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(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 

 

 
 

 

 

(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 

 

 
 

 
 

 

 
  

AIMS Abnormal Involuntary Movement Scale  
AUC area under the plasma concentration-time curve

AUC  0 area under the 
plasma concentration-time curve from time zero to infinite time  

AUC  area under the plasma 
concentration-time curve during the dosing interval  

BARS Barnes Barnes Akathisia Rating Scale  
BMI body mass index
BRAT Benefit-Risk Action Team
CGI-S clinical global impression-severity
CL/F apparent total body clearance  
CLCR creatinine clearance
Cmax maximum plasma concentration
Cmin minimum plasma concentration
C-SSRS Columbia Suicide Severity Rating Scale

DSM-IV-TR diagnostic and statistical
manual of mental disorders, fourth edition  text revision  

DSM-5 diagnostic and statistical manual of 
mental disorders, fifth edition  

ECG electrocardiogram
EPS extrapyramidal symptom
ER extended-release
HDL high density lipoprotein
HOMA-%  homeostatic model assessment -cell function  
HOMA-IR homeostatic model assessment for insulin resistance  

ICH EU International Council for Harmonisation of 
Technical Requirements for Pharmaceuticals for Human Use  

IDMC independent data monitoring committee
IR immediate release
KOL key opinion leader
LAI long-acting injection
LDL low density lipoprotein
LOCF last observation carried forward
mg eq. milligram equivalent
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mITT modified intent-to-treat
MR medical representative
PANSS Positive and Negative Syndrome Scale  
PBRER Periodic Benefit Risk Evaluation Report
PDC proportion of days covered

PP1M 1 paliperidone 
palmitate 1-month formulation  

PP3M 3 paliperidone 
palmitate 3-month formulation  

PPK population pharmacokinetic(s)
PSP personal and social performance scale  
PSUR Periodic Safety Update Report
QOL quality of life
QTc QT corrected QT

QTcF Fridericia QT QT interval corrected using 
Fridericia’s formula  

QTcLD QTc QTc interval calculated using the 
linear-derived formula  

SAS Simpson-Angus Simpson-Angus Scale
SOC system organ class
t1/2 apparent elimination half-life
TEAE treatment-emergent adverse event  
tmax time to reach the maximum plasma concentration
VAS visual analog scale
V/F apparent volume of distribution
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A*1,2

A*1,2

A*1,2

*1：新薬承認情報提供時に置き換え 
*2：製造工程が異なる製剤
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*2：製造工程が異なる製剤
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2.5.5  
3 PSY-3011 PSY-3012

PSY-1005 PSY-3011 PSY-

3012 PSY-1005 III

2 PSY-3011 PSY-3012 I 1 PSY-1005

 

 

2.5.5.1  

2.5.5.1.1  

2.7.4.1.1  

3 PSY-3011 PSY-3012 PSY-1005

PSY-1005 PP3M

PP3M

PSY-1005 PP3M

PP3M PSY-3011 295.1 PSY-3012 175.1 2.7.4.1.4

 

 

 

 PSY-3011  2.5.5.1.1.1

PP1M 1 1,429 ITT

1

1,016 PP3M 504 PP1M 512

1,016 108 PP3M 52 PP1M 56  

 

 PSY-3012  2.5.5.1.1.2

PP1M 1 506 ITT

PP3M 1 379

1 305

PP3M 160 145  

 

 PSY-1005  2.5.5.1.1.3

A B C D IR 1 mg

1 325 PP3M

308 A 66 B 120 C 24 D 98

PSY-1005

PSY-1005 PP3M
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PP1M 2.7.4.1.4 PSY-1005 PP3M

20 39% 20 32% 12

18% 14 32% 2.7.4.1.6  

 

2.5.5.1.2  

2.7.4.1.2  

3 PP3M 1 1,191

PP3M 1 PSY-3011 504

PP3M 1 PSY-3012 379 PP3M 1

PSY-1005 308 PP3M PP3M 48

PSY-3011 291 PSY-3012 28 48

4 PP3M 1  

 

2.5.5.2  

BMI ECG EPS C-SSRS

 

MedDRA

TEAE LAI PP1M PP3M

PSY-3011

12

4 PSY-3012

12 PSY-1005 PP3M 12

A C 18 B D

 

PP1M

EPS

QT
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2.5.5.3  

2.5.5.3.1  

2.7.4.2.1.1 (1)  

 PSY-3011  2.5.5.3.1.1

PSY-3011 5%  2.5.5-1  

PP1M 846 59.2%

SOC  

SOC

PP3M PP1M

 

PP3M PP1M PP3M 6.2%

PP1M 6.1% 2%  

 
 2.5.5-1 5%  

PSY-3011 ITT  
 
Body System or Organ Class/ 
      Dictionary-derived Term 

Open-label Phase Double-blind Phase 
PP1M 

(N=1429) 
PP3M 

(N=504) 
PP1M  

(N=512) 

Total subjects with TEAE, n (%) 846 (59.2) 342 (67.9) 340 (66.4) 

 220 (15.4) 51 (10.1) 35 (6.8) 
 127 ( 8.9) 12 (2.4) 14 (2.7) 

 175 (12.2) 82 (16.3) 81 (15.8) 
 66 ( 4.6) 36 (7.1) 33 (6.4) 

 137 ( 9.6) 143 (28.4) 152 (29.7) 
 64 (4.5) 105 (20.8) 109 (21.3) 

 256 (17.9) 66 (13.1) 67 (13.1) 
 82 ( 5.7) 20 (4.0) 14 (2.7) 

 46 (3.2) 18 (3.6) 26 (5.1) 

 328 (23.0) 89 (17.7) 85 (16.6) 
 83 ( 5.8) 27 (5.4) 24 (4.7) 

 96 ( 6.7) 16 (3.2) 24 (4.7) 
Note: Incidence is based on the number of subjects experiencing at least 1 adverse event, not the number of events. 
Key: PP1M=paliperidone palmitate 1-month; PP3M=paliperidone palmitate 3-month; TEAE=treatment-emergent adverse event. 

5.3.5.1.2-1 R092670-PSY-3011 Table 47 Table 48 

 

 PSY-3012  2.5.5.3.1.2

PSY-3012 5%  2.5.5-2  

PP1M PP3M 330 65.2%

SOC  

PP3M 61.9% 57.9%

SOC PP3M

PP3M

PP3M
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PP3M

3% PP3M 8.8% 3.4%

PP3M 8.8% 4.1% PP3M 5.6% 1.4%

PP3M 4.4% 0.7% PP3M

 

 
 2.5.5-2 5%  

PSY-3012 ITT  
 
 
Body System or Organ Class/ 
      Dictionary-derived Term 

Open-label Trans. / 
Mainten. Phase 

Double-blind Phase 

Paliperidone Palmitate
(N=506) 

Placebo 
(N=145) 

PP3M  
(N=160) 

Total subjects with TEAE, n (%) 330 (65.2) 84 (57.9) 99 (61.9) 

 85 (16.8) 6 (4.1) 11 (6.9) 
 44 (8.7) 0 2 (1.3) 

 53 (10.5) 16 (11.0) 28 (17.5) 
 14 (2.8) 2 (1.4) 9 (5.6) 

 72 (14.2) 25 (17.2) 27 (16.9) 
 51 (10.1) 5 (3.4) 14 (8.8) 
 8 (1.6) 11 (7.6) 2 (1.3) 

 147 (29.1) 46 (31.7) 30 (18.8) 
 44 (8.7) 16 (11.0) 13 (8.1) 

 50 (9.9) 17 (11.7) 11 (6.9) 
 16 (3.2) 15 (10.3) 2 (1.3) 

 95 (18.8) 10 (6.9) 25 (15.6) 
 33 (6.5) 6 (4.1) 14 (8.8) 

Note: Incidence is based on the number of subjects experiencing at least 1 adverse event, not the number of events. 
Mainten.=maintenance; PP3M=paliperidone palmitate 3-month; TEAE=treatment-emergent adverse event; Trans.=transition. 

5.3.5.1.1 R092670-PSY-3012 Table 40 Table 42 

 

 PSY-1005  2.5.5.3.1.3

PSY-1005 PSY-3011 PSY-3012

SOC PSY-1005

PSY-1005

 

 

  2.5.5.3.1.4

2.7.4.5.1  

3 BMI

PP3M

 

 

III PSY-3011

ITT 1,429 175 1,016
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PP3M 504 PP1M 512 108 PP3M 52 PP1M 56

 

1)  

PSY-3011

75.4% 56.9%

36.6% 39.7% 2

SOC 34.9%

17.7% 12.6% 10.9%

10.3% 9.1% SOC

21.3% 8.4%  

2)  

PSY-3011

91.7% PP3M 92.3% PP1M 91.1% 64.2% PP3M 65.0%

PP1M 63.4%

38.9% PP3M 42.3% PP1M 35.7% 41.5% PP3M 41.6% PP1M

41.4% 4 PP3M 1 PP1M 3

13.9% 5.3%

3.7% 2.6% SOC

PP3M 36.5% PP1M 23.2% PP3M 25.0% PP1M

19.6% PP3M 19.2% PP1M 30.4% PP3M 11.5% PP1M

7.1% SOC PP3M 27.4%

PP1M 30.5% PP3M 20.4% PP1M 21.5%

PP3M PP1M

PP3M PP1M

 

PP3M PP1M

 

3)  

PSY-3011

25.9% PP3M 25.0% PP1M 26.8% 3.7% PP3M 4.0%

PP1M 3.5%

1.9% PP3M 1.9% PP1M 1.8% 0.4% PP3M 0.7% PP1M 0.2%

5.6% 0.6%

SOC PP3M 9.6% PP1M 7.1%

PP3M 5.8% PP1M 3.6% PP3M 5.8% PP1M 1.8% PP3M
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1.9% PP1M 3.6% PP3M 1.9% PP1M 3.6% PP3M

0.0% PP1M 3.6% SOC

PP3M 1.3% PP1M 0.9% PP3M 0.2% PP1M

0.7% PP3M PP1M

PP3M PP1M

 

PP3M PP1M

 

 

PP3M

1

67 68%

53 56% 5.3.5.4.2/tsiexp10_jpn

 

PP3M

PP3M

 

 

2.5.5.3.2  

  2.5.5.3.2.1

2.7.4.2.1.2  

3 PP3M PP1M 8

PP3M 2 PP1M 6

 

PP3M 2 PSY-3011 PP3M

PSY-1005 PP3M 7

PP1M 6
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8 7

PSY-3011 PP1M 1

2 PP3M PP1M

 

 

  2.5.5.3.2.2

2.7.4.2.1.3  

III 2 PSY-3011 PSY-3012 PP3M

PSY-3011 PSY-3012

SOC

 

PSY-3011 PP3M 5.2% PP1M 7.2%

PSY-3012 PP3M

PP3M 2.5% 10.3%  

PSY-1005 325 35 10.8%

SOC

 

 

  2.5.5.3.2.3

2.7.4.2.1.4  

III 2 PSY-3011 PSY-3012

5% PSY-3011

PP3M 3.0% PP1M 2.5% PP3M 1

92  

PSY-3012 10 2.6%

1 PP3M

10

QT 1  

PSY-1005 PP3M 325 8 2.5%

PP3M  
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2.5.5.4  

2.7.4.2.1.5  

PP1M

 

III

PSY-3011 PSY-3012 I PSY-1005

PSY-1005

 

 

2.5.5.4.1  

  2.5.5.4.1.1

5% 3

25 45% 4 5 6 PP3M

C-SSRS  

3 PP3M 1,191

1 PSY-3011 PP1M

1 PSY-

3011 PP1M  

PSY-3011 PP3M 1.8%

PP1M 1.8% PSY-3012 PP3M 1.3% 2.1%

PSY-3011

PP3M PP1M 1 PSY-3012

C-SSRS PSY-3011 PSY-3012

 

PP3M

 

 

  2.5.5.4.1.2

PSY-3011 PP1M 0.4%

PP3M PSY-3012 PP3M

PP3M 1.3% 2.1%  

PSY-3011 1%

PP3M 0.4% PP1M 0.6% PSY-3012 PP3M 1

 

PSY-3011 PSY-3012 PP3M
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  2.5.5.4.1.3

PSY-3011 PP3M PP1M

PP3M 1.0% PP1M 1.4% PSY-3012 PP3M 1

PSY-3011 PSY-3012

PSY-3011

PP3M PP1M 1  

 

  2.5.5.4.1.4
7 8

3

PP3M

 

 

 EPS 2.5.5.4.1.5

EPS

EPS EPS

EPS  

PSY-3011 EPS PP3M PP1M

2% PP3M 1

92  

3 EPS PSY-3012

PP3M

PSY-3012 EPS

 

EPS EPS PP3M

 

 

(1) EPS  

PSY-3011 EPS PP3M PP1M

PP3M 8.3% PP1M 7.4%

EPS

PP3M 4.0% PP1M 2.7% PSY-3011 PP3M

EPS EPS

PP3M PP1M PP3M

3 0.6% PP1M 2 0.4%  

PSY-3012 EPS 12 3.2%

1.6% 1.3% PSY-3012
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EPS PP3M

PP3M 8.1% 3.4% PP3M 5.0%

4.4% 3.8%

1  

PSY-3011 PSY-3012 PP3M EPS

 

PSY-3011 PP3M 1

PSY-3012 PSY-1005  

 

(2) EPS  

PSY-3011 PSY-3012 EPS 3

EPS EPS

PSY-3011 PSY-3012 PSY-3011 PP3M

PP1M PSY-3012 PP3M Barnes

BARS Simpson-Angus SAS AIMS

BARS PSY-3011

PP3M 93% PP1M 92% PSY-3012

PP3M 95% 95% PSY-3011 PSY-3012

BARS  
PSY-3012 PP3M

SAS 0.3 PP3M 6% 3%

BARS 2 PP3M 4% 1%

PP3M 7 2 2

7 1 3 PP3M 3% 3% PSY-3011

EPS PP3M PP1M

5%  

 

(3) EPS  

PSY-3011 EPS PP3M PP1M

PP3M 18% PP1M 16% 18%

23% PSY-3012 EPS

PP3M PP3M 11% 9%

11% 13%  

 

  2.5.5.4.1.6

3 PP3M

PP3M PSY-
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3011 PP3M 1

 

 

2.5.5.4.2  
9 10

1

 

3 PP3M

PSY-3011 PSY-3012

ECG QT ECG PP3M

PP3M

 

 

  2.5.5.4.2.1

EU ICH E14 11 12

3

  

PP3M  

 

 QT  2.5.5.4.2.2

PSY-3011 PSY-3012 QT 1%

PSY-3011 PP3M 0.4% PP1M 0.4% PSY-3012 PP3M 0%

0% QT

 

 

  2.5.5.4.2.3

PSY-3011 PP3M PP1M

PP3M 2.0% PP1M 1.8% PSY-3012

PP3M 1 1% 1 1%  

PSY-3011 PP3M

PP1M PP3M 0.4% PP1M 1.4% PSY-3012

PP3M  

3

PSY-3011

PP3M 1  
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  2.5.5.4.2.4

PSY-3011 PP3M PP1M

PP3M 5.8% PP1M 7.2% PSY-3012

PP3M 2%  

PSY-3011 PP3M 21.3% PP1M

18.5% PSY-3012 PP3M 7.5% 4.1%

 

 

  2.5.5.4.2.5

PSY-3011 PSY-3012 ECG

ECG

QT QT QTc ICH E14
11 12 QT QTc

QTcLD Bazett Fridericia Sagie QT

PSY-3011 PSY-3012  

PSY-3011 PSY-3012 PP3M ECG PR QRS

QT 3%

PSY-3011 PP3M PP1M PP3M 6% PP1M

6% PSY-3012 PP3M PP3M 2%

7% PSY-3011 PSY-3012

 

PP3M QTc

QTcLD PSY-3011 PP3M PP1M

PSY-3012 PP3M

PSY-3011 PSY-3012 PP3M QTcLD 480 msec

PSY-3011 PSY-3012 QTcLD

30 msec 90%  

PSY-3011 QTcLD 60 msec

PP3M PP1M 1 PP3M QTcLD 480 msec

QTc QTcLD

QT

PSY-3012 QTcLD 60 msec

QTcLD 480 msec

60 msec 1

QTcLD

 

 

72



3M  2.5  
   
   

2.5.5.4.3  

 

 

  2.5.5.4.3.1

D2

PSY-3011 PSY-3012

 

 

(1)  

PSY-3011 PSY-3012

 

PSY-3011

PP3M -1.28 ng/mL PP3M -3.37 ng/mL

 

PSY-3012 PP3M

PP1M PP3M

PP3M +2.90 ng/mL PP3M +7.48 ng/mL  

PSY-3011

PP3M 7% PP1M 9%

PP3M 5% PP1M 5% PSY-3012

PP3M

PP3M 9% 3% PP3M 5% 3%  

 

(2)  

PSY-3011 PSY-3012

 

PSY-3011 PSY-3012

PSY-3011

PP3M

6.5% PP1M 5.6% PP3M 2.3% PP1M

0.4%
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PP3M 1 PSY-3012

PP3M 1

 

PSY-3011 5

3 1 1 1

PP3M 2 2 PP1M

1 1  

 

  2.5.5.4.3.2

13 14 15 16

17 18

19  

PP3M

BMI

 

3

PP3M

 

 

(1)  

PSY-3011 PSY-3012
20 100 mg/dL 126 mg/dL

PSY-3011 PP3M PP1M PP3M 3%

PP1M 5% PSY-3012 PP3M PP3M 4%

2%

2%  

PSY-3011 PSY-3012 HOMA

HOMA-IR HOMA-% PP3M
21  

PSY-3011 PSY-3012 HOMA-%

HOMA-IR HOMA-

IR HOMA-% PP3M
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(2)  

PSY-3011 PSY-3012

PSY-3011 PP3M PP1M PP3M

2.6% PP1M 4.9% PSY-3012 PP3M

PP3M 2.5% 5.5% PSY-3011 PP3M

1

 

 

 

(3)  

PSY-3011 PSY-3012

LDL HDL  

PSY-3011

PP3M PP1M PSY-3012 PP3M

PSY-3011 PSY-3012 PSY-3011 PP3M PP1M

 

PSY-3011 200 mg/dL

240 mg/dL PP3M PP1M PP3M

2.1% PP1M 1.7% LDL PP3M PP1M

HDL 40 mg/dL

40 mg/dL PP3M 17.8%

PP1M 15.8%  

PSY-3012

PP3M PP3M 1.4% 3.9% LDL

HDL PP3M

150 mg/dL 200 mg/dL PP3M 8.1%

1.6%  

LDL HDL

PP3M  

 

  2.5.5.4.3.3

PSY-3011 PSY-3012 56%

55 57% 25 kg/m2 30 kg/m2

30 kg/m2 BMI
22 23

13 24  
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PSY-3011 BMI

PP3M PP1M PP3M 1.10 kg 0.38 kg/m2 PP1M

1.46 kg 0.52 kg/m2 PSY-3012 BMI

1.42 kg 0.48 kg/m2 PSY-3012 PP3M

BMI 0.94 kg 0.30 kg/m2

PSY-3012 BMI

-1.28 kg -0.44 kg/m2 PSY-3012 PP1M PP3M

 

PSY-3011 7%

PP3M PP1M PP3M 15% PP1M 16% PSY-3012

PP3M 10%

1% 7% PSY-3011

PP3M 7% PP1M 4% PSY-3012 PP3M 1%

8%  

PSY-3011 PP3M

PP1M PP3M 21.6% PP1M 21.7% PSY-3012

PP3M 8.8% 3.4% PSY-3011

PSY-3012

PSY-3011 PP3M 1

 

 

2.5.5.4.4  

LAI 25 26 PP3M PP1M

PP3M PP1M

525 mg eq.

PP3M PP1M  

PP3M

PSY-3011 PSY-3012 PSY-1005

PP3M PP1M PP3M 525 mg eq. 2.625 mL

PP1M 150 mg eq. 1.50mL PSY-3011 PP3M

Week 12 Week 24 Week 36 PP3M

 

3 PP3M

 

PSY-3011

PP1M 62%

60%  
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PSY-3012 2 PP1M

PP3M 1 2

60% 40%  

 

  2.5.5.4.4.1

3  

PSY-3011 PP3M 7.9% PP1M

5.9%

PP3M

PP3M 2.8% PP1M 1.2% PP3M 2.4%

PP1M 2.7% PP3M 1.4% PP1M 0.4%

 

PSY-3012 PP3M 6 3.8%

 

PSY-1005 7.8%

 

 

  2.5.5.4.4.2

PSY-3011 PP3M PP1M

PSY-3012

PP3M

 

PSY-3011 PP3M

PP1M PSY-3012 PP3M

 

PSY-1005 PP3M

1 6 3

100 mm

10 mm 525 mg eq.

 

 

PP3M PP1M

PSY-3011 PP3M PP1M Visual Analog Scale

VAS PP3M PP1M

PSY-3011

PP3M 3 2 PP3M PP1M
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PSY-3011 PP3M

 

 

2.5.5.4.5  

3 PSY-3011

PSY-3012  

PSY-3011 PP1M 6 2

PSY-1005 1 PP3M

 

 

2.5.5.5  

2.7.4.3 2.7.4.4  

ECG

2.5.5.3 2.5.5.4

 

 

2.5.5.5.1  

PSY-3011 PSY-3012

PP3M PP1M  

 

2.5.5.5.2  

PSY-3011 PSY-3012 PP3M

2.5.5.4.2.4 PP1M

PP3M

2%  

 

2.5.5.5.3  

PP3M BMI 2.5.5.4.3.3  

 

2.5.5.5.4  

PP3M ECG 2.5.5.4.2.5  
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2.5.5.6  

PSY-3011 PSY-3012 PP1M PP3M

PP3M PP3M

PP3M

PP1M

PSY-3011 PSY-3012 PP3M

EPS

BMI

PSY-3011 PSY-3012

 

 

2.5.5.7  

PP1M III PALM-JPN-5

PP1M 27 28 PP1M

PSY-3011 PSY-3012 PP3M

175 525 mg eq   

 

2.5.5.8  

2.7.4.6  

PP1M 2009 7

31 PP3M 2015 5 6  

2018 8 16 Periodic Benefit Risk Evaluation Report/Periodic Safety 

Update Report PBRER/PSUR 2017 7 1 2018 6 30

PP3M

PBRER/PSUR Development Safety Update Report DSUR  

PP1M 29

PP1M

PP3M 30 31  

 

2.5.5.9  

PSY-3011 PP1M

PP3M PP1M PP3M PP1M 500

48 PP3M

PP1M

ECG PP3M PP1M
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