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略号一覧表 
 

略号又は略称 化学名又は一般名 構造式 由来 

パリペリドン 
パルミチン酸エステル

(9RS)-3-{2-[4-(6-Fluoro-
1,2-benzoisoxazol-3-
yl)piperidin-1-yl]ethyl}-
2-methyl-4-oxo-6,7,8,9-
tetrahydro-4H-pyrido[1,2-
a]pyrimidin-9-yl 
palmitate  

及び鏡像異性体 

主薬 

パリペリドン 

(9RS)-3-{2-[4-(6-Fluoro-
1,2-benzoisoxazol-3-
yl)piperidin-1-yl]ethyl}-
9-hydroxy-2-methyl-
6,7,8,9-tetrahydro-4H-
pyrido[1,2- a]pyrimidin-
4-one 

  

 
及び鏡像異性体 

活性 
本体 

 

 
略号又は略称 名称及び内容 
AIMS 異常不随意運動評価尺度（abnormal involuntary movement scale） 
ANCOVA 共分散分析（analysis of covariance） 

AUC 血漿中濃度－時間曲線下面積（area under the plasma concentration-time 
curve） 

AUC∞ 
0 時間から無限大時間までの血漿中濃度－時間曲線下面積（area under the 
plasma concentration-time curve from time zero to infinite time） 

AUClast 
0 時間から最終定量可能時間までの血漿中濃度－時間曲線下面積（area 
under the plasma concentration-time curve from time zero to the last quantifiable 
time） 

BARS Barnes アカシジア評価尺度（Barnes akathisia rating scale） 
BMI 肥満度指数（body mass index） 
CGI-S 臨床上の医師の印象による重症度（clinical global impression-severity） 
CHMP 欧州医薬品委員会（committee for medicinal products for human use） 
CI 信頼区間（confidential interval） 

CL/F 血管外投与後のみかけの全身クリアランス（apparent total body clearance 
after extravascular administration） 

Cmax 最高血漿中濃度（maximum plasma concentration） 
CPMP 欧州医薬品委員会（committee for proprietary medicinal products） 
C-SSRS コロンビア自殺評価スケール（columbia suicide severity rating scale） 
CYP チトクローム P450（cytochrome P450） 
CV% 変動係数（coefficient of variation） 

DIEPSS 薬原性錐体外路症状の評価尺度（drug-induced extrapyramidal symptoms 
scale） 

DSM-IV-TR 
精神疾患の分類と診断の手引き 第 4 版用修正版 
（diagnostic and statistical manual of mental disorders, fourth edition - text 
revision） 

D2 ドパミン 2 型（dopamine type 2） 
ED50 50%（作用）有効量（50% effective dose） 
EPS 錐体外路症状（extrapyramidal symptom） 
ER 徐放性製剤（extended release） 
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略号又は略称 名称及び内容 
FAS 最大の解析対象集団（full analysis set） 
5-HT2A 5-ヒドロキシトリプタミン 2A 型（5-hydroxytryptamine type 2A） 

ICD-10 
疾病及び関連保健問題の国際統計分類 第 10 版 
（international statistical classification of disease and related health problems - 
10） 

ITT intent to treat 
IR 速放性製剤（immediate release） 
LAI 持効性注射剤（long acting injection） 
LOCF last observation carried forward 
MedDRA 医薬品規制用語集（medical dictionary for regulatory activities） 
OC observed case 
PALI palm パリペリドンパルミチン酸エステル（paliperidone palmitate） 
PET Positron Emission Tomography 
PANSS 陽性・陰性症状評価尺度（positive and negative syndrome scale） 
PD 薬力学（pharmacodynamics） 
PK 薬物動態（pharmacokinetics） 
POP-PK 母集団薬物動態（population pharmacokinetic(s)） 
PPS per protocol set 

PSP 個人的及び社会的パフォーマンス尺度（personal and social performance 
scale） 

PSUR 安全性定期報告（periodic safety update report） 
PT 基本語（preferred term） 
QTc 補正 QT（corrected QT）  
SAS Simpson Angus EPS 評価尺度（Simpson Angus scale） 
SCI-PANSS 構造化 PANSS （structured clinical interview for PANSS） 
SDA セロトニン・ドパミンアンタゴニスト（serotonin-dopamine antagonist） 
SOC 器官別大分類（system organ class） 
t1/2 消失半減期（elimination half-life） 
TEAE treatment emergent adverse event 
tmax 最高血漿中濃度到達時間（time to reach the maximum plasma concentration）
VAS 視覚的評価スケール（visual analogue scale） 
WHO 世界保健機関（world health organization） 
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2.5.1  

2.5.1.1  

PALI palm

2A 5-

2A 5-HT2A 2 D2

SDA PALI palm

LAI

 

PALI palm LAI

150 mg eq. 1

100 mg eq.

PALI palm

mg eq.  

 

2.5.1.2  

2.5.1.2.1  

0.45%

10 15 1

morbidity risk
2 2008

1 25.3 18.7 6.6

79.5 3  

,

1

1

4 DSM-

IV-TR WHO 10 ICD-10 4

DSM-IV-TR 2

1 6

ICD-10  
5
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6 , 7  

 

2.5.1.2.2  

8  

5 9

1 7 33%

29 55% 10

55%
11 12

53

13 2010

1000 68 4.9

44 14  

 

LAI
15

16 LAI 
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LAI

LAI
17 LAI 2009

605.1 212.7 85.4

50 385.3 244.6 87.4 104 18 10.5 6.9 95.8 118 19 26 86.2

58 20

LAI 20 LAI 26 

+

58

76 86

 
21 LAI 

 

PALI palm LAI 1 LAI

150 mg eq. 1 2 100 mg eq. PALI palm

mg eq.

PALI palm LAI PALI palm LAI

LAI

 

 

2.5.1.3  

 2.5.1-1

PALM- R092670-  

5 

PALI palm

III  PALI palm

POP-PK

150 mg eq.

1 PSY-3007 PSY-3007

150 mg eq. 1 100 mg eq.
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JPN-5 1 

2012 9 Day 176 Week 25

Day 176 Week 25

2012 11

 

M1.5 1.5-3  
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I  

    

 JPN-1 5.3.3.2.1  
/ 26  

BEL-4 5.3.3.2.4  
54  

  BEL-7 5.3.3.2.5  
60  

  INT-11 5.3.1.2.2  
60  

  INT-12 5.3.3.2.6  
48  

  USA-3 5.3.3.2.7  
83  

  PSY-1001 5.3.3.2.9  
49  

  PSY-1002 5.3.1.2.1  
143  

  PSY-1004 5.3.3.2.8  
201   JPN-2 5.3.3.2.2  

/  
56  

JPN-3 5.3.3.2.3
/

76  

   

II  
   
   
  SCH-201 5.3.5.1.2  

266  

III  

  
    

 JPN-4 * 5.3.5.1.1 / /  
323  

    

 JPN-5 * 5.3.5.2.1 5.3.5.2.3  
201  

PSY-3003 5.3.5.1.3  
387  

  PSY-3004 5.3.5.1.4  
518  

  PSY-3007 * 5.3.5.1.5  
652  

    

  PSY-3006 * 5.3.5.1.8  
1214  

  PSY-3008 * 5.3.5.1.9  
452  

  PSY-3002 5.3.5.1.7  
749  

    

  
PSY-3001 5.3.5.1.6  

849  
408  

  PSY-1008 * 5.3.3.2.10  
/ 212  

    

  PSY-3005 5.3.5.2.2  
249

    
 

 
*   

 2.5.1-1 PALI palm  
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PALI palm

PALI palm

PK PD

M1.13

Rationale and Justification for Dosing 

Recommendations for Paliperidone Palmitate M5.3.5.3.1 POP-

PK M5.3.3.5.1  

 

2.5.1.3.1  

PALI Palm

JPN-1 PALI palm 25 50 150 mg eq.

JPN-02 PALI palm 50 100

150 mg eq. 150 mg eq. 50 mg eq. 4 Day 1, 

8, 36 64

4 Day 64

I I/II PALI palm

JPN-2

PANSS PALI 

palm PANSS 

POP-PK JPN-1 JPN-2

90%

PALI palm

POP-PK

PALI palm

JPN-3  
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JPN-4

PALI palm  150 mg eq. 1 

100 mg eq. 4 5 9 75 mg eq.

PANSS PALI palm

PALI palm  

JPN-5 JPN-4 PALI palm 

150 mg eq. 1 100 mg eq. 4 25 50

75 100 150 mg eq. 11 

PALI palm

 

 

2.5.1.3.2  

I 1 

PALI palm BEL-1 BEL-

2 BEL-4 PALI palm

 

PALI palm

BEL-7 2 1 1 2

2

 

USA-3 PSY-1001 PSY-

1004 PALI palm

 

PALI palm BMI

I/II III

POP-PK  

 

2.5.1.3.3  

II III PALI 

palm 3 SCH-201 PSY-3003

PSY-3004 1 PSY-3001

PALI palm LAI PSY-

3002 PALI palm  
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3 SCH-201 PSY-3003 PSY-3004

PALI palm 25 mg eq. 100 mg eq. PANSS

PALI palm  

PSY-3001 PALI palm 25 100 mg eq.

PALI 

palm

PSY-3002 PALI palm LAI

I 3 PSY-1004 PSY-1001

USA-3 III

PSY-3005 PALI palm

POP PK

Day 1 Day 8 100 mg eq.

PSY-3005

POP-PK

3

 

LAI BMI

BMI 

PSY-3001 PALI palm 33

BMI BMI

 

PALI palm

1

USA-3 1 1

PSY-1004 PSY-1001

USA-3 Cmax PSY-1004

PSY-1001 Cmax

 

POP-PK

90 kg POP-PK BMI 30 kg/m2 1 1½

Cmax,ss 1½

 

90 kg 1
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2 III PSY-3003 PSY-

3004 1 II/III SCH-201 Day 1 8 36

64 PALI palm

PANSS PALI palm 25 mg eq. 50 mg eq. PSY-3003 100 

mg eq. PALI palm 25 100 mg eq.

PALI palm 100 mg eq.

PSY-3003 150 mg eq.

III

PSY-3001 PALI palm 25 100 mg PALI 

palm PALI palm 100 mg  

2007 10

1 100 mg eq.

4 25 mg eq. 100 mg eq.

FDA

PSY-3007 Day 1 150 mg eq. Day 8

25 100 150 mg eq. 1

2 150 mg eq. I PK

PSY-1008 FDA

PSY-3007

PANSS PALI palm 3 

/

7.5 ng/mL

Day 1 150 mg eq. Day 8 100 mg eq.

FDA

150 mg eq. 1 100 mg 

eq. 4 75 mg eq.

3 25 mg eq. 150 mg eq. 2009 7

FDA  

FDA LAI

LAI PSY-3006 PSY-3008 150 

mg eq. 1 I PK PSY-1008

FDA

2011 3 EMA  

 

2.5.1.4  

1998 CPMP CHMP
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CPMP199822 CPMP200323

American Psychiatric Association

APA 2004 5 Davis 2003  6 II III

 

PALI palm

LAI

LAI

2 PALI palm

 

PALI palm

DSM-IV-TR DSM-IV  

PANSS(Positive and negative syndrome scale)

III

PANSS 60 70 120  

PSY-3001 

PANSS 120 PSY-1008

PSY-3005 PANSS 70  

PALI palm PANSS

PANSS

PANSS 

7 

24 , 25  

12 EPS

EPS

DIEPSS AIMS

BARS Barnes SAS Simpson Angus EPS

 

JPN-4 JPN-5 C-SSRS

 

PALI palm

 

 

2.5.1.4.1  

 2.5.1 -1  
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 2.5.1 -1  

   
20  

 
 

 
 

 

 

 

 
20  

   

 
 

 
 

 
 

 

20

1

20

 

  

 

 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
3e

56
a5

 \ 
2.

4 
\ 2

01
3-

05
-0

9 
18

:2
0 



  2.5  
   
   

   
 16  

 

1  Tandon R, Keshavan MS, Nasrallah HA. Schizophrenia, “Just the Facts” What we know in 2008. 2. 

Epidemiology and etiology, Schizophr Res 2008;102:1-18. 

2  Saha S, Chant D, Welham J, McGrath J. A systematic review of the prevalence of schizophrenia. 

PLoS Med 2005;2(e141):413-33. 

3  : 

. Available from: http://www.mhlw.go.jp/kokoro/speciality/detail_into.html 

4  World Health Organization. The ICD-10 Classification of Mental and Behavioural Disorders. 

Diagnostic Criteria for Research. Geneva, Switzerland: World Health Organization, 1993. 

5  Lehman AF, Lieberman JA, Dixon LB, McGlashan TH, Miller AL, Perkins DO, Kreyenbuhl J. 

Practice guideline for the treatment of patients with schizophrenia, second edition. Available from: 

http://psychiatryonline.org/data/Books/prac/Schizophrenia2e_Inactivated_04-16-09.pdf 

6  Davis JM, Chen N, Glick ID. A meta-analysis of the efficacy of second-generation antipsychotics. 

Arch Gen Psychiatry 2003;60:553-64. 

7  Ascher-Svanum H, Kennedy JS, Lee D, Haberman M. The rate, pattern and cost of use of 

antiparkinsonian agents among patients treated for schizophrenia in a managed care setting. Am J 

Manag Care 2004;10:20-4. 

8  Velligan DI, Weiden PJ,Sajatovic M, Scott J, Carpenter D, Ross R, Docherty JP. The expert 

consensus guideline series: adherence problems in patients with serious and persistent mental 

illness. J Clin Psychiatry. 2009;70(Suppl 4):1-46. 

9  Robinson D, Woener MG, Alvir JMJ, Bilder R, Goldman R, Geisler S, et al. Predictors of relapse 

following response from a first episode of schizophrenia or schizoaffective disorder. Arch Gen 

Psychiatry 1999;56:241-7. 

10  Kane JM. Schizophrenia. N Engl J Med. 1996;334(1):34-41. 

11  Fenton WS, Blyler CR, Heinssen RK. Determinants of medication compliance in schizophrenia; 

empirical and clinical findings. Schizophr Bull. 1997;23:637-51. 

12  , . . 

. 2001;4(3):361-7. 

13  , , , ; . 

. . 2012;15(5):785-96. 

14   . . 1 . : 

 ; 2011: 33-47. 

15  McEvoy JP. Risks versus benefits of different types of long-acting injectable antipsychotics. J Clin 

Psychiatry 2006;67(suppl 5):15-8. 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
3e

56
a5

 \ 
2.

4 
\ 2

01
3-

05
-0

9 
18

:2
0 



  2.5  
   
   

   
 17  

16  Schooler NR. Relapse and rehospitalization: comparing oral and depot antipsychotics. J Clin 

Psychiatry 2003;64(suppl 16):14-7. 

17  Möller HJ. Long-acting injectable risperidone for the treatment of schizophrenia. Clinical 

perspectives. Drugs 2007;67(11):1541-66. 

18  , . RLAI

. . 2012;15(1):135-45. 

19  , , . risperidone

. . 2012;15(5):767-73. 

20  , , , , , . 

. . 2010;15(5):529-37. 

21  , . 

. . 2009;12:1635-44. 

22  Committee for Proprietary Medicinal Products (CPMP): Note of guidance on the clinical 

investigation of medicinal products in the treatment of schizophrenia. European Agency for the 

Evaluation of Medicinal Products, February 1998. 

23  Committee for Proprietary Medicinal Products (CPMP): Appendix to the note for guidance on the 

clinical investigation of medicinal products in the treatment of schizophrenia: Methodology of 

clinical trials concerning the development of depot preparations of approved medicinal products in 

schizophrenia. European Agency for the Evaluation of Medicinal Products (CPMP/EWP/49/01), 

February 2003 

24  Bell M, Milstein R, Beam-Goulet J, Lysaker P, Cicchetti D. The Positive and Negative Syndrome 

Scale and the Brief Psychiatric Rating Scale. Reliability, comparability, and predictive validity. J 

Nerv Ment Dis 1992;180:723-8. 

25  Lindstrom E, Wieselgren IM, von Knorring L. Interrater reliability of the Structured Clinical 

Interview for the Positive and Negative Syndrome Scale for schizophrenia. Acta Psychiatr Scand 

1994;89:192-5. 

 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
3e

56
a5

 \ 
2.

4 
\ 2

01
3-

05
-0

9 
18

:2
0 



  2.5  
   
   

   
 18  

 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
3e

56
a5

 \ 
2.

4 
\ 2

01
3-

05
-0

9 
18

:2
0 



  2.5  
   
   

   
 19  

2.5.2  
1 1

 

1 1

I

F001 F002 F004

BEL-1 1 BEL-2 1 BEL-4

2.3.P.2.2.1

F004

F011

INT-11 2.7.1.2.1(2)  

F011 F013 2.3.P.2.2.1(2)

III PSY-3001 PSY-3002 PSY-3004 F011 F013

F011 F013

PSY-1002 2.7.1.2.1(1)

POP-PK

F011 F013

2.7.2.2.4  

I I/II JPN-1 JPN-2 JPN-3

III JPN-4 JPN-5 F013

F013  

 

2  2.5.2-1  

 

 

 

 

 

 

                                                        
1 F001 BEL-1 F002 BEL-2  
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 2.5.2-1  

 
 

  
 

R092670-
PSY-1002

IR  
F011

 
4 F013

 

4 F013 50 mg eq.
 

· F013   
 

 
F013 F011

 
IR F013

F011  

5.3.1.2.1

R092670-
INT-11 

F004  
F011  

F004 F011 50 150 mg eq.

 

5.3.1.2.2

 

2.5.2.1  

(1) IR  

F011 F013 50 mg eq. IR 

1 mg

PSY-1002  

F011 F013 AUC 114%

126% 2.7.1.2.1(1)  

 

(2)  

1) F004 III F011  

F004 III F011 50

150 mg eq. 4 4 Day 1, 29, 57 85

INT-11  

F004 F011

2.7.1.2.1(2)  

 

2) III F011 F013  

F011 F013 50 mg eq.

PSY-1002  

Cmax AUC 93.7 105% AUC : 

105.16% AUClast: 93.70% Cmax: 102.77% F013 III

F011 2.7.1.2.1(1) POP-

PK F011 F013

2.7.2.2.4  
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2.5.2.2  

 m

4 F013

PSY-1002  

tmax

Cmax 2.7.1.2.1(1)

 

 

2.5.2.3  

F013 F011 F004

Cmax AUC CV%

×100 (%)  

F013

Cmax AUC CV% 39.3 83.6% 19.3 51.8% F013

Cmax AUC CV%

37.0 80.0% 33.2 79.3% F013

F013 F011 F004 POP-PK

CL/F V/F

KA 0 F2 CL/F V/F KA

F2 40% 69% 59% 0.064(SD)

2.7.2.2.4  

1 ER  

 

2.5.2.4  

 

50 mg eq. F011 F013 IR 1 mg

IR 100%

 

F004 III F011

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
3a

32
03

 \ 
1.

24
 \ 

20
12

-0
9-

05
 1

7:
45

 



  2.5  
   
   

   
 22  

F011 F013

 

F004 F011 F013

 

 

F004 F011 F013

F004

F011 F013
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1  Zuidema J, Kadir F, Titulaer HAC, Oussoren C. Release and absorption rates of intramuscularly 

and subcutaneously injected pharmaceuticals (II). Int J Pharm. 1994;105:189-207. 
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2.5.3  

I I/II 3

JPN-1 JPN-2 JPN-3

III JPN-4 III JPN-5

I 9 BEL-4

BEL-7 INT-11 INT-12 USA-3 PSY-1001 PSY-1002 PSY-

1004 PSY-1008 II/III 1 SCH-201 III 6

PSY-3002 PSY-3003 PSY-3004 PSY-3005 PSY-3006 PSY-

3007  2.5.3-1  

ER

1.13 2.7.2.3(4)1)a)

 

 
 2.5.3-1  

  [ ] 
 

  a) 
 I I/II  PALM-JPN-1 [5.3.3.2.1] PALM-JPN-2 [5.3.3.2.2] PALM-JPN-3 [5.3.3.2.3] 
 III  PALM-JPN-4 c) [5.3.5.1.1] PALM-JPN-5 [5.3.5.2.3] 
  b) 

 

I  R092670-BEL-4 [5.3.3.2.4] R092670-BEL-7 [5.3.3.2.5]  
R092670-INT-11 [5.3.1.2.2] R092670-INT-12 [5.3.3.2.6]  
R092670-USA-3 [5.3.3.2.7] R092670-PSY-1004 [5.3.3.2.8]  
R092670-PSY-1001 [5.3.3.2.9] R092670-PSY-1002 [5.3.1.2.1]  
R092670-PSY-1008 [5.3.3.2.10] 

 II/III  R092670-SCH-201 [5.3.5.1.2] 

 
III  R092670-PSY-3003 [5.3.5.1.3] R092670-PSY-3004 [5.3.5.1.4]  

R092670-PSY-3005 [5.3.5.2.2] R092670-PSY-3002 [5.3.5.1.7]  
R092670-PSY-3007 [5.3.5.1.5] R092670-PSY-3006 [5.3.5.1.8] 

ER IR b) [1.13] 
 I  R076477-P01-1005 d) R076477-P01-103 f) R076477-P01-1007 f) 
 I  R076477-SCH-1008 f) R076477-REI-1001 PALIOROS-SCH-1011 

 
I  R076477-P01-1004 R076477-SCH-1016 R076477-BIM-1001  

R076477-BIM-1003 R076477-BIM-1004 
  PET  JNS007ER-JPN-S21 e) R076477-SWE-1 f) R076477-SIV-101 
 QT/QTc  R076477-SCH-1009 f) R076477-SCH-1014 
a): b): c): JPN-4 III d): 

e): f): IR  
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I 6 INT-11 INT-12 USA-3

PSY-1001 PSY-1002 PSY-1004 II/III 1 SCH-201

III 4 PSY-3003 PSY-3004 PSY-3005 PSY-3002

18,530 /1795

NONMEM POP-PK

POP-PK

PSY-3006 PSY-3007 PSY-1008

POP-PK

POP-PK

JPN-1 JPN-2 JPN-3

90%

 

POP-PK

PSY-3007 PSY-3006 JPN-4 JPN-5

 
 

2.5.3.1  

2.5.3.1.1  

25 50 150 mg eq.

11 18 tmax Cmax

Cmax AUC JPN-1  

25 50 100 150 mg eq.

12 17 Cmax

Cmax

AUC

AUC Cmax 50 mg eq.

PSY-1004  

F011 F013 50 mg eq.

IR 1 mg

100% 114% 126% PSY-1002 2.7.1.2.1(1)  

 

2.5.3.1.2  
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POP-PK 391 L

 

R078543(+) 79.8% 82.7% R078544(-) 61.8 65.8% PSY-1004

in vitro R078543(+) 81.6% R078544(-) 63.2%

R076477-P01-1007 1.13 2.7.2.2(2)2)b)

 

R078543(+) R078544(-)

AUC R078543(+)/R078544(-) 1.5 1.8

1.13 2.7.2.3(3)1)  

 

2.5.3.1.3  

(1)  

In vitro

P450 CYP

 

 

 

(2)  

1.13 2.7.2.2(2)2)a)

 

25 50 150 mg eq.

t1/2 30.2 45.2 JPN-1

25 50 100 150 mg eq.

t1/2

25 mg eq. 24.9 25.1 100 150 mg eq. 40.0 49.1

CL/F 4.37~5.36 L/h PSY-1004 POP-PK CL/F

4.95 L/h

4.99 L/h 1.13 2.7.2.2(2)2)b)  
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2.5.3.1.4  

Cmax

Cmax,ss/Cmax t1/2

AUC AUC ,ss/AUC 1

 

 

2.5.3.1.5  

POP-PK

POP-PK  2.5.3-1 0

 (ALAG1) 1-

 

 

 
 2.5.3-1 POP-PK  

ALAG1 = 1 CL =  (CL/F) Cp =  
D2 = 0 F2 = 0  
IM = KA = V = (V/F) 

 

CL/F

V/F BMI

KA 0

F2 BMI

 

 

2.5.3.1.6  

POP-PK

BMI  

(1)  

I/II JPN-3 III JPN-4 JPN-5

I PSY-1004 USA-3 PSY-1001 III
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PSY-3005

2.7.2.3.2(1)

2  (Day 8) Cmax

AUC  

POP-PK 0

F2 KA

F2 37%

 

 

1 , 2

/
3

 

 

(2)  

1 1½ USA-3

1½

2.7.2.3.2(2)

1½

Cmax

1 1 PSY-

1004 PSY-1001

AUC tmax  

POP-PK POP-PK

90 kg POP-PK BMI 30 kg/m2

1 1½

Cmax,ss 1½  

 

/

BMI

/ 1½ 1
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(3) BMI 1 

1)  

II/III SCH-201 III PSY-3003 PSY-3004

BMI 3  

(Day 36) BMI 25 kg/m2

BMI 25 kg/m2 3

BMI  

50 mg

BMI JPN-2 4

25 kg/m2 25 kg/m2

BMI

4 BMI

Cmax AUC BMI  

 

2)  

1 2 Day 1 Day 1 Day 8

90 kg 1½ /22G 90 kg 1 /23G

PSY-3007 PSY-1008 BMI

Day 8 15

 25 kg/m2 25 kg/m2

BMI  

50 mg

BMI JPN-3

25 kg/m2 30 kg/m2 25 kg/m2

BMI  

POP-PK

Day 1 150 mg eq. Day 8 100 mg eq.

III JPN-4 JPN-5

III PSY-3006 BMI

JPN-4 JPN-5 30 kg/m2

25 kg/m2 25 kg/m2 30 kg/m2

30 kg/m2 30 kg/m2

25 kg/m2 25 kg/m2 30 kg/m2

                                                        
1 BMI BMI 2 25 kg/m2 25 kg/m2 3

25 kg/m2 25 kg/m2 30 kg/m2 30 kg/m2  
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PSY-3006 Day 4

BMI  

 

2.5.3.1.7  

(1) /  

POP-PK

ER

1.13 

2.7.2.3(4)1)a)  

1)  

25 50 150 mg eq. JPN-1

PSY-1004 100 mg eq.

JPN-2 PSY-1001

 

JPN-3 JPN-4 JPN-5 PSY-3005 PSY-3006

PSY-3007 PSY-1008

JPN-4  2.5.3-2  

 

2)  

JPN-1 JPN-2

Cmax AUC INT-12 PSY-

1002 PSY-1004 INT-11 PSY-1001 SCH-201 USA-3

 

 

3) POP-PK  

POP-PK

 

POP-PK JPN-1 JPN-2 JPN-3 JPN-4

JPN-5

90%
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JPN-4  2.5.3-2

POP-PK

POP-PK

 

 
JPN-4 External Validation report Figure 4 

 2.5.3-2 POP-PK  

JPN-4  
POP-PK -  ( )  

POP-PK 1000
590  (50th percentiles) 90%  (5th 95th percentiles) 

; ; ;  

 

(2)  

ER R076477-REI-1001

 

CLCR

 

TAIWANESE 
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POP-PK CLCR

POP-PK

CLCR 50 80 mL/min 75 mg eq.

CLCR 80 mL/min 100 mg eq.

 

ER

R076477-REI-1001 1.13 2.7.2.2(4)2)  

 

(3)  

POP-PK

ALT

 

IR 1 mg

R076477-SCH-1008 1.13 2.7.2.2(4)1)  

 

(4)  

65

I

Cmax AUC

POP-PK KA

 

 

2.5.3.1.8  

(1)  

 

1) POP-PK  

POP-PK

POP-PK 10%

 

 

2)  
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a)  

CYP3A4 p- P-gp

400 mg/ ER 6 mg/ 21

Cmax,ss AUC 37.5% 36.6%  

P-gp

P-gp  

 

b)  

CYP2D6 20 mg/

ER 3 mg AUC 16.48%

CYP2D6

 

 

c)  

500 2000 mg/ ER

12 mg  

1000 mg/

ER 12 mg Cmax AUC 51.5%

51.8%

 

 

d)  

30

400 mg/ ER 6 mg

 

 

2.5.3.2  

PET QT/QTc thorough QT/QTc  

(1) D2 PET   1.13 2.7.2.3(5)1)a)  

PET

D2 2 R076477-SWE-1 R076477-

SIV-101 D2 KD
app 4.9 ng/mL

KD
app Emax D2 70 80%

11.4 19.6 ng/mL ER 4.5 9 mg

7.5 ng/mL

D2 60% 2.5.3.4  
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ER II JNS007ER-JPN-S21

PET ED50 6.65 ng/mL

D2 60 70 80% 9.98 15.5

26.6 ng/mL ER 3.57 5.55 9.52 mg  

D2

70 80%  

 

(2) QT/QTc   1.13 2.7.2.3(5)2)c)  

QT/QTc QT/QTc

R076477-SCH-1009 R076477-SCH-1014

 

IR 90% 

 (CI) 3.66 7.25 ms 90% CI 10.0 ms

IR 8 mg QTcLD

QTcLD

IR 4 8 mg

QTcLD QTcLD

R076477-SCH-1009  

ER 12 mg 1 1 QTcLD

400 mg 1 2 QTcLD R076477-SCH-

1014 ER 12 18 mg

QTcLD

ER 12 mg Cmax 34.6 ng/mL 50%

54.0 ng/mL  

IR 8 mg Cmax

113 ng/mL 150 mg eq. Cmax

56.5 ng/mL PSY-1008 2 JPN-4 JPN-5

113 ng/mL 201

135 ng/mL QTc 2.7.4.2.1.5(1)2)

QT/QTc  

 

2.5.3.3  

III PSY-3003 PSY-3004

Day 64 Day 92

PANSS PANSS
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2.5.3.4  5.3.5.3.1  

I BEL-7

1

2 Day 1 Day 8 1 1 Day 36  

BMI POP-PK

2.7.2.3.7  

1 Day 8

ER 6 mg 1 1

7.5 ng/mL Day 8 Day 36

ER6 mg 1 1

3.5 50 ng/mL

ER 6 mg

 

150 mg eq. 1 2 100 mg eq.

1 75 mg eq.  

2.5.3-3 25 150 mg eq.

ER 2 12 mg

25 mg eq.

150 mg eq.  2.5.3-4

90 kg 1½ /22G 90 kg 1 /23G

BMI

 

 
Rationale and Justification for Dosing Recommendations Figure 44 

 2.5.3-3 PK ER  
ER POP-PK  

Day 1 150 mg eq. Day 8 100 mg eq. 4 75 mg eq.  
ER 6 mg 1 1  

90%  
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Rationale and Justification for Dosing Recommendations Figure 41 

 2.5.3-4 PK ER   
[A]  ER 2 mg vs. 25 mg eq. Day 1/8

4  
[B]  ER 6 mg vs. 75 mg eq.

Day 1/8 4  
[C]  ER 12 mg vs. 150 mg eq. Day 1/8

4  
75 mg 90%  

 

2.5.3.5  

(1)  

11 18 Cmax 25 50 t1/2

25

150 mg eq. AUC Cmax 50 mg eq.

IR

IR F011 F013

100% 114% 126%  

1 2 Day 1 Day 8 4
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POP-PK

 

POP-PK

ER

 

POP-PK IR

 

POP-PK KA

 

 

POP-PK

CYP3A4 P-gp ER

Cmax,ss AUC 37.5% 36.6%

 

 

(2)  

D2 PET

D2 70 80% 11.4

19.6 ng/mL 7.5 ng/mL

D2 60%  

QT/QTc

QT/QTc
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1  Cockshott WP, Thompson GT, Howlett LJ, Seeley ET. Intramuscular or intralipomatous 

injections?. N Engl J Med. 1982;307:356-8. 

2  Haramati N, Lorans R, Lutwin M, Kaleya RN. Injection granulomas. Intramuscle or intrafat?. Arch 

Fam Med. 1994;3:146-8. 

3  Cohen LS, Rosenthal JE, Horner DW Jr, Atkins JM, Matthews OA, Sarnoff SJ. Plasma levels of 

lidocaine after intramuscular administration. Am J Cardiol. 1972;29:520-3. 
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2.5.4  
PALI palm III

JPN-4 III JPN-5 I/II

JPN-2 JPN-3 II/III III  

 2.5.4-1  

JPN-4 JPN-5

 

 
 2.5.4-1  

   
 

 
4  

 

III 1  
 

JPN-4 

III 1  
 

JPN-5 

 I/II 2  
 

JPN-2 JPN-3 

 
10  

 

II/III III  
4 * 

SCH-201 PSY-3003 PSY-3004  
PSY-3007*** 

2  PSY-3001  
PSY-1008 I *** 

 III 3 ** PSY-3002  
PSY-3006*** PSY-3008*** 

 III 1  PSY-3005  
 

*     II/III III SCH-201 II/III III  
**   III  
***  

 

JPN-4 JPN-5 2.5.4.1 2.5.4.2

2.5.4.3  

I/II JPN-2 JPN-3

III PSY-3005 2.7.6 

 

 

2.5.4.1 III JPN-4 JPN-5
 

2.5.4.1.1  

JPN-4 JPN-5 1 DSM-IV-TR

20 PANSS

60 120 PANSS

PALI palm  
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JPN-4 PANSS PALI palm 85.7

83.5 PALI palm 34.0% 34.1% clinical global impression

severity CGI-S

SD 17.54 12.923

48.3% 22.0%

29.7% 57.0% 44.8

65 6.8% BMI 25 kg/m2 64.7%

25 kg/m2 30 kg/m2 26.6% 30 kg/m2 8.7%  

JPN-5 PANSS 81.1

65.2% CGI-S SD 17.25 12.286

51.5% 45.4 65 7.6%

BMI 25 kg/m2 55.1% 25 kg/m2 30 kg/m2 31.8%

30 kg/m2 13.1%  

JPN-4 JPN-5

PALI palm
1  

 

2.5.4.1.2  

JPN-4 JPN-5  2.5.4-2  

 
 2.5.4-2 III JPN-4 JPN-5  

 
 

 
 

 

 
(PALI palm mg.eq.) 

 
 

 

JPN-4 
III  
 

 
 

 

 
 

 

Day 1 PALI palm 150 1
Day 8 PALI palm 100

5 Day 36 9
Day 64 PALI palm 75

 

13  323  
PALI palm 159  

164  

JPN-5 
III  
 

 
 

 
 

 

Day 1 PALI palm 150 1 Day 8
PALI palm 100 4

11 PALI palm 25 50 75 100
150  

49  198  
 

 JPN-4 JPN-5  

 

2.5.4.1.2.1  

JPN-4 PALI palm

JPN-5 PALI palm
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JPN-4 JPN-5

2.5.1.3.1 JPN-4 Day 1 PALI  palm 150 mg eq.

1 Day 8 PALI  palm 100 mg eq. 5

Day 36 9 Day 64 PALI palm 75 mg eq.

JPN-5 Day 1 Day 8 JPN-4

PALI palm 4 PALI palm 25

50 75 100 150 mg eq.  

90 kg 1½ 22G

90 kg 1 23G 1½

22G  

JPN-4 PALI palm 13

JPN-5

49  

 

2.5.4.1.2.2  

JPN-4 JPN-5 PANSS CGI-S

 

PANSS

7

2.5.1.4 Marder PANSS

5
2 SCI-

PANSS 3 PANSS

 

CGI-S 4 PALI palm III

CGI-S 1 7 7 JPN-4 JPN-5

CGI-S PANSS CGI-S  

 

2.5.4.1.2.3  

JPN-4 JPN-5

JPN-4 JPN-5
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2.5.4.1.2.4  

JPN-4 PANSS

last observation carried forward LOCF

PANSS 

ANCOVA 5%

JPN-4

 

JPN-5 PANSS

 

 

 

2.5.4.1.3 JPN-4 JPN-5  

2.5.4.1.3.1 JPN-4  

(1) PANSS  

LOCF PANSS  2.5.4-3  

PANSS SD PALI palm   

-3.1 20.32  6.9 19.13 PALI palm PANSS 

95%CI

-9.7 -14.0 ;  -5.4 p<0.0001  

 
 2.5.4-3 PANSS  

JPN-4 FAS-LOCF  
  PALI palm 

   
N 164 159 

 (SD) 83.5 (15.18) 85.7 (14.57) 
 ( ) 82.0 (61; 119) 83.0 (63; 129) 

  
   

N 164 158 
 (SD) 90.3 (22.35) 82.4 (23.52) 
 ( ) 89.0 (37; 162) 83.0 (31; 149) 

  
   

N 164 158 
 (SD) 6.9 (19.13) -3.1 (20.32) 
 ( ) 5.5 (-47; 63) -5.0 (-56; 54) 

  
 (SE)  -9.7 (2.19) 

95%CI  [-14.0; -5.4] 
p   <0.0001 

p PALI palm ANCOVA  
5.3.5.1.1 PALM-JPN-4 Table 19 

 

PALI palm JPN-4 
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(2)  

1) CGI-S  

CGI-S LOCF

PALI palm 0.0 -3 3 CGI-S

PALI palm CGI-S

p<0.0001  

 

2)  

PANSS 30% 30%

LOCF 30%

8.5% PALI palm 22.8% Cochran 

Mantel Haenszel p=0.0005  

 

3)  

PANSS LOCF  2.5.4-1  

PANSS PALI palm

Day 4 PALI palm

PALI palm PALI palm

Day 22
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5.3.5.1.1 PALM-JPN-4 Figure 7 

 
 2.5.4-1 PANSS JPN-4 FAS-LOCF  

 

4) Marder PANSS  

Marder 5 PANSS PALI palm

ANCOVA p 0.0025  

 

(3)  

PANSS

PANSS 60 80 80 100

100 1 BMI

25 kg/m2 25 kg/m2 30 kg/m2 30 kg/m2  

BMI 30 kg/m2 PALI palm

PANSS PALI palm

25 kg/m2 -10.2 25 kg/m2 30 kg/m2 -11.1 30 kg/m2 0.6 30 kg/m2

14

PALI palm

BMI p=0.4352  

 

±S
E

 

 
 

PALI palm   

Day 15-LOCF 
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65 PANSS

100 5 20 1

4 mg 6 mg

PALI  palm

PALI  palm PANSS

PALI  palm

 

 

2.5.4.1.3.2 JPN-5  

JPN-5 119 180

FAS 198  

 

(1) PANSS  

PANSS LOCF  2.5.4-2

observed case OC  2.5.4-3  

PANSS SD 81.1 13.89 PANSS

LOCF Day 92 PANSS

LOCF SD -3.6 16.26 OC

PANSS Day 344

SD -10.7 12.37
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5.3.5.2.3 PALM-JPN-5 Figure 4 

 

 2.5.4-2 PANSS JPN-5

 FAS-LOCF  

 
 

5.3.5.2.3 PALM-JPN-5 Figure 5 
 

 2.5.4-3 PANSS JPN-5

 FAS-OC  

(±
SE

) 

 

) 

 

(±
SE

) 
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(2) PANSS  

JPN-5 3 Day36 PALI palm 25

50 75 100 150 mg eq. 

Day 36 Day 316  

25 mg eq. 6 50 mg eq. 12 75 mg eq. 59 100 mg eq.

41 150 mg eq. 32 75 mg eq.  

Day 344 PANSS

 2.5.4-4 PANSS LOCF

Day 344 OC  

 
 2.5.4-4 Day 344

PANSS JPN-5 FAS  
    PANSS    

(mg eq.)  N  SD    

25  6 76.0 12.17 74.5 61 95 

 6 66.8 5.04 66.5 61 76 

  6 -9.2 10.78 -7.0 -29 0 

Day 344 OC 5 66.8 5.63 66.0 61 76 

 5 -11.0 10.95 -8.0 -29 0 

50  12 79.3 11.82 75.0 67 100 

 12 72.1 19.22 67.0 45 111 

  12 -7.2 12.16 -4.0 -32 14 

Day 344 OC 9 75.1 21.60 71.0 45 111 

 9 -7.0 14.15 -2.0 -32 14 

75  59 80.6 12.99 78.0 61 116 

 59 72.1 17.37 70.0 35 129 

  59 -8.6 15.78 -8.0 -69 55 

Day 344 OC 49 69.4 15.17 69.0 35 98 

 49 -11.1 13.26 -8.0 -69 8 

100  41 83.6 15.16 85.0 61 120 

 41 74.9 16.79 75.0 45 121 

  41 -8.7 15.56 -8.0 -49 51 

Day 344 OC 37 73.3 15.70 73.0 45 108 

 37 -10.9 11.75 -9.0 -49 13 

150  32 83.7 13.61 81.5 61 113 

 32 83.5 16.10 85.5 46 117 

  32 -0.2 18.36 -4.0 -39 36 

Day 344 OC 20 78.0 13.83 79.5 46 105 

 20 -11.2 11.65 -10.5 -39 17 
Day 36 Day 316 1

1  
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(3) CGI-S Marder PANSS  

CGI-S LOCF 0.0 -3 4

/ PANSS

 

 

2.5.4.2  

II/III III  

II/III III 4

2 3 PSY-3001

III PSY-1008 I

 2.5.4-1  

 

2.5.4.2.1  

JPN-4 JPN-5 DSM-IV

II/III III PSY-3001 PSY-3005

PANSS 60 70 120

JPN-4 JPN-5

 

PSY-3001 PANSS 120

9 PALI palm

PANSS 75 I

PSY-1008 PANSS 70  

 

 

(1) II/III III PSY-3003 PSY-3004 PSY-3007

SCH-201  

ITT

PSY-3003 PSY-3004

PANSS PALI palm 90.7 91.5

PSY-3007 PANSS 87.1 SCH-201 87.0

 

PSY-3003 PSY-3004 PALI palm 68%

40.2 PSY-3007 67% 39.4

SCH-201 62% 39.3

PSY-3003 PSY-3004

PSY-3007 56% 54% SCH-201
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81% BMI PSY-3003 PSY-

3004 PSY-3007 25 kg/m2 30 kg/m2

30 kg/m2 SCH-201 25 kg/m2 30 kg/m2

30 kg/m2  

PALI palm

 

 

(2)  

1) PSY-3001  

PSY-3001 PANSS 71.8

58% 61% 18% 17%

37.8  

 

2) I PSY-1008  

PSY-1008 PANSS 54.9

73% 45% 20% 34%

40.7 BMI 25 kg/m2

30 kg/m2 30 kg/m2  

 

(3) III PSY-3002 PSY-3006 PSY-3008  

PANSS PSY-3002

81.6 PSY-3006 83.8 PSY-3008 83.2

PANSS

PALI palm LAI  

PSY-3002 PSY-3006 PSY-3002 59% PSY-

3006 58% 40 PSY-3002 92% PSY-3006

78% BMI 25 kg/m2 30 kg/m2

30 kg/m2  

PSY-3008 60% 31.7

BMI 25 kg/m2 30 kg/m2 22.6% 30 kg/m2 5.3%

 

 

2.5.4.2.2  

II/III III  

2.5.4-5  2.5.4-6 III  2.5.4-7  

CHMP
5 PSY-3001
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PALI palm I PSY-1008

3 LAI  

 
 2.5.4-5 II/III III  

 
 

 

 
 

 

 
(PALI palm mg eq.) 

 

SCH-201 
II/III  

 
 

 

 

Day 1 8 36
 

 
PALI palm 50 100 

9  197  
PALI palm 100 mg eq. 68  
PALI palm   50 mg eq. 63  

        66  

PSY-3003 
III  

 
 

 

 

Day 1 8 36 64
 

 
PALI palm 50 100

150 
 

13 349  
PALI palm 150 mg eq. 30  

PALI palm 100 mg eq. 94  
PALI palm   50 mg eq. 93  

        132  
PALI palm 150 mg eq./  
0  

PSY-3004 
III  

 
 

 

 

Day 1 8 36 64
 

 
PALI palm 25 50

 100  

13 514  
PALI palm 100 mg eq. 131  
PALI palm   50 mg eq. 128  
PALI palm   25 mg eq. 130  

        125  

PSY-3007* 
III  

 
 

 

 

Day 1 Day 8 36
64

 
 
PALI palm  

150 –  150 –  150 –  150  
150 –  100 –  100 –  100  
150 –    25 –    25 –    25  

13 636  
PALI palm 150 mg eq. 160  
PALI palm 100 mg eq. 161  
PALI palm   25 mg eq. 155  

        160  

PSY-3003 PALI palm 150 mg eq. 
PALI palm 150 mg eq./ PALI palm 150 mg eq./ 31

 
*  
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 2.5.4-6  
 

 
 

 
 

 

 
(PALI palm mg eq.) 

 
 

 

PSY-3001 
III  

 
 

 

 

 
 
 

 
Day 1 8 PALI palm 50 4

PALI palm 25 50 100
 

 
 

PALI palm
 

 
 

PALI palm 25 50 75 100  

33  
 

 
 

 
 

 
52  

849  
 

 
408  

 PALI palm 205
   203  
 

PSY-1008* 
I  

  
 

 

Day 1 8 4
 

PALI palm 150 
PK

B
A  

 
PALI palm  
A Day 1 8 150

150  
B Day 1 150 Day 
8 50 150 

 

53  209  
A 183  
B 26  

 

*  

 
 2.5.4-7 III  

 
 

 

 
 

 
( PALI palm mg eq. 

LAI mg) 

 
 

 

PSY-3002 
III  

 

LAI
 

 

 

PALI palm  
Day 1 8 50 4

25 50 75 100
 

 
LAI  

1 3  25
2 25 37.5 50

53  674  
PALI palm 343  

LAI 331
 

PSY-3006* 
III  

 

LAI
 

 

 

PALI palm  
Day 1 150 Day 8 100 Day 
36 50 100 Day 64  50
100 150 

Day 1 8 Day 
36 64

 
 

LAI  
Day 8 22 25 Day 36 50 25

37.5 Day 64 78 25 50 

13  913  
PALI palm 453  

LAI 460
 

PSY-3008* 
III  

 

LAI
 

 
 

 

PALI palm  
Day 1 150 Day 8 100 Day 
36 50 100 Day 64 50
100 150 

Day 1 8 Day 
36  64

 
 

LAI  
Day 8 22 25 Day 36 50 25

37.5 Day 64 78 25 50 

13  446  
PALI palm 228  

LAI 218
 

*  
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2.5.4.2.2.1  

PALI palm I BEL-7

1 2 1

1  

 2.5.4-8

SCH-201 PSY-3003 PSY-3004 PSY-3001 PSY-3002

PALI palm 25 150 mg eq. PALI palm

PALI palm 150 mg eq.

PSY-3007 PALI palm 150 mg eq.

2 25 100 150 mg eq.

PSY-1008 150 mg eq.

PK B 2

Day 8 150 mg eq. A PSY-3006 PSY-3008

PALI palm 150 mg eq. 1 100 mg eq.

2 JPN-4 JPN-5  

 
 2.5.4-8 II/III III  

PALI palm  

   PALI palm (mg eq.)  

   25 50 75 100 150 
 

  SCH-201  X  X   

  PSY-3003  X  X X  

  PSY-3004 X X  X   

  PSY-3001 X X* X X   

  PSY-3002 X X* X X   

  PSY-3007 X   X X** ** 

  PSY-1008  X  X X** ** 

  PSY-3006  X  X*** X*** *** 

  PSY-3008  X  X*** X*** *** 

*     2 Day 8 50 mg eq.  
**   150 mg eq.  
*** 150 mg eq. 2 Day 8 100 mg eq.  
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2.5.4.2.2.2  

PALI palm II/III III JPN-4 JPN-5

PANSS CGI-S PSY-3001

PANSS SCH-201

personal and 

social performance scale PSP 6  

PSY-3001 PANSS

2.7.3.1.2.2 (1) 2.7.3.1.4 2.7.6

2.7.6  

 

2.5.4.2.3  

2.5.4.2.3.1 II/III III PSY-3003 PSY-3004

PSY-3007 SCH-201  

(1) PANSS  

PSY-3003 PSY-3004 PSY-3007 SCH-201

PANSS PALI palm  2.5.4-4  

PANSS PALI palm

PALI palm  
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 2.5.4-4 PANSS

95%CI PALI palm PSY-3003  

PSY-3004 PSY-3007 SCH-201  

 

PSY-3003 PANSS

PALI palm 100 mg eq. PALI palm 

50 mg eq.

PSY-3004 PSY-3007 SCH-201 PANSS

PALI palm

 

 

(2) CGI-S  

PSY-3003 150 mg eq. 100 150 mg eq.

 

 

(3)  

PSY-3003 PSY-3004 30%

PALI palm 100 mg eq. 47% 50 mg eq. 36% 25 mg eq. 46%

27% PSY-3007 PALI palm

33.5 41.0% 20.0% SCH-201

* PSY-3007 PALI palm Day 1 150 mg eq. Day 8 36 64
 

  25.        50       100   25.        100      150  50       100 

PALI palm

 

 CI 

PA
N

SS
PA

L
I p

al
m

 
C

I
 

mg eq.            50       100 
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PALI palm 30%

 

 

(4)  

PSY-3003 PSY-3004 PALI palm 100 mg eq. Day 22

25 mg eq. 50 mg eq. Day 36

PALI palm

PSY-3007 Day 22 PALI palm 

25 mg eq. 150 mg eq. Day 8 

 

 

(5) PSP  

PSY-3003 PALI palm 50 mg eq. 100 mg eq. PSP

PSY-3004 PALI palm PSP

PSY-3007 PALI palm 100 mg eq.

150 mg eq. PSP  

 

(6)  

PANSS

PANSS

PALI palm PANSS

PALI palm

BMI PSY-3003 PSY-3004

BMI 25 kg/m2 30 kg/m2 30 kg/m2 PALI palm

 

 

2.5.4.2.3.2  

(1) PSY-3001  

PSY-3001

2.7.3.3.2.2  

Kaplan-Meier  2.5.4-5 ITT

PALI palm 36 18%

97 48% PALI palm

Log-rank p <0.0001  
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Days since Randomization

20 40 60 80 100 120 140 160 180 200 220 240 260 280 300 320

E
st

im
at

ed
 P

er
ce

nt
 o

f S
ub

je
ct

s 
W

ith
ou

t R
el

ap
se

0

20

40

60

80

100

Placebo N=203
R092670 N=205

Log-rank test, P-value<0.0001

 
                  

 0 20 40 60 80 100 120 140 160 180 200 220 240 260 280 300 320
 203 192 163 136 121 101 84 71 58 47 37 34 22 13 9 6 6

PALI palm  205 194 180 168 158 146 130 120 106 89 72 61 40 22 15 14 11
                  

 
5.3.5.1.6 R092670-PSY-3001 Figure 4 

 
 2.5.4-5 Kaplan-Meier PSY-3001 ITT  

 

(2) I PSY-1008  

LOCF PANSS SD

-0.3 12.17 CGI-S PSP PALI palm

30% PANSS

30% 2.7.3.3.2.3  

 

2.5.4.2.3.3 III PSY-3002 PSY-3006 PSY-3008

 

PSY-3002 PALI palm LAI  

PANSS 95%CI -5.84

-5 PALI palm LAI

 

PSY-3006 PALI palm 1 PALI palm 50

100 150 mg eq. PANSS

 

 

PALI palm 205
203  Log-rank p <0.0001 
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LAI - PALI palm 95%CI

per protocol set PPS -1.62 intent to trerat ITT -0.78

-5 PALI palm LAI  

PSY-3008 PSY-3006 PALI palm

PPS PANSS

LAI - PALI palm 95%CI -5.20

-5.5 PALI palm LAI

ITT PALI palm LAI

 

 

2.5.4.3  

2.5.4.3.1 JPN-4  

JPN-4

PSY-3003 PSY-3004 PSY-3007 SCH-201

PALI palm  

JPN-4 PANSS PALI palm

85.7 83.5 87.0 91.1 JPN-4

PANSS PALI palm

SD

95%CI  2.5.4-6 2

 

JPN-4 PALI palm 100 mg eq.
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95
%

 C
on
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en

ce
 In

te
rv

al
 

  

-0.2

0.0

0.2

0.4

0.6

0.8

1.0

1.2

SCH-201: Gluteal injections Days 1, 8, and 36
PSY-3003:  Gluteal injections Days 1, 8, 36 and 64
PSY-3004:  Gluteal injections Days 1, 8, 36 and 64
JPN-4:  Deltoid injection on Days 1 and 8, followed by
            deltoid/gluteal on Days 36 and 64
PSY-3007: Deltoid injection on Day 1, followed by 
                  deltoid/gluteal on Days 8, 36 and 64
Meta:  Meta-analytic estimate

50 mg eq.25 mg eq. 100 mg eq. 150 mg eq.75 mg eq.

 
 

 
 2.5.4-6 PANSS  

95%CI JPN-4 SCH-201 PSY-3003 PSY-3004

PSY-3007  

 

JPN-4 PALI palm PANSS

Day 22

JPN-4 Day 1 PALI palm 150 mg eq.

PSY-3007 PANSS PALI palm 25 mg eq.

150 mg eq. Day 8 100 mg eq. Day 22

 

 

2.5.4.3.2 JPN-4  

JPN-4

PANSS

PANSS PALI palm

 

95
%

CI
 

          

   Day 1 8 36  
Day 1 8 36 64  
Day 1 8 36 64  

 Day 1 8  
  Day 36 64  
Day 1 150 mg eq.  
Day 8 36 64  
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95%CI -11.6 -18.4; -4.8 -12.5 -20.6; -4.3

-4.7 -12.2; 2.7 PALI palm

PALI palm PANSS

PALI palm

 

 

2.5.4.4  

PALI palm III JPN-4 

JPN-5

JPN-4

150 mg eq. 1 100 mg eq. 3

PALI palm 75 mg eq.

JPN-5 JPN-4 75 mg eq.

PALI palm 25 50 75 100 150 mg eq.

 

JPN-4 PALI palm

JPN-5 PALI palm 25 50 75 100 150 mg eq.

PALI palm

 

PALI palm 150 mg eq.

III PALI palm

LAI

PALI palm  
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1  :

. Available from:  http://www.mhlw.go.jp/kokoro/speciality/detail_into.html 

2  Marder SR, Davis JM, Chouinard G. The effects of risperidone on the five dimensions of 

schizophrenia derived by factor analysis: combined results of the North American trials. J Clin 

Psychiatry 1997;58:538-46. 

3  Von Knorring L, Lindström E. Principal components and further possibilities with the PANSS. 

Acta Psychiatr Scand Suppl. 1995;388:5-10. 

4  Guy W. ECDEU Assessment Manual for Psychopharmacology, revised, 1976, US Department of 

Health, Education, and Welfare Pub. No. (ADM), 76-338, Rockville, MD: National Institute of 

Mental Health. 

5  Committee for Proprietary Medicinal Products (CPMP): Note for guidance on the clinical 

investigation of medicinal products in the treatment of schizophrenia. European Agency for the 

Evaluation of Medicinal Products, February 1998. 

6  Morosini PL, Magliano L, Brambilla L, Ugolini S, Pioli R. Development, reliability and 

acceptability of a new version of the DSM-IV Social and Occupational Functioning Assessment 

Scale (SOFAS) to assess routine social functioning. Acta Psychiatr Scand 2000; 101:323-9. 
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2.5.5  
4 1

18

 

 2.5.5-1  

III 2 I/II 2 I

1 II/III III 9 I

9 I I

1 I 8

II/III III I  

 
 2.5.5-1  

   

 
5  

III 1  JPN-4 
III 1  JPN-5 

 I/II 2  JPN-2 JPN-3 
 I 1  JPN-1 

 
18  

 

II/III III
9  

II/III III  
4 * 

SCH-201 PSY-3003  
PSY-3004 PSY-3007 

 III  
3 ** 

PSY-3002 PSY-3006  
PSY-3008 

  III  
2  

PSY-3001 PSY-3005 

 I  
1  

PSY-1008 

 I 8  3  INT-12 PSY-1002 PSY-1004 
 5  USA-3 BEL-4 INT-11  

BEL-7 PSY-1001 
* II/III III SCH-201 II/III III  
** III LAI  
 

2.5.5.1  

2.5.5.1.1  

DSM-IV-TR JPN-1

JPN-2 DSM-IV III JPN-4

JPN-5 PANSS 60 120

I I/II

20 I I/II 64

 

II/III III I II/III

III III PANSS

60 70 120
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PSY-3001 PANSS 120

I PSY-1008 PANSS 70

 

II/III III

I

 

1  

 

2.5.5.1.2  

2.5.5.1.2.1  

 2.5.5-2  

 
 2.5.5-2  

 PALI palm  
PALI palm  mg eq.  

  
 
 

PALI palm 
 

SD
mg eq.  

III  
 

    

JPN-4 
 

Day 1 150 Day 8 100 
4 75 2

 
 

13 PALI palm  
 

 
 

159 
 

164 

336.48
91.694  

JPN-5 
 

Day 1 150 Day 8 100 
4 25 50 75 100

150 11
 

49  201 
 

929.60
508.442  

I/II  
 

    

JPN-2 Day 1 8 36 64 50 100
150  

150 50 50 50 
 

9 150/50 mg eq.  
150 mg eq.  
100 mg eq.  
50 mg eq.  

 

14 
14 
14 
14 

278.6 42.6  
600.0 0.0  

364.3 92.9  
192.9 26.7  

JPN-3 Day 1 8 36 64 150
75 75

 

9 150 mg eq./
75 mg eq./
75 mg eq./

 

24 
25 
27 

550.0 137.5
285.0 53.0  
275.0 58.8  

I  
 

    

JPN-1 25 50 150
 

18 150 mg eq.  
50 mg eq.  
25 mg eq.  

9 
9 
8 

 
 
 

JPN-4 JPN-5 JPN-1 JPN-2 JPN-3  

 

(1) III  

JPN-4 PALI palm 159 164

SD PALI palm 64.4 35.59 51.9 33.28 PALI palm
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SD 336.48 91.694 mg eq. 150 mg eq.

400 mg eq.  

JPN-5 201 SD 238.7 137.66

358 PALI palm SD 929.60 508.442  mg eq.

150 mg eq. 1900 mg eq.  

 

(2) I/II  

JPN-2 JPN-2 150/50 mg eq. 1 150 mg eq.

50 mg eq. JPN-2

JPN-2 JPN-2 56

50 mg eq. 100 mg eq. 150 mg eq. 150/50 mg eq. 14

PALI palm 50 mg eq. 192.9 mg eq. 100 mg eq. 364.3 mg eq.

150 mg eq. 600.0 mg eq. 150/50 mg eq. 278.6 mg eq.  

JPN-3 JPN-3

JPN-3 76 150 mg eq./ 24

75 mg eq./ 27 75 mg eq./ 25 PALI palm

150 mg eq./ 550.0 mg eq. 75 mg eq./ 275.0 mg eq. 75 mg eq./

285.0 mg eq.  

 

(3) I  

JPN-1 26 PALI palm

25 mg eq. 8 50 mg eq. 150 mg eq. 9  

 

2.5.5.1.2.2  

II/III III I 3,817 PALI palm

163.1 649 17% PALI palm 1 52

PSY-3001

91  

II/III III I  2.5.5-3
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 2.5.5-3  

II/III III I  
  

PALI palm mg eq. LAI mg  
 
 

 

 
 

PALI palm  
II/III III  

 
  

SCH-201 
 

PALI palm 50 100 9 247  
163  

PSY-3003 
 

PALI palm 50 100 150 150 /  
 

13 387  
252  

PSY-3004 
 

PALI palm 25 50 100  13 517  
390  

PSY-3007 
 

PALI palm 1 150 2 25 100 150 13 652  
488  

III  
 

  

PSY-3002 PALI palm 25 50 75 100  
LAI 25 37.5 50  

  

54 747  
379  

PSY-3006 PALI palm 50 100 150  
LAI 25 37.5 50  

 

13 1214  
606  

PSY-3008 PALI palm 50 100 150  
LAI 25 37.5 50  

 

13 452  
229  

III  
 

  

PSY-3001 PALI palm 25 50 75 100 
 

33  
  
 52  

 

849  

PSY-3005 PALI palm 50 75 100 
 

26 249  
 

I  
 

  

PSY-1008 PALI palm 1 150 2 150
50 100 150  

53 212  
 

PSY-3001
8 ER  

PSY-3003 PALI palm 150 mg eq. PALI palm 150 mg eq.
PALI palm 150  mg eq. PALI palm 150 mg eq./  

 

I 3 392

5 306  

 

2.5.5.2  

EPS

JPN-4 JPN-5 C-SSRS

 

PSY-3003 PSY-3004
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II/III III I

MedDRA

TEAE

JPN-2 TEAE

JPN-4 JPN-5 

 

I/II

III II/III III I  

 

2.5.5.3  

2.5.5.3.1  

 2.5.5-4  

 
 2.5.5-4  

  

 %   

 
 

 

 
 
 

 
 

III        
JPN-4 PALI palm  159 136 85.5 103 64.8  27 17.0  10 6.3  

  164 134 81.7 84 51.2  49 29.9  25 15.2
       

JPN-5  201 184 91.5 140 69.7  40 19.9  26 12.9
       

I/II        
JPN-2  56 56 100.0 54 96.4  2 3.6  6 10.7  

 150/50 mg eq.  14 14 100.0 14 100.0  1 7.1  3 21.4  
 150 mg eq.  14 14 100.0 13 92.9  0 2 14.3  
 100 mg eq.  14 14 100.0 13 92.9  1 7.1  0 
 50 mg eq.  14 14 100.0 14 100.0  0 1 7.1  
       

JPN-3  76 68 89.5  60 78.9  3 3.9  8 10.5  
 150 mg eq./  24 22 91.7  19 79.2  1 4.2  3 12.5  
 75 mg eq./  25 21 84.0  18 72.0  0 2 8.0  
 75 mg eq./  27 25 92.6  23 85.2  2 7.4  3 11.1  
       

I        
JPN-1  26 25 96.2  18 69.2  - 3 11.5  

 150 mg eq.  9 9 100.0  9 100.0  - 0 
 50 mg eq.  9 9 100.0  5 55.6  - 2 22.2  
 25 mg eq.  8 7 87.5  4 50.0  - 1 12.5  

 
JPN-4 JPN-5  
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2.5.5.3.2  

2.5.5.3.2.1  

(1) III  

JPN-4 PALI palm 85.5% 81.7%

PALI palm 64.8%

51.2% 10%

PALI palm 17.0% 13.2%

12.6% 11.3% 10.1%

26.2% 15.2% SOC

PALI palm 42.1% 54.3% 28.9%

19.5% 26.4% 20.7% 5

4 PALI palm

PALI palm 13.2% 6.7% 12.6%  6.1%

10.1% 4.9% 11.3% 26.2%

PALI palm

 

JPN-5 91.5%

69.7% 10%

29.9% 26.9% 22.9%

15.4% 12.4% SOC 45.3%

34.3% 32.8%

JPN-4

 

JPN-4 PALI palm 49.7% 58.5%

PALI palm 8.2%

5.0% JPN-5 28.9%

9.0% PALI palm

 

JPN-4 JPN-5 ER III

1.13 2.7.4.2.1.1  

 

(2) I/II  

JPN-2

96.4% 50 mg eq. 150/50 mg eq.

100% 2

10% 76.8% 33.9% 30.4%

19.6% 19.6% 16.1% 12.5%

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
3f

37
1f

 \ 
3.

1 
\ 2

01
3-

07
-0

1 
18

:1
7 



  2.5  
   
   

   
 69  

12.5%

 

JPN-3 89.5%

78.9% 75 mg eq./ 150 mg eq./

75 mg eq./

10%

48.7% 27.6% 26.3% 25.0%

23.7% 11.8%

47.4% 23.7%

22.4%  

JPN-2 JPN-3  

 

(3) I  

JPN-1 96.2%

69.2% 25 mg eq. 87.5% 100%

25 mg eq. 50 mg eq. 50%

150 mg eq. 100%

42.3% 38.5%

23.1%  

 

2.5.5.3.2.2  

 

 

(1) II/III III  

PSY-3003 PSY-3004 PALI palm 25 mg eq. 50 mg eq.

100 mg eq. 70 75% 74%

PALI palm 150 mg eq. 83%

PALI palm SOC

PALI palm 10%

 

PSY-3007 PALI palm 60.0 63.2%

65.2% PALI palm

SOC 10% PALI palm

 

SCH-201 PALI palm 60% 65% 64%

PALI palm SOC
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10% PALI palm

 

 

(2) III  

PSY-3002 PALI palm 76% LAI 79%

PALI palm LAI

 

PSY-3006 PALI palm 58% LAI 53%

PALI palm

 

PSY-3008 PALI palm 73% LAI 75%

 

 

(3) I III  

PSY-3001 67%

PALI palm 44%

45% PALI palm

56%

7%  

PSY-3005

1 2 1 64%

63% 2 51% 46% 1 2

1

2

 

PSY-1008 PALI palm 150 mg eq.

PALI palm 50 150 mg eq.

150 mg eq. PALI palm 50-150 mg eq.

87% PALI palm 150 mg eq. 85%

PALI palm 50-150 mg eq. 96%
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2.5.5.3.3  

2.5.5.3.3.1  

(1)  

I I/II JPN-4 1

PALI palm  

JPN-5  2.5.5-5 JPN-5 2

1 42

4

 

 
 2.5.5-5 JPN-5  

  
( )   

PT  
*  

  

817410 61   42   
817510 61   4   

* 1  
MedDRA/J V14.1 

 

(2)  

II/III I  

III 6 PALI palm 11  2.5.5-6

4 3

1

2  

I PSY-1002 1
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 2.5.5-6 PALI palm  

III  
  

 ( ) 
 

PT  
 

 
III     

PSY-3004 630094 48    
PSY-3007 040712 46    

III     
PSY-3002 618030 56    

 690052 25    
 690096 46    

PSY-3006 601732 42    
 603613 53    

III     
PSY-3001 604021 53    

 604062 56    
 605026 61    

PSY-3005 604006 25    
PSY-3001 3  

 

2.5.5.3.3.2  

(1)  

1) III  

JPN-4 PALI palm 6.3% 10

15.2% 25 PALI palm

4 1

JPN-4 PALI palm

 2.5.5-7 8 11

5 6  

 
 2.5.5-7 JPN-4 PALI palm  

   
( ) PT  *   

  
810403   51 ** 93    

820302   53 ** 111    

820303   25  10    

820709   40  5    

860103   36  85    

    ** 132    

860709   29  25    

     30    

860905   43  13    

861006   49  29    

     29    
*   1  
**  
MedDRA/J V14.1 
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JPN-5 12.9% 26

8.5% 17 JPN-5

 2.5.5-8

6 3

1  

 
 2.5.5-8 JPN-5  

  ( ) 
 

PT  
*   

 
 

 
816301  48  233    
817001  50  136    
817425  30  275    
818017  43  6    
818305  57  137    
818306  37  36    

 
* 1  
MedDRA/J V14.1 

 

2) I/II  

JPN-2 10.7% 6 50 mg eq.

7.1% 1 150  mg eq. 14.3% 2 150/50 mg eq. 21.4% 3 100 mg eq.

50 mg eq. 1 150 mg eq.

1 1 150/50 mg eq. 2

1 150/50 mg eq. PALI palm

 

JPN-3 10.5% 8 150 mg eq./

12.5% 3 75 mg eq./ 11.1% 3 75 mg eq./ 8.0% 2

150 mg eq./ 1

75 mg eq./ 3 1 75 mg eq./

2 150 mg eq./ 75 mg eq./ 1

75 mg eq./ 1 PALI palm  

 

3) I  

JPN-1 11.5% 3 25 mg eq.

12.5% 1 50 mg eq. 22.2% 2 150 mg eq.

25 mg eq. 50 mg eq. 1

50 mg eq. 1  
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(2)  

II/III III I PALI palm 2

 2.5.5-9  

2 SOC

II/III III

PALI palm 8 14% 7 19%  

 
 2.5.5-9 2  

II/III III I  

PALI palm  
 2  

2%  
II/III III  

 
SCH-201  4% 2%  

 
PSY-3003  5% 3% 2%  

 
PSY-3004   5% 4%  

 
PSY-3007  

 
4.9% 2.9%  

III  
 

PSY-3002  9% 8% 2%
2% 2%

 
 

PSY-3006  2.5% 2.1%  
 

PSY-3008   
 

III  
 

PSY-3001  6% 2%  
 

 
2%  

4%  
 

PSY-3005  
 

1 2%  
2 2%  

 
I  

 
PSY-1008  5.2% 2.8% 2.4%  

 

 

I 49
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2.5.5.3.4  

2.5.5.3.4.1  

(1) III  

JPN-4 PALI palm 17.0% 29.9%

PALI palm 6.3%

3.1% 15.2% 4.3%

PALI palm  

JPN-5 19.9%

12.4%  

 

 

(2) I/II  

JPN-2 3.6% 2

100 mg eq. 150/50 mg eq. 7.1% 1

 

JPN-3 3.9% 3

150 mg eq./ 4.2% 1 75 mg eq./ 7.4% 2 75 mg eq./

150 mg eq./

1 75 mg eq./

1  

 

2.5.5.3.4.2  

II/III III PALI palm

2 6.8% 6 10%

III PALI palm

3 7% LAI  

PSY-3001 6%

PALI palm 1% PALI palm 150 mg eq.

PSY-1008 12.7%  

II/III III I PALI palm

SOC  

 

2.5.5.4  

I/II III II/III III

I

PALI palm 1
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1 PALI palm

 

 

2.5.5.4.1  

2.5.5.4.1.1  

(1)  

JPN-4 3.7%

PALI palm JPN-5 3.5% JPN-2 1.8% JPN-5

2.0% 4 1.0% 2

1 1 1

JPN-2 1.8% 1

JPN-3

 

 

(2)  

4

PALI palm PALI palm 150 mg eq.

PSY-1008  

 

2.5.5.4.1.2  

(1)  

JPN-4 PALI palm 3.1%

2.4% PALI palm 2.5% JPN-2 1.8%

1

JPN-5 JPN-3  

 

(2)  

PALI palm

PSY-1008 0.9% 5.2%
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2.5.5.4.1.3  

(1)  

JPN-4 PALI palm 3.1%

0.6% PALI palm PALI palm 1.9%

1.3% JPN-5 2.5% JPN-2

3.6% 1.8%

JPN-3  

 

(2)  

PALI palm

PALI palm

 

 

2.5.5.4.1.4  

(1)  

JPN-4 EPS PALI palm 23.3% 12.8%

PALI palm JPN-5 18.4% JPN-2 26.8% JPN-3

14.5% 5%

JPN-3 5%

3.9% 2.6%

JPN-4 4.9%  

EPS

 

JPN-4 JPN-5 DIEPSS EPS

DIEPSS  

 

(2)  

PSY-3003 PSY-3004 EPS

PALI palm 150 mg eq. 20% PALI palm

10 12% PSY-1008 24% PALI palm

EPS  

EPS BARS SAS

AIMS  

EPS EPS
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2.5.5.4.1.5  

(1)  

JPN-4 PALI palm 0.6%

0.6% PALI palm 0.6% 1

JPN-5 1.0% 2 1

JPN-2 1.8% 1

JPN-3

 

 

(2)  

1% PSY-3003

PSY-1008 1 PSY-3003 1

 

 

2.5.5.4.1.6  

(1)  

JPN-5 JPN-2 1

 

JPN-4 JPN-5 JPN-3

 

 

(2)  

PALI palm 1 PSY-3002

PSY-3003 1

 

 

2.5.5.4.2  

2.5.5.4.2.1  

(1)  

JPN-4 PALI palm 2.5%

6.1% JPN-5 3.0% JPN-2

10.7% JPN-3 3.9%

Torsade de pointes

JPN-2 5.4% JPN-4
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1.8% JPN-5 1.5% JPN-4 1

 

JPN-4 PALI palm

0.6% JPN-5

0.5% JPN-2 3.6% JPN-3

2.6%

 

 

 

(2)  

PALI palm Torsade de pointes

seizures

II/III III

PSY-1008 8.5%

 

PALI palm

1 2 1 PSY-3007

1  

 

2.5.5.4.2.2  

1)  

HR PR QRS QT QTc

 

JPN-5 QTcLD 480 ms 2

QTcLD 450 ms QTcLD 480 ms

QTcLD 60 ms

JPN-4 PALI palm 3.4% 3.9%

JPN-5 2.6% JPN-2 1.8% JPN-3  

 

2)  

PALI palm 2 PSY-3001 QTcLD 480 

ms 1 507 ms 1 483 ms QTcLD

QTcLD  60 ms
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ECG PALI palm

QTc T

 

 

2.5.5.4.2.3 QT  

2 R076477-SCH-1009 R076477-SCH-1014

QT R076477-SCH-1009 IR 8 mg

QTcLD R076477-SCH-1014

ER 12 18 mg QTcLD

2.5.3.2(2)  

ER 2 III JNS007ER-JPN-S31 JNS007ER-JPN-S32

QTcLD QTcLD 480 ms

QTcLD 60 ms

JNS007ER-JPN-S31 2 1.5% 2/134 JNS007ER-JPN-S32 1

1.3% 3/228 12 1.1% 2/189 24 1.3% 2/156 0.4%

1/228 1.13 2.7.4.4(3)1) PALI palm III

QTcLD 60 ms JPN-4 PALI palm 3.4%

JPN-5 2.6% ER III  

 

2.5.5.4.3  

2.5.5.4.3.1  

(1)  

JPN-5 32.8% JPN-2 76.8% JPN-3

48.7%

JPN-4

PALI palm

1  

JPN-4 PALI palm

0.934 ng/mL 10.634 ng/mL JPN-5

2.731 ng/mL 15.644 ng/mL PALI palm

JPN-4

-19.853 ng/mL -60.983 ng/mL
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(2)  

PSY-

3008 PALI palm 8.3% LAI 9% PSY-1008 19.3%

II/III III PSY-3008

PSY-1008

II/III

III

 

 

2.5.5.4.3.2  

(1)  

JPN-4 PALI palm 3.1% 2.4%

JPN-5 2.5% JPN-2 1.8% JPN-3 1.3%

 

 

(2)  

3%

 

 

2.5.5.4.4  

2.5.5.4.4.1  

JPN-4 PALI palm

0.6% 1

 

 

2.5.5.4.4.2  

 

 

2.5.5.4.5  

2.5.5.4.5.1  

JPN-4 PALI palm 15.1%

9.1% PALI palm JPN-5 24.4% JPN-2 23.2%

JPN-3 40.8%
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5%

JPN-4

6.7% 2.4%  

JPN-5 1.0% 2

JPN-3 1.3% 1

 

15.1 40.8%

 

JPN-4 visual analog scale VAS

PALI palm 23.8 27.5 mm 20.0 31.5 mm

 

 

2.5.5.4.5.2  

PALI palm

PALI palm  

 

2.5.5.5  

2.5.5.5.1  

2.5.5.5.1.1  

 

 

2.5.5.5.1.2  

PALI palm  

 

2.5.5.5.2  

2.5.5.5.2.1  

PALI palm
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2.5.5.5.2.2  

PSY-1008

II/III III

 

 

2.5.5.5.3 BMI 

2.5.5.5.3.1  

JPN-4 PALI palm

0.07 kg -1.57 kg JPN-5

0.74 kg BMI JPN-4 JPN-5

 

JPN-4 PALI palm 4.4%

JPN-5 9.0%

 

 

2.5.5.5.3.2  

PSY-3003 PSY-3004 PALI palm 

0.4 1.4 kg BMI 0.2 0.5 kg/m2 PSY-1008

BMI 2.5 kg 0.9 

kg/m2 3.9%  

 

 

2.5.5.6  

III PSY-3002 PSY-3006 PSY-3008

PALI palm LAI

PALI palm

3 7% LAI PALI palm

LAI  

 

2.5.5.7  

JPN-3 75 mg eq./ 75 mg eq./

92.6% 84.0% 75 mg eq./

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
3f

37
1f

 \ 
3.

1 
\ 2

01
3-

07
-0

1 
18

:1
7 



  2.5  
   
   

   
 84  

 

JPN-4 4

3

PALI palm

 

JPN-5 VAS VAS

13.3 20.0 mm 23.6 30.2 

mm VAS  

PSY-3005

 

 

2.5.5.8  

JPN-2 PALI palm 50 100 150 150/50 mg eq. 1

150 mg eq. 2 50 mg eq.

50 mg eq. 150/50 mg eq. 2

100 mg eq. 150/50 mg eq. 7.1%

2 0%  

PSY-3003 PSY-3004 PSY-3007

 

 

2.5.5.9  

JPN-5 238.7

358 PALI palm

Day 84 74.1% Day 85

Day 336 10%

2.5.5.3.2.1 Day 84 Day 85 168

 

PSY-1008 PALI palm 150 mg eq.

JPN-5
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2.5.5.10  

2.5.5.10.1  

PALI palm  

PALI palm 14 4

5 2

PALI palm

 

 

2.5.5.10.2  

2.5.5.10.2.1 JPN-4  

JPN-4

PALI palm 79.2% 61/77 77.2%

61/79 91.5% 75/82 85.9% 73/85

PALI palm 12.3

8.7  

PALI palm

PALI palm

 

 

2.5.5.10.2.2 BMI  

JPN-4 PALI palm

89.1% 81.9% 79.3% 81.5%

JPN-5 89.4%

93.8%  

JPN-4 PALI palm 20 25

75.0% 63.6% 26 50 87.6% 83.5% 51 65 76.9% 83.7% 65

100% 71.4%

JPN-5 20 25 100% 26 50 90.2% 51 65

95.8% 65 86.7%

 

BMI 25 kg/m2 25 kg/m2 30 kg/m2

30 kg/m2  
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2.5.5.11  

PALI palm

-lytic PALI palm

 

PALI palm

2.4.5.1.2  

 

2.5.5.12  

2009 7 31 2013 4 30

 

2012 8 PSUR 2012 1 2012 6 2013 2

PSUR 2012 7 2012 12
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2.5.6  
PALI palm

PALI palm

PALI palm 1 1

PALI palm

150 mg eq. 1 100 mg eq. PALI palm

LAI  

 

(1)  

LAI  

JPN-4 PANSS 60 120

3 4 75 mg eq.

PALI palm

PANSS PALI palm -3.1 6.9 p<0.0001

PANSS PALI palm

PANSS 30% PALI palm 22.8%

8.5% PALI palm Day 22

 

JPN-5 49

PANSS Day 92

PANSS -3.6

PANSS Day 344

-10.7 3 PANSS

25 150 mg eq.  

JPN-4 JPN-5 PALI palm

 

 

LAI

 

PSY-3006 PSY-3008 PALI palm

LAI 13 PALI palm LAI

LAI 3

PALI palm

LAI

PALI palm LAI
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PALI palm LAI 2 1 1

 

 

 

PSY-3001 24 PALI palm

PALI palm PALI palm 

Log-rank p < 0.0001 PALI palm  

 

 

III PSP PSY-3003

PALI palm 50 mg eq. 100 mg eq. PSP

PSY-3004 PALI palm PSP

PSY-3007 PALI palm 100 mg eq.

150 mg eq. PSP

PALI palm PSP  

 

 

PALI palm 3

 

JPN-4 3

JPN-4 24.4% 3 4  

 

1 1  

1 1 1 1
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(2)  

PALI palm  

III PALI palm 85.5 91.5%

64.8

69.7%

17.0 19.9%

ER III  

PALI palm 2

PALI palm

PALI palm 12

PALI palm 2

1  

6.3 12.9%

II/III III

1.3 29%

 

I/II III

JPN-4

32.8 76.8% EPS

14.5 26.8%

PALI palm

15.1 40.8%

 

ER PALI palm

PALI palm

PALI palm PALI palm

 

PALI palm
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PALI palm

PALI palm

PALI palm PALI palm

 

 

PALI palm PALI palm

PALI palm

 

 

(3)  

PALI palm PALI palm

PALI palm 1 1

1
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