole (OPC-14597) pharmacokinetics in
healthy adults with poor and extensive metabolizer genotypes for
cytochrome P450 2D6, and the effect of co-administered quinidine on
5.3.3.4-07 aripiprazole pharmacokinetics. 5 11
19 20l
—Clinical study report. Study No. 31-98-207, 20.—
An open-label, two-period, randomized, crossover study of the effect
of increased gastric pH by concomitant famotidine administration on
aripiprazole pharmacokinetics.
5.3.3.4-08 5 11

20 20 |
—Clinical study report. Study No. 31-00-226, 20.—

112 RAAER—E
67




CTD

Vol.

5.3.3.4-09

A single-dose, historic-control, pharmacokinetic study of orally
administered aripiprazole (OPC-14597) in healthy volunteers also
receiving activated charcoal.

% N |

—Clinical study report. Study No. 31-00-227, 20.—

J

11

5.3.3.4-10

Safety, tolerability and pharmacokinetics of aripiprazole and
carbamazepine coadministration in patients with schizophrenia or
schizoaffective disorder.

20 20l B
—Report on an ongoing clinical study.
Clinical study report. Study No. CN138-022, 20.—

12

5.3.3.4-11

Safety, tolerability and pharmacokinetics of aripiprazole and
divalproex sodium coadministration in patients with schizophrenia or
schizoaffective disorder.

20 20
—<Clinical study report. Study No. CN138-023, 20.—

12

5.3.3.4-12

Safety, tolerability and pharmacokinetics of aripiprazole and lithium
coadministration in patients with schizophrenia or schizoaffective
disorder.

20 20
—<Clinical study report. Study No. CN138-021, 20.—

12

5.3.3.4-13

(

)

Safety, tolerability and pharmacokinetics of aripiprazole and
carbamazepine in patients with schizophrenia or schizoaffective
disorder: interim report on pharmacokinetics and preliminary safety
data.

20 20l B
—<Clinical study report. Study No. CN138-022, 20.—

47

5.3.35-1

Population pharmakokinetic/pharmakodynamic analysis of
aripiprazole.

20 20
—Clinical study report. Study No. 31-00-233, 20.—

12

5.3.3.5-2

OPC-14597
OPC-14597 OPC-14597

031-02-003-PK_ 20—

12
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OPC-14597
031-93-002 24
5.3.3.5-3
031-94-001 OPC-14597 5 12
OPC-14597
031-02-002-PK_ 20fff—
OPC-14597
031-93-002 24
5.3.3.5-3a
031-94-001 OPC-14597 5 47
( ) OPC-14597
031-02-002-PK 20|
GCP
OPC-14597 —
OPC-14597
— OPC-14597 1mg 2mg 4mg
2mg OPC-14597
53.4.1-1 5 13
1JI l il B
— 031-94-002 20—
Interaction of OPC-14597 (30 mg/day) with brain D, receptors: a
positron emission tomography (PET) scan study in healthy young male
£34.1.0 volunteers. c 13
19 19
—Clinical study report. Study No. 31-94-201, 19.—
A randomized, double-Blind, placebo-controlled, parallel group,
sequential crossover study of potential pharmacodynamic interactions
between orally co-administered aripiprazole (OPC-14597) and ethanol
5.3.4.1-3 in healthy volunteers. 5 13

20 s N

—<Clinical study report. Study No. 31-00-230, 20.—
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OPC-14597
OPC-14597 6 24mg/ 3 12mg/
5.3.5.1-01 8
5 14
1JI I t N
— 031-95-002 20—
OPC-14597
OPC-14597 6 24 mg/ 3 12 mg/
5.3.5.1-01.1 g
5 47
( )
031-95-002
20}
OPC-14597
OPC-14597 6 24mg/ 45 180mg/
5.3.5.1-02 8
5 15
19
— 031-95-003 20—
OPC-14597
OPC-14597 6 24 mg/ 45 180 mg/
5.3.5.1-02.1 g
5 47
( )
031-95-003
20l
£ 3.5.1.03 A phase Ill, double-blind, placebo-controlled study of aripiprazole in
(' o ) the treatment of psychosis. 5 | 16
—Clinical study report. Study No. 31-97-201, 20.—
£ 3.5.1-04 A phase Ill, double-blind, placebo-controlled study of aripiprazole in
(' o ) the treatment of psychosis, with risperidone as active control. 5 | 16

—~Clinical study report. Study No. 31-97-202, 20.—
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A multicenter, randomized, double-blind, placebo-controlled study of
5.3.5.1-05 three fixed doses of aripiprazole in the treatment of patients with acute . 16
( ) | schizophrenia.
—<Clinical study report. Study No. CN138-001, 20.—
Efficacy and tolerability of ascending doses of OPC-14597 compared
5.3.5.1-06 to placebo and to haloperidol in acutely relapsing hospitalized . 17
( ) | schizophrenic patients.
—<Clinical study report. Study No. 31-93-202, 19.—
£ 3.5.1.07 A Dose ranging study of the efficacy and tolerability of OPC-14597 in
acutely relapsing hospitalized schizophrenic patients. 5 17
( ) —<Clinical study report. Study No. 31-94-202, 19.—
A multicenter, randomized, double-blind, placebo-controlled, 26-week
5.3.5.1-08 study of a fixed dose of aripiprazole in the treatment of stabilized c 18
( ) | patients with chronic schizophrenia.
—<Clinical study report. Study No. CN138-047, 20.—
A multicenter, randomized, double-blind, active-controlled study to
£ 3.5.1.00 compare the long-term maintenance effects and safety of aripiprazole
and haloperidol following acute relapse in schizophrenic patients. 5 18
( ) —<Clinical study report.
Study No. 31-98-217/31-98-304-01, 20.—
A multi-centre, randomised, double-blind, active-controlled study to
5.3.5.1-10 compare the long-term maintenance effects and safety of aripiprazole . 19
( ) | and haloperidol following acute relapse in schizophrenic patients.
—Clinical study report. Study No. 31-97-301, 20
A multicenter, randomized, double-blind, safety and tolerability study
£ 35111 of flexible doses of aripiprazole and olanzapine in the treatment of
( ) patients with acute schizophrenia. 5 19

—Ongoing clinical study report.
Clinical study report. Study No. CN138-002, 20.—
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OPC-14597
OPC-14507 1 4
mg 30mg 1 1 2 8 4
9 g 2
4
5.3.5.2-1 5
21
1JI 1 B i
- 031-93-001 20Jf—
OPC-14597
OPC-14597 1 4
mg 30mg 1 1 2 8 4
5.3.5.2-1a .
5 | 48
( )
031-93-001 20f]
GCP
OPC-14597
OPC-1450710mg 100mg 1 1 4
4 8
5.3.5.2-2 5 | 22
19 t N
— 031-91-003 20fff—
OPC-14597
5352-2a | OPC-145971.0mg 100mg 1 1 4
( ) ) ; 5 | 49
031-91-003 20|
GCP
OPC-14597
OPC-1459710mg 100mg 1 1 2 4
4 8
5.3.5.2-3 5 | 22

19I I ] §

_ 031-91-004 20—
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OPC-14597
5.3.5.2-3a OPC-145971.0mg 100mg 1 1 2 4
( ) ) ) 5 | 49
031-91-004 20}
GCP
OPC-14597
OPC-14597 6 24 mg/ 30 mg/
24 52
5.3.5.2-4 5 | 23
1JI I t N |
— 031-95-004 20—
OPC-14597
OPC-14597 6 24 mg/ 30 mg/
5.3.5.2-4.1 24 52
( ) 5 | 50
031-05-004 20}
OPC-14597
OPC-14597 6 24 mg/ 30 mg/
24 52
5.3.5.2-5 5 | 24
1JI I wllll
— 031-95-005 20—
OPC-14597
OPC-14597 6 24 mg/ 30 mg/
5.3.5.2-5.1 2 >
( ) 5 | 50
031-95-005

20l
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OPC-14597
OPC-14597 6 24 mg/
30 mg/ 24 52
5.3.5.2-6 5 | 25
1JI I mllll
031-95-006 20
OPC-14597
OPC-14597 6 24mg/
30 mg/ 24 52
5.3.5.2-6.1
5 | 50
( )
031-95-006 20f
OPC-14597
OPC-14597 1 4mg 30mg 1 1 2
6 12
5.35.2-7 5 | 26
1JI l t N
031-93-002 20}
OPC-14597
5.3.5.2-7a OPC-14597 1 4mg 30mg 1 1 2
( ) ) 0 5 | 50

031-93-002 20}
GCP
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OPC-14597 24
OPC-14597
1 4mg 30mg 1 1 2 24
OPC-14597
5.35.2-8 5 27
19. B - B
031-94-001 20
5.3.5.4-01 A pilot study to determine the tolerability of aripiprazole doses higher
(5.3.3.2-1 than 30mg administered orally in patients with a diagnosis of c ”7
) schizophrenia or schizoaffective disorder.
( ) —<Clinical study report. Study No. 31-98-202, 20.—
5.3.5.4-02 An open-label, pilot study of the safety and tolerability of aripiprazole
(5.3.3.3-7 administered orally in elderly demented patients with psychosis and . 97
) behavioral disturbances.
( ) —~Clinical study report. Study No. 31-98-203, 20.—
5 3.5.4.03 An open-label comparison of the neurocognitive effects of aripiprazole
to olanzapine administered orally in patients with stable psychosis. 5 27
( ) —<Clinical study report. Study No. 31-98-213, 20.—
A phase Ill, open-label, treatment-switching study from orally
£ 3.5.4-04 administered antipsychotic monotherapy to orally administered
aripiprazole monotherapy in the treatment of chronic schizophrenic | 5 27
( ) and schizoaffective patients.
—<Clinical study report. Study No. 31-98-215, 20.—
£ 3.6.4.05 A pilot study to determine the tolerability of aripiprazole doses higher
than 30mg administered orally in adult patients with a diagnosis of
(5.3.3.2-2 i ) ) o 5 28
schizophrenia or schizoaffective disorder.
) —<Clinical study report. Study No. 31-99-224, 20.—
A multicenter, randomized, double-blind, placebo controlled flexible
5.3.5.4-06 dose study of aripiprazole in the treatment of patients with psychosis . 28
( ) | associated with dementia of the Alzheimer’s type.
—~Clinical study report. Study No. CN138-006, 20.—
A multicenter, randomized, double-blind, placebo controlled study of
5.3.5.4-07 flexible doses of aripiprazole in the treatment of hospitalized patients c 28
( ) | with acute mania.

—Clinical study report. Study No. cN138-009, 20ff}—
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A multicenter, randomized, double-blind, placebo controlled study of
5.3.5.4-08 two fixed doses of aripiprazole in the treatment of hospitalized patients . 29
( ) | with acute mania.
—~Clinical study report. Study No. CN138-007, 20.—
5 3.5.4-09 OPC-14597: An open-label tolerability study in schizophrenic patients.
Ongoing clinical study report. 5 29
( ) —~Clinical study report. Study No. 31-95-201, 20.—
An open-label follow-on study of the long-term safety of aripiprazole
5.3.5.4-10 in patients with psychosis. c 29
( ) | Ongoing clinical study Report.
—~Clinical study report. Study No. 31-97-203, 20.—
An open-label follow-on study of the long-term safety of aripiprazole
5.3.5.4-11 in patients with chronic schizophrenia. g 30
( ) | Ongoing clinical study Report
—<Clinical study report. Study No. 31-97-303, 20.—
An open-label pilot study to determine tolerability of oral aripiprazole
5.3.5.4-12 in patients with first-episode schizophrenia or schizoaffective disorder. c 30
( ) | Ongoing clinical study Report.
Clinical study report. Study No. 31-98-204, 20.—
An open-label follow-on study of the long-term safety of aripiprazole
5.3.5.4-13 in patients with chronic schizophrenia. . 20
( ) | Ongoing clinical study report.
—~Clinical study report. Study No. 31-98-218, 20.—
An open-label follow-on study of the long-term safety of aripiprazole
5.3.5.4-14 administered orally in patients with psychosis. c 30
( ) | Ongoing clinical study report.
—~Clinical study report. Study No. 31-98-220, 20.—
An open-label follow-on study of the long-term safety of aripiprazole
£ 36416 administered orally in patients with psychotic disorder or psychotic
behaviors of dementia. 5 30
( ) Ongoing clinical study report.
—<Clinical study report. Study No. 31-98-222, 20.—
A multicenter, randomized, double-blind, placebo-controlled study of
5 35.4-16 three fixed doses of aripiprazole in the treatment of patients with acute
( ) schizophrenia. 5 30

Ongoing clinical study report — Extension Phase.
—Clinical study report. Study No. CN138-001, 20.—
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A multicenter, double-blind, randomized, comparative study of
£3.64.17 aripiprazole and olanzapine in the treatment of patients with acute
schizophrenia. 5 30
( ) Ongoing clinical study report.
—<Clinical study report. Study No. CN138-003, 20.—
A multicenter, randomized, double-blind, placebo-controlled study of
three fixed doses of aripiprazole in the treatment of institutionalized
5.3.5.4-18 patients with psychosis associated with dementia of the Alzheimer’s g 31
( ) | type.
Ongoing clinical study report.
—<Clinical study report. Study No. CN138-004, 20.—
A multicenter, randomized, double-blind, placebo-controlled,
flexible-dose study of aripiprazole in the treatment of institutionalized
5.3.5.4-19 patients with psychosis associated with dementia of the Alzheimer’s g 31
( ) | type.
Ongoing clinical study report.
—Clinical study report. Study No. CN138-005, 20.—
A multicenter, randomized, double-blind study of aripiprazole and
£ 3.5.4.20 haloperidol in the maintained response to treatment for an acute manic
episode. 5 32
( ) Ongoing clinical study report.
—Clinical study report. Study No. CN138-008, 20.—
A multicenter, randomized, double-blind, placebo controlled study of
£3.54.91 aripiprazole in the maintenance treatment of patients with bipolar
disorder. 5 32
( ) Ongoing clinical study report.
—<Clinical study report. Study No. CN138-010, 20.—
A multicenter, randomized, double-blind study of flexible doses of
5 3.5.4.22 aripiprazole versus perphenazine in the treatment of patients with
treatment-resistant schizophrenia. 5 32
( ) Ongoing clinical study report.
—Clinical study report. Study No. CN138-032, 20.—
A multicenter, open-label, long-term study of the safety, tolerability,
£ 3.5.4.23 and efficacy of aripiprazole in the maintenance treatment of patients
( ) with bipolar disorder. 5 32

Ongoing clinical study report.
—~Clinical study report. Study No. CN138-037, 20.—
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£ 35494 Avripiprazole: Integrated summary of efficacy.
( ) 5 32
Submitted to NDA,
Aripiprazole: Integrated summary of safety.
5.3.5.4-25 33
( ) 5
35
Submitted to FDA ,
Avripiprazole 120-day safety update.
5.3.5.4-26 36
( ) 5
38
Submitted to FDA, 27-Feb-2002.—
Clinical expert report on the documentation for aripiprazole therapy in
the treatment of schizophrenia.
5.3.5.4-27
( ) 5 38
5.3.5.4-28
( ) 5 38
5.3.5.4-29
( ) 5 38
5.3.5.4-30
5 39
( )
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ARIPIPRAZOLE / ORAL TABLETS
>361 Six - Month Periodic Safety Update Report
( ) Period Covered: - 20. to . - 20. > >1
( ) Date: - 20.

ARIPIPRAZOLE / ORAL TABLETS
>36:2 Six - Month Periodic Safety Update Report
( ) Period Covered: - 20. to - 20. > o1
| pae: HEEEE o

ARIPIPRAZOLE / ORAL TABLETS
>:363 Six - Month Periodic Safety Update Report
( ) Period Covered: - 20. to - 20. > o1
( ) Date: - 20.
5364 ARIPIPRAZOLE / TABLET SIX-MONTH PERIODIC SAFETY

UPDATE REPORT
( ) Period Covered: - 20. to - 20. > o1
| pae: N o0

ARIPIPRAZOLE/ORAL TABLETS
>36-5 SIX-MONTH PERIODIC SAFETY UPDATE REPORT
( ) Period Covered: - 20. to - 20. > 52
“ | oae: N oM
5.3.7-1 5 40
5.3.7.1-1 O 5 40
5.3.7.1-1a @
( ) GCP 5 53
5.3.7.1-2 (2 5 40
5.3.7.1-3 @) 5 40
5.3.7.2-1 5 40

)
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5.3.7.2-1a
( ) @ 5 | 53
GCP
5.3.7.2-2 5 40
(2)
5.3.7.2-3 5 40
3)
5.3.7.3-1 5 40
5.3.7.3-1a
( ) 5 53
GCP
5.3.7.3-2 5 40
5.3.7.3-2a
( ) 5 53
GCP
5.3.7.4-1 5 41
5.3.7.4-1a
5 53
( ) GCP
5.3.7.4-2 5 41
5.3.7.4-2a
( ) 5 53
GCP
5.3.7.4-3 5 41
5.3.7.4-4 5 41
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Vol.
5.3.7.4-5 5 41 5
5.3.7.4-5a

5 53 7
( )
GCP

5.3.7.5-1 5 41 6
5.3.7.5-1a
( ) GCP 5 53 8
5.3.7.5-2 5 41 7
5.3.7.5-2a
( ) GCP 5 53 9
5.3.7.5-3 5 41 8
5.3.7.5-3a
( ) GCP 5 53 10
5.3.7.5-4 5 41 9
5.3.7.5-4a
( ) GCP 5 53 11

42
5.4 5

46
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