
 



28 1 15  

 

 

 

 

 1 mg 2 mg 

 1% 

 OD 0.5 mg OD 1 mg OD 2 mg 

 1 mg/mL 

  

  

 27 4 24  

  1 1 2 mg  

 1 g 10 mg  

 1 0.5 1 2 mg  

 1 mL 1 mg  

 4 6  

  

 



2 
 

28 1 15  

 1 mg 2 mg 

 1% 

 OD 0.5 mg OD 1 mg OD 2 mg 

 1 mg/mL 

 

  

 27 4 24

 

 

 

 

 

 

 1 mg 2 mg 1% OD 0.5 

mg OD 1 mg OD 2 mg  

1)  

1 1 mg 1 2

1 2 6 mg 1 2

1 12 mg  

2)  

15 kg 20 kg  

1 1 0.25 mg 4

1 0.5 mg 1 2

1 1

0.25 mg 1 1 mg  

20 kg  

1 1 0.5 mg 4

1 1 mg 1 2

1 1
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0.5 mg 1 20 kg 45 kg

2.5 mg 45 kg 3 mg

 

1 mg/mL  

1)  

1 1 mg 1 mL 1 2

1 2 6 mg 2 6 mL

1 2

1 12 mg 12 mL  

2)  

15 kg 20 kg  

1 1 0.25 mg 0.25 mL

4 1 0.5 mg 0.5 mL 1 2

1

1 0.25 mg 0.25 mL

1 1 mg 1 mL  

20 kg  

1 1 0.5 mg 0.5 mL

4 1 1 mg 1 mL 1 2

1

1 0.5 mg 0.5 mL 1

20 kg 45 kg 2.5 mg 2.5 mL 45 

kg 3 mg 3 mL  
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1

27 11 18  

 

 

 1 mg 2 mg 

 1% 

 OD 0.5 mg OD 1 mg OD 2 mg 

 1 mg/mL 

  

  

 27 4 24  

  1 1 2 mg  

 1 g 10 mg  

 1 0.5 1 2 mg  

 1 mL 1 mg  

  

 

 

  1 mg 2 mg 1% OD 0.5 

mg OD 1 mg OD 2 mg  

1)  

1 1 mg 1 2

1 2 6 mg 1 2

1 12 mg  

2)  

20 kg :  

1 1 0.25 mg 3

4 1 0.5 mg 2

1 1 mg

 

20 kg :  

1 1 0.5 mg 3

4 1 1 mg 2

1 20 kg

45 kg 2.5 mg 45 kg 3 mg
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1 mg/mL  

1)  

1 1 mg 1 mL 1 2

1 2 6 mg 2 6 mL

1 2

1 12 mg 12 mL

 

2)  

20 kg :  

1 1 0.25 mg 0.25 mL

3 4 1 0.5 mg 0.5 mL

2

1 1 mg 1 mL  

20 kg :  

1 1 0.5 mg 0.5 mL

3 4 1 1 mg 1 mL 2

1

20 kg 45 kg 2.5 mg 2.5 mL 45 

kg 3 mg 3 mL  

 

 

Kristen SL et al. Res Dev Disabil 2006; 27: 254-89 1 mg

2 mg 1% in vitro in vivo

-1 /

-3 -4
1

 

 

1

OD

                                                  
1 Skrebuhhova-Malmros T et al. Pharmacol Biochem Behav 2000; 67: 339-43 Ricci LA et al. Biol Psychiatry 2007; 62: 218-25 Wagner 

GC et al. Neuropharmacology 2004; 46: 700-8. 
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Janssen

1 2 mg 1996 4

2002 3 3 mg 2002 12 OD 1 2 mg 2007 3 OD 0.5 mg 2009

7 2009 4  

2015 10 100

16

 

Disruptive Behavior Disorders

2010 12

22 12 13 1213 1 1213 1

2012 8

 

 

2

 

 

39 40

39

40 : 0.63 mg/kg/ : 1.25 mg/kg/

9-OH- AUC0-24h 3 mg/

AUC0-24h 762 948 ng·h/mL 2 1 751 888 ng·h/mL

7 5351 6333 ng·h/mL  

 

1 39 4.2.3.2.2

12 SD 36 / 0 3 0.04 0.16 0.63 mg/kg/

50 1 1 39 11 12 /

                                                  
2 5 11 12 16

0.01 0.08 mg/kg/ 4 mg/ 1 2 8 31 RIS-USA-160
AUC ,SS 1 mg 1 2 316 254 ng·h/L

3 mg/ AUC0-24h  
3 pH 5.0  
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14 4

0.16 mg/kg/

0.04 mg/kg/ 0.04 

mg/kg/ 0.63 mg/kg/

0.04 mg/kg/

0.63 mg/kg/ 14

0.63 mg/kg/  

2 39 4.2.3.2.3

12 SD 45 / 0 3 1.25 2.5/1.255 mg/kg/

50 1 1 39 15 /

14 6 1.25 mg/kg/ 2

2.5/1.25 mg/kg/ 7 3 7

14

4.2.3.2.2 0.63 mg/kg/  

3 40 4.2.3.2.4

10 8 / 0 3 0.31 1.25 5 mg/kg/

50 1 1 40

0.31 mg/kg/

1.25 mg/kg/

0.31 mg/kg/

0.31 mg/kg/

1.25 mg/kg/

5 mg/kg/

1.25 mg/kg/ /

                                                  
4 13 97  
5 2.5 mg/kg/ 14 15 1.25 mg/

kg/ 21 1.25 mg/kg  
6 13 97 98  
7 2.5/1.25 mg/kg/ 2.5 mg/kg/ 2 3  
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12 5 mg/kg/

1.25 mg/kg/

 

 

40 4.2.3.2.4

/

6.7

 

 

3

2 2  

3  

 

5.3.5.1.1: 

RIS-AUT-JPN-01

5.3.3.1.1: RIS-P01-101 8

5.3.3.2.1: RIS-USA-160

5.3.3.2.2: RIS-BEL-21 5.3.5.2.1: RIS-BEL-22

5.3.3.2.3: RIS-USA-

150

5.3.5.4.1: RIS-INT-41

5.3.5.1.5: RIS-AUT-4002

9-OH- 9-OH-RIS

: 0.2 ng/mL

: 0.1 ng/mL 2.0 ng/mL

                                                  
8 Diagnostic and Statistical Manual of Mental Disorders, fourth edition
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tmax

9-OH-RIS  

 

1

24 1 1 mg

3 5 11 1 mg 1 1 7

1 11

9-OH-RIS 1 2

34 8 29 8%

9-OH-RIS

5.3.3.1.1: RIS-P01-101  
 

1 1 mg  
 Cmax(ng/mL) tmax (h) a) t1/2 (h) AUC0-  (ng·h/mL) CL/F (mL/min) 

 
11.4 ± 2.9 1.0 (1.0, 3.0) 20.4 ± 3.0 167 ± 35 105 ± 27 
11.5 ± 5.4 1.5 (0.5, 6.0) 21.7 ± 4.1 200 ± 93 96.9 ± 35 

 
6.33 ± 2.37 1.0 (0.5, 2.0) 3.1 ± 1.8 28.6 ± 20.9 873 ± 740 
7.46 ± 5.25 1.0 (0.5, 4.0) 3.6 ± 3.3 42.5 ± 43.5 794 ± 774 

9-OH-RIS 
5.89 ± 1.80 3.5 (1.0, 8.0) 20.6 ± 2.9 138 ± 30 127 ± 31 
5.65 ± 2.53 5.0 (1.5, 24.2) 22.4 ± 5.3 158 ± 68 120 ± 40 

: 24  
a) ,  

 
2 1 mg  

  Ctrough 
(ng/mL) 

Cmax 
(ng/mL) tmax (h) a) t1/2 (h) AUC  

(ng·h/mL) 
CL/F 

(mL/min) 

 
 3.29 ± 0.95 15.0 ± 5.0 1.0 (0.5, 2.0) 24.4 ± 4.3 176 ± 51 103 ± 32 
 4.18 ± 2.04 16.0 ± 6.7 1.0 (0.5, 6.0) 26.3 ± 3.8 194 ± 70 95.6 ± 30.8 

 
 BQL 6.94 ± 3.79 1.0 (0.5, 2.0) 4.7 ± 6.0 30.2 ± 21.5 899 ± 844 
 BQL 7.89 ± 4.96 1.0 (0.5, 4.0) 4.7 ± 4.5 38.8 ± 29.8 671 ± 427 

9-OH-RIS 
 3.15 ± 0.89 9.23 ± 2.86 3.5 (1.0, 8.0) 25.1 ± 5.1 145 ± 45 124 ± 36 
 3.96 ± 1.93 9.31 ± 3.17 4.0 (1.0, 8.3) 30.3 ± 9.1 155 ± 57 120 ± 39 

: 24 BQL:  
a) ,  

2

5 17 35 8

OD 8 32 56

1 24 48 9-OH-RIS

2 mg/ 1 2 0.04 mg/kg/ 1 2

3

5.3.5.1.1: RIS-AUT-JPN-01  
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3 OD ng/mL

  
  9-OH-RIS 

a) b) a) b) a) b)

2 mg/  
1 2  

 

8  21.7 ± 10.2 19.8 ± 9.76 4.31 ± 3.34 1.87 ± 1.70 17.4 ± 7.86 17.9 ± 9.46 
32  27.4 ± 16.7 11.0 ± 5.29 6.83 ± 7.25 0.83 ± 1.11 20.6 ± 11.7 10.1 ± 4.62 
56  26.4 ± 17.5 15.3 ± 6.39 5.87 ± 8.06 1.23 ± 1.72 20.6 ± 10.8 14.1 ± 5.40 

0.04 mg/kg/  
1 2  

 

8  14.6 ± 7.05 10.8 ± 5.44 3.17 ± 2.78 1.02 ± 0.94 11.4 ± 4.79 9.83 ± 5.24 
32  18.4 ± 11.3 7.45 ± 3.70 4.37 ± 4.83 0.55 ± 0.58 14.0 ± 8.43 6.90 ± 3.45 
56  17.9 ± 10.5 9.54 ± 4.42 3.60 ± 4.24 0.66 ± 0.84 14.3 ± 7.52 8.88 ± 4.21 

 
a) 0 8  

: 8 11 32 21 56 15  
b) 8 30  

: 8 7 32 10 56 11  

4 8 6 0.015

0.03 mg/kg 4 5.3.3.2.2: 

RIS-BEL-21  
 

4  
  Cmax (ng/mL) tmax (h) a) t1/2 (h) AUC0-  (ng·h/L) 

 
0.015 mg/kg 16.8 ± 5.8 1.02 (0.98, 1.03) 11.1 ± 2.5 141 ± 50 
0.03 mg/kg 23.6 ± 9.6 1.03 (0.88, 1.05) 15.5 ± 4.8 279 ± 89 

 
0.015 mg/kg 10.2 ± 2.2 1.02 (0.98, 1.03) 2.1 ± 0.3 34 ± 9.1 
0.03 mg/kg 15.1 ± 3.9 1.03 (0.88, 1.05) 1.9 ± 0.2 49 ± 12 

9-OH-RIS 
0.015 mg/kg 8.2 ± 2.3 2.00 (1.02, 2.00) 11.8 ± 2.7 108 ± 41 
0.03 mg/kg 11.7 ± 3.5 2.02 (1.97, 4.03) 14.7 ± 2.5 228 ± 78 

: 3  
a) ,  
 

3 9 4 0.06 mg/kg

0.005 mg/kg 3 0.01 mg/kg 5 0.02 mg/kg 7 0.04 mg/kg

9 0.06 mg/kg 1 2 28

28 2.32 4.57 ng/mL

5.3.5.2.1: RIS-BEL-22  

6 11 12 16 12

0.01 0.08 mg/kg/ 4 mg/ 1 2 7

9-OH-RIS 2 mg/

0.04 mg/kg/ 5

5.3.3.2.1: RIS-USA-160  
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5

   Ctrough 
(ng/mL) 

Cmax 
(ng/mL) 

AUC  
(ng·h/L) 

CLtot 
(mL/min/kg) 

 
%  

 
2 mg/  

 16.2 ± 6.1 40.3 ± 14.6 316 ± 106   
 15.2 ± 8.7 28.4 ± 12.5 254 ± 131   

0.04 mg/kg/  
 11.4 ± 5.0 28.2 ± 12.4 221 ± 87 1.75 ± 0.71 - 
 20.7 ± 16.3 38.5 ± 26.6 347 ± 263 1.56 ± 1.04 - 

 
2 mg/  

 2.63 ± 3.18 17.1 ± 10.1 114 ± 72 a)   
 5.63 ± 7.90 15.5 ± 13.6 127 ± 137 b)   

0.04 mg/kg/  
 2.06 ± 2.68 12.4 ± 9.0 87.5 ± 61.5 a) 6.11 ± 4.15 a) 11.7 
 8.61 ± 13.10 22.5 ± 23.9 190 ± 235 b) 6.51 ± 6.72 b) 14.7 

9-OH-RIS 
2 mg/  

 13.0 ± 5.3 24.5 ± 10.7 222 ± 98   
 9.20 ± 3.89 13.4 ± 4.3 136 ± 48   

0.04 mg/kg/  
 8.98 ± 3.58 16.7 ± 6.8 152 ± 58 2.52 ± 1.00 25.0 
 11.7 ± 6.9 16.8 ± 8.8 172 ± 94 2.37 ± 1.01 29.1 

: 12  
a) 9 b) 11  

 

3
9

10

1080 2165

BMI

2-

RIS-BEL-21

5.3.3.5.1  

 

 

6

 

  

                                                  
9 RIS-BEL-21 5.3.5.2.2 RIS-USA-150 5.3.3.2.3  

10 RIS-USA-160 5.3.3.2.1 RIS-USA-93 RIS-CAN-19 RIS-INT-41 5.3.5.4.1  
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6 ng/mL  

  
 

 
  

 
    

RIS-AUT-JPN-01 5 17  
 

1 2  
 

0.04 mg/kg/
1 2  

8  11 14.6 ± 7.1 
(6.32, 27.4) a) 7 10.8 ± 5.44 

(2.91, 19.4)c) 

32  21 18.4 ± 11.3 
(BQL, 40.7) a) 10 7.45 ± 3.70 

(3.66, 16.1) c)

56  15 17.9 ± 10.5 
(BQL, 40.0) a) 11 9.54 ± 4.42 

(2.92, 18.1) c)

RIS-P01-101 

21 50  
 1 1  

 
0.04 mg/kg/

1 1  

7  24 26.4 ± 7.7 
(12.9, 45.9) b) 24 8.29 ± 2.95 

(4.32, 18.5) d)

20 49
 7  24 31.8 ± 10.5 

(18.2, 68.7) b) 24 10.7 ± 3.64 
(3.87, 18.4) d)

RIS-USA-150 5 16  
 

1 2  
 

0.04 mg/kg/
1 2  

8  15 22.9 ± 11.6 
(5.57, 41.7) a) 30 9.64 ± 6.52 

(1.40, 33.1) c)

24  12 26.5 ± 20.2 
(8.32, 67.6) a) 21 13.7 ± 11.5 

(6.02, 60.2) c)

RIS-USA-160 

6 11  
 1 2  

 

0.04 mg/kg/
1 1  7  12 21.0 ± 10.1 

(11.1, 45.6) b) 12 11.7 ± 5.27 
(5.25, 20.0) e)

12 16  
 

0.04 mg/kg/
1 1  7  12 34.0 ± 26.4 

(9.68, 97.3) b) 12 20.8 ± 16.4 
(5.32, 56.3) e)

RIS-INT-41 4 14  
 

1 1  
 

0.04 mg/kg/
1 1  

4  32 20.7 ± 13.1 
(BQL, 51.0) a) 367 11.4 ± 9.87 

(BQL, 68.1) c)

24  30 23.6 ± 16.4 
(0.83, 70.3) a) 318 12.3 ± 11.0 

(BQL, 111) c)

52  39 22.7 ± 26.2 
(0.34, 158) a) 273 11.6 ± 9.46 

(BQL, 57.5) c)

, BQL:  
a) 0 8  
b) 4  
c) 8 30  
d) 24  
e) 12  

 

 

5.3.5.1.1: RIS-AUT-JPN-01

5.3.5.2.1: RIS-BEL-22

5.3.5.1.2: RIS-

USA-150 Part 1 5.3.5.1.3: RIS-USA-150 Part 2/3 5.3.5.1.4: RIS-CAN-23

5.3.5.1.5:RIS- AUT-4002

5.3.3.2.2: RIS-BEL-21

5.3.5.4.1: RIS-INT-41

5.3.5.4.2: RIS-INT-84  

 

1 5.3.5.1.1: RIS-AUT-JPN-01 2012 8 2014 10

Diagnostic and Statistical Manual of Mental Disorders, fourth edition, Text Revision DSM-IV-
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TR 5 18 7

38 19

7

 
 

7  

 

CGI-S 4  
ABC-J 18  

1 K
18 WPPSI WISC-III -IV
35  

 

4
3

CGI-C 2
 

8 ABC-J  
ABC-J: Aberrant Behavior Checklist-Japanese version CGI-C: Clinical Global Impression-Change CGI-S: Clinical Global 
Impression-Severity 
 

8 48 1

8

 
 

8  
20 kg :  

0.25 mg/ 1 1 4 0.5 mg/ 1 2
0.25 mg/ 1.0 mg/ 1 2 0.75 mg/ 0.25 mg

0.5 mg  
20 kg :  

0.5 mg/ 1 1 4 1.0 mg/ 1 2
0.5 mg/ 2.5 mg/ 45 kg 3.0 mg/ 1 2  

CGI-C
6

0.25 mg/  
 

OD 0.25 0.5 mg/

 

39 18 21

Full Analysis Set FAS 10

7 3 8 7 1

2 2 35

17 18

FAS 9 3 6

7 3 1

2 3 1 2

 

FAS 1.87 0.70 mg/



14 
 

1.61 0.73 mg/  

FAS 8 Aberrant 

behavior checklist-Japanese version ABC-J 11

9

p = 0.0030  
 

9 ABC-J FAS LOCF  

  
 

 a) 
  95%  p  

 18 27.5 ± 5.26 24.7 ± 9.47 -2.8 ± 6.62 
-7.1 [-11.6, -2.6] 0.0030

 21 28.2 ± 6.36 18.5 ± 10.57 -9.7 ± 7.29 
LOCF: Last Observation Carried Forward 

a)  
 

FAS 48 ABC-J

10  
 

10 ABC-J FAS OC  

 
  

   
a) 24.5 ± 9.73 (17)  19.8 ± 10.65 (18)  

8  12.9 ± 9.90 (16) -10.8 ± 10.47 (16) 13.7 ± 10.46 (16) -5.8 ± 8.75 (16) 
24  12.8 ± 9.90 (16) -10.9 ± 10.76 (16) 13.1 ± 9.67 (14) -6.8 ± 9.65 (14) 
48  11.6 ± 8.18 (14) -12.5 ± 10.32 (14) 12.6 ± 9.84 (12) -7.9 ± 9.18 (12) 

b) 13.1 ± 8.31 (17) -11.4 ± 10.70 (17) 13.0 ± 10.28 (18) -6.8 ± 9.70 (18) 
OC: Observed Case 

a)  
b) LOCF 

 

88.9% 16/18

90.5% 19/21

1

97.1% 34/35

2 1

1  

27.8% 5/18 66.7% 14/21

2 11 0 5 0

4

80.0% 28/35 17

12 9 4  

1 1 QT

                                                  
11 58 4 0: 1: 

2: 3: 
15 16 7 / 16

4 5
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5 18 0.25

3.0 mg/

1

1 5.3.5.1.1: RIS-AUT-JPN-01

ABC-J

 

ABC

Aman MG et al. Am J Ment Defic 1985; 89: 

485-91 Aman MG et al. Am J Ment Defic 1985; 89: 492-502 ABC

ABC

ABC ABC-J

Ono Y. Res Dev Disabil 1996; 17: 303-9

ABC-J .  

2014; 30: 271-7 Kato K et al. 

Clinical Neuropharmacology and Therapeutics 2011; 2: 9-11 .  2011; 14: 1845-

50 ABC-J

5.3.5.1.2: RIS-USA-150 Part 1 ABC

ABC-J

 

 

ABC-J

DVD

ABC-J

12

ABC-J  

Clinical Global Impression-

                                                  
12
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Severity CGI-S 4 ABC-J

18  

CGI-S 4

ABC-J 18

1.3 1.5

McCracken JT et al. N Engl J Med 2002; 347: 314-21

85 Aman MG, Singh NN. 

ABC-J  , 2006 18

 

 

 

 

2

 

ABC-J

11 9

79

5.3.5.1.2: RIS-USA-150 5.3.5.1.4: RIS-CAN-

23

20 

kg 45 kg

CYP2D6
13

1

 

  

                                                  
13
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11  
ABC-J FAS LOCF  

  
  

 
 

95% a) 

 

5 8  
 10 29.0 ± 5.21 28.5 ± 7.26 -0.5 ± 4.03 

-10.3 [-16.2, -4.4] 
 11 28.3 ± 5.06 17.4 ± 9.52 -10.9 ± 7.78 

9 12  
 4 27.5 ± 4.51 24.3 ± 8.69 -3.3 ± 10.14 

-3.1 [-16.3, 10.1] 
 6 29.2 ± 9.47 23.0 ± 13.56 -6.2 ± 6.52 

13  
 4 23.8 ± 5.38 15.5 ± 10.66 -8.3 ± 6.24 

-4.6 [-17.6, 8.3] 
 4 26.8 ± 5.44 15.0 ± 8.60 -11.8 ± 6.80 

 
 

 14 28.3 ± 5.40 26.3 ± 9.51 -2.0 ± 6.60 
-7.4 [-12.6, -2.1] 

 16 28.6 ± 6.87 19.3 ± 11.13 -9.3 ± 7.41 

 
 4 24.8 ± 4.19 19.0 ± 7.87 -5.8 ± 6.70 

-5.4 [-18.8, 8.0] 
 5 27.2 ± 4.82 16.2 ± 9.23 -11.0 ± 7.58 

 

20kg  
 2 28.5 ± 3.54 22.5 ± 4.95 -6.0 ± 1.41 

-1.2 [-29.5, 27.0] 
 3 32.7 ± 5.51 27.0 ± 9.85 -5.7 ± 6.66 

20 kg
45 kg  

 15 27.1 ± 5.62 24.7 ± 10.26 -2.5 ± 7.17 
-8.4 [-14.0, -2.8] 

 14 28.0 ± 6.77 17.4 ± 10.75 -10.6 ± 7.44 

45 kg  
 1 31.0 29.0 -2.0 

-6.8 [-61.3, 47.8] 
 4 25.8 ± 4.72 16.3 ± 9.67 -9.5 ± 8.06 

b) 
79  

 8 26.3 ± 4.37 21.5 ± 9.55 -4.8 ± 6.50 
-2.2 [-8.9, 4.5] 

 12 28.9 ± 6.16 22.5 ± 9.22 -6.4 ± 6.78 

79  
 10 28.5 ± 5.91 27.2 ± 9.09 -1.3 ± 6.63 

-12.6 [-18.7, -6.5] 
 9 27.3 ± 6.87 13.2 ± 10.34 -14.1 ± 5.64 

ABC-J

b) 

28  
 12 24.8 ± 3.17 21.9 ± 9.47 -2.8 ± 7.69 

-5.6 [-12.5, 1.4] 
 10 23.2 ± 3.71 13.7 ± 9.24 -9.5 ± 7.75 

28  
 6 33.0 ± 4.20 30.2 ± 7.31 -2.8 ± 4.36 

-7.0 [-13.4, -0.5] 
 11 32.8 ± 4.47 22.9 ± 10.10 -9.9 ± 7.23 

 
a)  
b)  
 

14

12 ABC-J

RIS-USA-150 RIS-CAN-23

 
 

12  
ABC-J FAS LOCF  

 
  

 
  

 95% a)  

 

 
 2 25.5 ± 3.54 11.5 ± 4.95 -14.0 ± 1.41 4.7 

[-8.6, 18.0]  11 29.4 ± 5.10 20.3 ± 9.11 -9.1 ± 7.41 

 
 16 27.8 ± 5.47 26.3 ± 8.61 -1.4 ± 5.55 -8.8 

[-14.0, -3.5]  10 27.0 ± 7.59 16.6 ± 12.17 -10.4 ± 7.50 
 

a)  
 

                                                  
14 MedDRA PT

 



18 
 

 

ABC-J

13

ABC-J

13

 
 

13  
ABC-J FAS LOCF  

  
  

 
 

95% a) 

b) 

 

 
 1 31.0 29.0 -2.0 

-10.4 [-85.6, 64.9] 
 4 26.5 ± 2.65 20.3 ± 9.64 -6.3 ± 10.24 

 
 17 27.3 ± 5.35 24.4 ± 9.70 -2.9 ± 6.82 

-8.1 [-12.7, -3.5] 
 17 28.6 ± 6.95 18.1 ± 11.01 -10.5 ± 6.57 

 
 

 1 31.0 29.0 -2.0 
22.0 

 2 24.5 ± 0.71 25.0 ± 2.83 0.5 ± 2.12 

 
 17 27.3 ±5.35 24.4 ± 9.70 -2.9 ± 6.82 

-8.4 [-12.9, -3.9] 
 19 28.6 ± 6.57 17.8 ± 10.88 -10.8 ± 6.79 

 
 

 
 3 24.7 ± 6.51 21.3 ± 13.28 -3.3 ± 8.08 

-4.6 [-20.0, 10.9] 
 6 26.0 ± 4.38 18.3 ± 8.52 -7.7 ± 8.29 

 
 15 28.1 ± 5.05 25.3 ± 9.00 -2.7 ± 6.62 

-8.2 [-13.1, -3.2] 
 15 29.1 ± 6.92 18.6 ± 11.56 -10.5 ± 7.00 

 
a)  
b)  

 

 

 

 

 

2
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15

16 14 15

17 1/35 2.9%

 
 

14  

 
 a) 

b)  
c)   

  
 

 
 

 
b) 

 
d) 

 
c)

 
e)

         
 18 21 35 18 21 201 35 83 

 16 (88.9) 19 (90.5) 34 (97.1) 5 (27.8) 14 (66.7) 110 (54.7) 28 (80.0) 53 (63.9) 
 

 2 (11.1) 11 (52.4) 17 (48.6) 2 (11.1) 11 (52.4) 11 (5.5)f) 17 (48.6) 5 (6.0)f) 
 0 5 (23.8) 10 (28.6) 0 5 (23.8) 2 (1.0) 9 (25.7) 3 (3.6) 
 0 4 (19.0) 12 (34.3) 0 4 (19.0) 2 (1.0) 12 (34.3) 3 (3.6) 

 0 3 (14.3) 6 (17.1) 0 0 11 (5.5)g) 0 3 (3.6)g) 
 1 (5.6) 2 (9.5) 10 (28.6) 0 0 0 0 0 

 0 2 (9.5) 2 (5.7) 0 2 (9.5) 23 (11.4)h) 2 (5.7) 10 (12.0)h) 
 0 2 (9.5) 1 (2.9) 0 2 (9.5) 16 (8.0)i) 1 (2.9) 5 (6.0)i) 

 0 2 (9.5) 1 (2.9) 0 2 (9.5) 9 (4.5)j) 
4 (2.0)k) 1 (2.9) 3 (3.6)j) 

3 (3.6)k) 
 0 2 (9.5) 0 0 2 (9.5) 11 (5.5) 0 8 (9.6) 

 
0 1 (4.8) 7 (20.0) 0 0 0 0 0 

 1 (5.6) 1 (4.8) 5 (14.3) 0 0 0 0 0 
 2 (11.1) 1 (4.8) 2 (5.7) 2 (11.1) 0 0 1 (2.9) 1 (1.2) 
 2 (11.1) 1 (4.8) 2 (5.7) 0 0 0l) 0 1 (1.2)l) 
 2 (11.1) 0 1 (2.9) 0 0 0 0 0 
 0 0 5 (14.3) 0 0 14 (7.0) 2 (5.7) 9 (10.8) 

 0 0 5 (14.3) 0 0 0 0 0 

 
0 0 4 (11.4) 0 0 0 4 (11.4) 0 

 0 0 4 (11.4) 0 0 0 0 0 
%  

a) 
 109  

b) 15 c) 16 d) 15 e) 16  
f) g) h) i) j) k) l)  

  

                                                  
15  : 5.3.5.1.1: RIS-AUT-JPN-01 8  

 : 5.3.5.1.1: RIS-AUT-JPN-01 48  
 : RIS-USA-150 Part 1 8 5.3.5.1.2 RIS-CAN-23 8 5.3.5.1.4

RIS-AUT-4002 6 5.3.5.1.5  
 : RIS-USA-150 Part 2 4 5.3.5.1.3 Part 1

RIS-AUT-4002 26 5.3.5.1.5  
16  : 8 4

8 5  
: 6 11  
: RIS-INT-3 8 RIS-USA-1 6 RIS-USA-72 4

 
 : RIS-USA-6 1 RIS-USA-9 1 RIS-INT-4 1  

17 MedDRA SMQ  



20 
 

15  
   

  
a) 

 
b) 

 
c) 

 
d)

       
 126 120 225 564 149 758 

 105 (83.3) 115 (95.8) 162 (72.0) 453 (80.3) 114 (76.5) 506 (66.8) 
 

 20 (15.9) 53 (44.2) 1 (0.4) 1 (0.2) 47 (31.5) 2 (0.3) 
 15 (11.9) 51 (42.5) 2 (0.9) 29 (5.1) 27 (18.1) 23 (3.0) 
 11 (8.7) 36 (30.0) 0 11 (2.0) 33 (22.1) 29 (3.8) 
 2 (1.6) 31 (25.8) 2 (0.9) 17 (3.0) 16 (10.7) 16 (2.1) 
 19 (15.1) 24 (20.0) 15 (6.7) 33 (5.9) 25 (16.8) 22 (2.9) 
 8 (6.3) 22 (18.3) 14 (6.2) 48 (8.5) 11 (7.4) 28 (3.7) 
 15 (11.9) 21 (17.5) 5 (2.2) 14 (2.5) 29 (19.5) 17 (2.2) 

 10 (7.9) 21 (17.5) 7 (3.1) 19 (3.4) 16 (10.7) 35 (4.6) 
 17 (13.5) 18 (15.0) 3 (1.3) 7 (1.2) 16 (10.7) 6 (0.8) 
 12 (9.5) 18 (15.0) 0 0 27 (18.1) 2 (0.3) 
 12 (9.5) 16 (13.3) 50 (22.2) 113 (20.0) 17 (11.4) 74 (9.8) 
 12 (9.5) 15 (12.5) 2 (0.9) 5 (0.9) 8 (5.4) 1 (0.1) 
 4 (3.2) 15 (12.5) 5 (2.2) 25 (4.4) 9 (6.0) 36 (4.7) 
 13 (10.3) 13 (10.8) 24 (10.7) 80 (14.2) 18 (12.1) 66 (8.7) 

 4 (3.2) 13 (10.8) 1 (0.4) 1 (0.2) 16 (10.7) 3 (0.4) 
 18 (14.3) 11 (9.2) 3 (1.3) 8 (1.4) 21 (14.1) 18 (2.4) 

 3 (2.4) 10 (8.3) 0 5 (0.9) 10 (6.7) 36 (4.7) 
 2 (1.6) 10 (8.3) 5 (2.2) 34 (6.0) 7 (4.7) 29 (3.8) 

%  
a) 15 b) 16 c) 15 d) 16  

 

 

1  
15 14

16

5.3.5.1.1: RIS-AUT-JPN-01

0.05 mg/kg/ 5/9

55.6% 0.05 mg/kg/ 6/12 50.0% 0.05 mg/kg/ 7/11

63.6% 0.05 mg/kg/ 4/6 66.7%

28

 

  



21 
 

16  
   

a) b) c) d) 
       
 18 21 126 120 35 149 

 2 (11.1) 11 (52.4) 28 (22.2) 95 (79.2) 17 (48.6) 56 (37.6) 
 

 2 (11.1) 11 (52.4) 15 (11.9) 51 (42.5) 17 (48.6) 27 (18.1) 
 0 2 (9.5) 1 (0.8) 1 (0.8) 0 0 

 0 0 11 (8.7) 36 (30.0) 0 33 (22.1) 
 0 0 2 (1.6) 31 (25.8) 0 16 (10.7) 
 0 0 2 (1.6) 6 (5.0) 0 4 (2.7) 

 0 0 0 3 (2.5) 0 0 
 0 0 4 (3.2) 2 (1.7) 0 1 (0.7) 

 0 0 0 2 (1.7) 0 0 
%  

a) 15 b) 15 c) 15 d) 15  
 

18 15

17

 
 

17  
 a) b) 

    
       
 28 95 98 25 56 93 

 1 (3.6) 5 (5.3) 4 (4.1) 0 4 (7.1) 1 (1.1) 
%  

a) 15 b) 15  
 

 

2015 5 31

5

17 972 /7369983 0.1319 /1000 18 5440

/29573809 0.1839

99 /77024 1.2853 96 /4306936 0.0223

763 /2986025 0.2555

 

 

2
15

                                                  
18 MedDRA SMQ  
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1/126 0.8%; 1 5/120 4.2%; 

1 3/149 2.0%; 

1
19

4/26

15.4%; 4 1/9 11.1%; 1

18

 
 

18  
    

 4306936 77024 2986025 
 10 (0.0023) 4 (0.0519) 59 (0.0198) 

 0 0 2 (0.0007) 
 30 (0.0070) 56 (0.7270) 284 (0.0951) 

/1000 2015 5 31  
 

15

20 19

21 19

 

  

                                                  
19 Peuskens J et al. CNS Drugs 2014; 28: 421-53 Maranghi F et al. Expert Opin Drug Metab Toxicol 2013; 9: 1309-16 Rosenbloom AL. 

Int J Pediatr Endoclinol 2010; pii: 159402 Talib HJ, Alderman EM. J Pediatr Adolesc Gynecol 2013; 26: 7-15 Eren E et al. J Clin Res 
Ped Endo 2011; 3: 65-69 

20  
: , http://jspe.umin.jp/medical/files/fuhyo1.pdf 
: Centers for Disease Control and Prevention, http://www.cdc.gov/growthcharts/html_charts/wtage.htm http://www.cdc.gov/ 
growthcharts/html_charts/statage.htm  
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19  

 
  

a) b) c) d) 
       

 

 

 48.14 ± 29.16 
(18) 

42.34 ± 29.45 
(21) 

63.51 ± 30.32 
(125) 

61.74 ± 31.00 
(114) 

44.39 ± 29.47 
(35) 

64.11 ± 31.71 
(141) 

 49.56 ± 28.55 
(18) 

51.08 ± 28.49 
(21) 

64.47 ± 29.52 
(123) 

70.76 ± 27.00 
(118) 

54.93 ± 27.88 
(35) 

73.39 ± 28.07 
(148) 

 
1.43 ± 4.87 

(18) 
8.73 ± 5.06 

(21) 
1.17 ± 6.89 

(122) 
9.34 ± 11.27 

(112) 
10.54 ± 11.52 

(35) 
9.47 ± 12.77 

(140) 
 

 - 33.73 ± 37.51 
(5) 

64.54 ± 30.80 
(20) 

59.36 ± 31.03 
(49) 

41.17 ± 37.57 
(10) 

64.25 ± 31.63 
(75) 

 - 40.11 ± 35.74 
(5) 

66.66 ± 30.22 
(20) 

69.08 ± 27.05 
(54) 

51.35 ± 36.56 
(10) 

75.29 ± 27.20 
(81) 

 
- 6.39 ± 3.73 

(5) 
2.12 ± 3.65 

(20) 
11.34 ± 12.67 

(49) 
10.18 ± 13.55 

(10) 
11.68 ± 14.34 

(75) 
 

 48.14 ± 29.16 
(18) 

45.04 ± 27.37 
(16) 

63.31 ± 30.38 
(105) 

63.53 ± 31.10 
(65) 

45.68 ± 26.36 
(25) 

63.95 ± 32.04 
(66) 

 49.56 ± 28.55 
(18) 

54.50 ± 26.24 
(16) 

64.04 ± 29.51 
(103) 

72.19 ± 27.09 
(64) 

56.36 ± 24.34 
(25) 

71.10 ± 29.12 
(67) 

 
1.43 ±4.87 

(18) 
9.46 ± 5.29 

(16) 
0.99 ± 7.36 

(102) 
7.78 ± 9.88 

(63) 
10.68 ± 10.91 

(25) 
6.92 ± 10.21 

(65) 

 

 

 40.66 ± 28.00 
(18) 

37.80 ± 29.09 
(21) 

54.30 ± 30.73 
(83) 

49.44 ± 33. 40 
(74) 

36.26 ± 26.82 
(35) 

52.10 ± 32.52 
(138) 

 42.00 ± 27.84 
(18) 

38.05 ± 28.81 
(21) 

55.22 ± 29.58 
(84) 

50.56 ± 31.86 
(77) 

42.49 ± 27.85 
(35) 

54.61 ± 31.54 
(148) 

 
1.34 ± 3.38 

(18) 
0.25 ± 4.28 

(21) 
0.85 ± 7.26 

(80) 
-0.56 ± 11.37 

(72) 
6.23 ± 6.64 

(35) 
2.47 ± 10.56 

(137) 
 

 - 22.50 ± 21.71 
(5) 

43.97 ± 28.79 
(16) 

47.22 ± 35.86 
(41) 

33.80 ± 31.69 
(10) 

49.97 ± 33.35 
(72) 

 - 22.16 ± 19.67 
(5) 

44.26 ± 28.71 
(16) 

46.86 ± 31.71 
(45) 

38.51 ± 33.22 
(10) 

51.90 ± 31.99 
(81) 

 
- -0.34 ± 2.57 

(5) 
0.29 ± 8.17 

(16) 
-1.23 ± 14.25 

(41) 
4.72 ± 7.43 

(10) 
2.35 ± 11.92 

(72) 
 

 40.66 ± 28.00 
(18) 

42.58 ± 30.00 
(16) 

56.77 ± 30.87 
(67) 

52.21 ± 30.37 
(33) 

37.25 ± 25.28 
(25) 

54.41 ± 31.67 
(66) 

 42.00 ± 27.84 
(18) 

43.02 ± 29.89 
(16) 

57.80 ± 29.40 
(68) 

55.77 ± 31.84 
(32) 

44.08 ± 25.99 
(25) 

57.89 ± 30.90 
(67) 

 
1.34 ±3.38 

(18) 
0.43 ± 4.75 

(16) 
0.99 ± 7.08 

(64) 
0.32 ± 5.81 

(31) 
6.83 ± 6.35 

(25) 
2.60 ± 8.90 

(65) 
-:  

a) 15 b) 15 c) 15 d) 15  
 

 

3
15

22 20
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20  

 
  

a) b) c) d) 
       
 18 21 126 120 35 149 

 0 2 (9.5) 24 (19.0) 38 (31.7) 3 (8.6) 29 (19.5) 
 

 0 2 (9.5) 4 (3.2) 13 (10.8) 2 (5.7) 16 (10.7) 
 0 0 1 (0.8) 11 (9.2) 0 7 (4.7) 

 0 0 3 (2.4) 5 (4.2) 0 4 (2.7) 
 0 0 2 (1.6) 4 (3.3) 0 4 (2.7) 

 0 0 6 (4.8) 3 (2.5) 0 1 (0.7) 
 0 0 2 (1.6) 3 (2.5) 0 1 (0.7) 

 0 0 0 3 (2.5) 0 1 (0.7) 
 0 0 2 (1.6) 2 (1.7) 0 3 (2.0) 
 0 0 0 2 (1.7) 0 0 

 0 0 0 2 (1.7) 0 0 
 0 0 0 2 (1.7) 0 0 

 0 0 3 (2.4) 1 (0.8) 0 1 (0.7) 
%  

a) 15 b) 15 c) 15 d) 15  
 

4
15 QT/QTc

23 21

450 ms QTcF QTcF

60 ms

4 1

 

  

                                                  
23 MedDRA SMQ   /QT PT

 



25 
 

21 QT/QTc  

 
  

a) b) c) d) 
       
 18 21 126 120 35 149 

QT/QTc
 

1 (5.6) 1 (4.8) 2 (1.6) 1 (0.8) 2 (5.7) 3 (2.0) 

QT  1 (5.6) 1 (4.8) 1 (0.8) 0 0 0 
 0 0 0 0 2 (5.7) 0 

 0 0 0 1 (0.8) 0 0 
 0 0 1 (0.8) 0 0 3 (2.0) 

%  
a) 15 b) 15 c) 15 d) 15  

 

 
5  

Mayes SD et al. Res 

Autism Spectrum Disord 2013; 7: 109-19 24

1 16 13.8% 6 12 0.5% 8 16 42.9%

15

25

1/126 0.8% 2/149 1.3%

5 17 229 /7369983 0.0311 /1000

18 1883 /29573809 0.0637

13 /77024 0.1688 19 /4306936

0.0044 88 /2986025 0.0295

 
26

22

5 17 756 /7369983 0.1026 /1000

18 2998 /29573809 0.1014

50 /77024 0.6491 144 /4306936

0.0334 555 /2986025 0.1859

 

                                                  
24 4

 
25 MedDRA PT

 
26 MedDRA SMQ /  
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22  
 a) b) 

    
 126 120 149 

 22 (17.5) 12 (10.0) 17 (11.4) 
 

 9 (7.1) 4 (3.3) 4 (2.7) 
 9 (7.1) 3 (2.5) 7 (4.7) 

 6 (4.8) 3 (2.5) 3 (2.0) 
 2 (1.6) 2 (1.7) 3 (2.0) 

 2 (1.6) 2 (1.7) 2 (1.3) 
 2 (1.6) 1 (0.8) 1 (0.7) 

%  
a) 15 b) 15  
 

 

 

 

 

3

1

 

Myers SM et al. Pediatrics 2007; 120: 1162-

82

.  2008: 23; 178-82

American Academy of 

Pediatrics. Am Fam Physicians 2008: 78; 1399-404



27 
 

. . , 2007: 739-69

1

1

 

 

1

 

2

 

DSM-IV-TR 2013

DSM-5

/ 27

28

DSM-5 /

5.3.5.1.1: 

RIS-AUT-JPN-01 DSM-IV-TR

ICD

ICD-10 DSM-IV-TR ICD-10

 

                                                  
27 . DSM-5 DSM-IV ICD-10

  2013; 68-74 
28 .   2008; 178-82

.   2002; 137-44 . 
  2008; 187-90 
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5 12 17 2 5 18

5 29

National Collaborating Centre for Mental Health. Autism: The NICE guideline on the recognition, 

referral, diagnosis and management of adults on the autism spectrum, 2012

5 18

5 18

 

5 18

 

 

DSM-5

/ DSM-IV-TR

/

/ DSM-5

 

5 18

 

5 18

 

DSM-5 /

 

5 18

 

 

                                                  
29 Center for Disease Control and Prevention. Morbidity and Mortality Weekly Report 2014; 63: 1-21 Howlin P et al. Autism 1997; 1: 135-

62 , .  2012; 23: 41-5 
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4

1  

20 kg 20 kg 45 kg 45 kg

 

RIS-USA-150 5.3.5.1.2 15 kg 20 kg 20 kg

45 kg 45 kg RIS-CAN-23 5.3.5.1.4

mg/kg

RIS-USA-150

15 kg

20 kg 15 kg 20 kg  

2

20 kg 0.25 mg/ 20 kg 0.5 mg/

3  

RIS-USA-150

3 5/18 27.8% 5/21

23.8% 1

20 kg 0.25 mg/

20 kg 0.5 mg/ 3

 

3

 

RIS-USA-150 4 20 kg

0.5 1.0 mg/ 20 kg 1.0 2.5 mg/ 45 kg 1.0 3.5 mg

1.0 mg/ 9 ABC-J

95% -10.0 -16.0, -4.0

20 kg 0.5 mg/ 20 kg

1 mg/ RIS-USA-150

20 kg 0.5 1.0 mg/

20 kg 45 kg 1.0 2.5 mg/ 45 kg 1.0 3.0 mg/

0.25 mg/

 

ABC-J



30 
 

23

ABC-J

0.5 mg/ 20 

kg 1.0 mg/ 20 kg 3 0.5

1.0 mg/ 0.5 mg/

20 kg 1.0 mg/ 20 kg 7 1

ABC-J -11 -19  
 

23  
ABC-J FAS LOCF  

a) b) 
  

   

20 kg  
0.25 mg/  1 30.0 30.0 0.0 
1.0 mg/  1 29.0 16.0 -13.0 
1.5 mg/  1 39.0 35.0 -4.0 

20 kg  

0.5 mg/  1 25.0 9.0 -16.0 
1.0 mg/  1 37.0 28.0 -9.0 
1.25 mg/  1 15.0 0 -15.0 
1.5 mg/  2 30.0 ± 1.41 18.5 ± 0.71 -11.5 ± 0.71 
2.0 mg/  6 26.5 ± 5.61 13.0 ± 7.46 -13.5 ± 8.04 
2.5 mg/  5 29.4 ± 7.47 24.6 ± 10.31 -4.8 ± 3.77 
3.0 mg/  2 26.0 ± 1.41 16.5 ± 14.85 -9.5 ± 16.26 

 
a)  
b) 20 kg 0.5 1.25 2.0 2.5 3.0 mg/ 20 kg 0.25 

mg/ 0  
 

24
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24  
 20 kg  20 kg  

mg/  0.5  0.5  
1.0  1.0  1.0  1.0  

2.0  
2.0  

3.0  
 

 1 1 1 2 10 6 
 1 (100) 1 (100) 1 (100) 2 (100) 8 (80.0) 6 (100) 

 

 1 (100) 0 1 (100) 2 (100) 5 (50.0) 2 (33.3) 
 0 0 1 (100) 0 1 (10.0) 2 (33.3) 
 0 0 1 (100) 2 (100) 2 (20.0) 0 

 0 0 0 0 1 (10.0) 0 
 1 (100) 0 0 0 2 (20.0) 0 
 

 2 1 2 8 15 7 
 2 (100) 1 (100) 2 (100) 8 (100) 14 (93.3) 7 (100) 

 

 0 0 1 (50.0) 1 (12.5) 6 (40.0) 4 (57.1) 
 1 (50.0) 0 0 6 (75.0) 7 (46.7) 3 (42.9) 

 1 (50.0) 0 1 (50.0) 2 (25.0) 3 (20.0) 3 (42.9) 
 0 0 0 0 5 (33.3) 2 (28.6) 

 0 1 (100) 1 (50.0) 3 (37.5) 3 (20.0) 2 (28.6) 
 1 (50.0) 0 0 1 (12.5) 1 (6.7) 2 (28.6) 

 0 0 0 0 3 (20.0) 1 (14.3) 
 1 (50.0) 0 0 1 (12.5) 2 (13.3) 1 (14.3) 

 0 0 0 0 2 (13.3) 1 (14.3) 
 0 0 0 0 2 (13.3) 1 (14.3) 
 1 (50.0) 0 2 (100) 0 2 (13.3) 0 
 0 0 0 0 2 (13.3) 0 
 1 (50.0) 0 2 (100) 2 (25.0) 1 (6.7) 0 

 1 (50.0) 0 2 (100) 1 (12.5) 0 0 
%  

 

20 kg 0.5 1.0 mg/ 20 kg 45 kg

1.0 2.5 mg/ 45 kg 1.0 3.0 mg/

20 kg 1.0 mg/ 20 kg 45 kg

2.5 mg/ 45 kg 3.0 mg/  

 

20 kg 0.5 

mg/ 20 kg 1.0 mg/

4

5

QT
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330 1 12

 

 

 

1

 

2 GCP

5.3.5.1.1: RIS-AUT-JPN-01 GCP

GCP
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2

28 1 15  

 1 mg 2 mg 

 1% 

 OD 0.5 mg OD 1 mg OD 2 mg 

 1 mg/mL 

  

  

 27 4 24

20 12

25 20 8  

 

1

 

1 OD

5.3.5.1.1: RIS-AUT-JPN-01

5.3.5.1.2: RIS-USA-150 5.3.5.1.4: RIS-CAN-23

aberrant behavior checklist ABC ABC-J

25
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25 ABC ABC-J  
LOCF  

   
 

 a) 

  
95%  p  

FAS  
 18 27.5 ± 5.26 24.7 ± 9.47 -2.8 ± 6.62 

-7.1 [-11.6, -2.6] 0.0030 
 21 28.2 ± 6.36 18.5 ± 10.57 -9.7 ± 7.29 

RIS-USA-
150 ITT b) 

 52 25.0 ± 7.00 21.6 ± 9.52 -3.5 ± 8.12 
-10.6 [-13.8, -7.5] < 0.001 

 49 26.1 ± 8.35 11.3 ± 7.39 -14.9± 10.42 
RIS-CAN-23

ITT c) 
 38 21.2 ± 9.74 14.7 ± 11.46 -6.5 ± 8.41 

-6.3 [-9.4, -3.2] < 0.001 
 37 18.9 ± 8.84 6.9 ± 5.52 -12.1 ± 5.81 

FAS: Full Analysis Set ITT: Intention To Treat LOCF: Last Observation Carried Forward 
a) : 

 
RIS-USA-150 RIS-CAN-23 : 

 
b) 5 17 2 ABC 18

0.25 3.5 mg/  
c) 5 12 0.01 0.06 mg/kg/  

2

Diagnostic and Statistical Manual of Mental Disorders, fifth edition DSM-

5

DSM-5

18

18

5 18

 

 

 

 

 

 

 

 

5 18
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1 mg 2 mg 1% OD 0.5 mg OD 1 mg OD 2 mg  

1)  

1 1 mg 1 2

1 2 6 mg 1 2

1 12 mg  

2)  

15 kg 20 kg  

1 1 0.25 mg 4 1 0.5 mg 1

2 1

1 0.25 mg 1 1 mg  

20 kg  

1 1 0.5 mg 4 1 1 mg 1 2

1

1 0.5 mg 1 20 kg 45 kg

2.5 mg 45 kg 3 mg  

1 mg/mL  

1)  

1 1 mg 1 mL 1 2

1 2 6 mg 2 6 mL 1 2

1 12 mg 12 mL  

2)  

15 kg 20 kg  

1 1 0.25 mg 0.25 mL 4 1 0.5 

mg 0.5 mL 1 2

1 1 0.25 mg 0.25 mL

1 1 mg 1 mL  

20 kg  

1 1 0.5 mg 0.5 mL 4 1 1 mg

1 mL 1 2

1 1 0.5 mg 0.5 mL 1

20 kg 45 kg 2.5 mg 2.5 mL 45 kg 3 mg

3 mL  

 

2

1 3 5

26
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27

 
 

26  
 

   
 

 
 

 
 

 
 

 

 
 

 
 

 

QT   

 
 

 
27  

  
 

 
 

 
 

 

 

 

 

 

28

 
 

28  

  
  
  
 12  

 330  

 

 
 

 
 

 
CGI 
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1  
1 1

 
 

    
19 15  : RIS-USA-150 Part 1 8

5.3.5.1.2 RIS-CAN-23 8
5.3.5.1.4 RIS-AUT-4002 6
5.3.5.1.5

 

: RIS-USA-150 Part 1 8
5.3.5.1.2 RIS-CAN-23 8

5.3.5.1.4 RIS-AUT-4002
6 5.3.5.1.5

 
19 15  : RIS-USA-150 Part 2 4

5.3.5.1.3 Part 1
RIS-AUT-4002 26

5.3.5.1.5  

: RIS-USA-150 Part 2 4
5.3.5.1.3 Part 1

RIS-AUT-4002 26
5.3.5.1.5  

 

4  

 

 

 

 

 1 mg 2 mg 1% OD 0.5 

mg OD 1 mg OD 2 mg  

1)  

1 1 mg 1 2

1 2 6 mg 1 2

1 12 mg  

2)  

15 kg 20 kg  

1 1 0.25 mg 4

1 0.5 mg 1 2

1 1

0.25 mg 1 1 mg  

20 kg  

1 1 0.5 mg 4

1 1 mg 1 2

1 1

0.5 mg 1 20 kg 45 kg



38 
 

2.5 mg 45 kg 3 mg

 

1 mg/mL  

1)  

1 1 mg 1 mL 1 2

1 2 6 mg 2 6 mL

1 2

1 12 mg 12 mL  

2)  

15 kg 20 kg  

1 1 0.25 mg 0.25 mL

4 1 0.5 mg 0.5 mL 1 2

1

1 0.25 mg 0.25 mL

1 1 mg 1 mL  

20 kg  

1 1 0.5 mg 0.5 mL

4 1 1 mg 1 mL 1 2

1

1 0.5 mg 0.5 mL 1

20 kg 45 kg 2.5 mg 2.5 mL 45 

kg 3 mg 3 mL  

 

 


