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2 

 

2016 28

6 2

 

 

 

 

  

225 mg  

 

 

4

1 225 mg 12 1 675 mg

 

 



3 

 

2  

225 mg

Calcitonin gene-related 

peptide CGRP G IgG 2Δa/kappa

 

CGRP -P

1)  

CGRP

CGRP  

  



4 

 

3  

 

 

1 / 406-102-00001  

 

Chronic Migraine CM

569 479

67  

4 12

1

12 4

 

 

1

  

 4 1 12 3  

225 mg 4  
675 mg 225 mg 4 1 12

3  

675 mg 12  
675 mg 4 1 12 3

 

4 1 225 mg 12 1 675 mg
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IHS ICHD 3 β

IHS ICHD 3 β

50  

 CM  

- 15  

- 

8  

 ICHD 3 β 1.1 C D 

 ICHD 3 β 1.2 B C 

 1  

  

 

ICHD 3 β 1.2 



5 

 

 

 

 

12 4

2 4

 

 

2 12 4  

FAS  

   

 

(n=190) 

225 mg 4  

(n=187) 

675 mg 12  

(n=189) 

1) 13.2 5.4 13.4 5.4 13.5 5.0 

12 1) 9.3 5.9 9.5 6.0 11.2 5.4 

2), 3) 4.12 0.43 4.14 0.43 2.45 0.43 

3) 

95%  

p  

1.67 

2.54, 0.80  

0.0002 

1.69 

2.55, 0.82  

0.0001 

 

1  
2  
3

ANCOVA
225 mg 4

675 mg 12  

  



6 

 

 

225 mg 4 61.7% 116 675 mg 12 61.1% 116

61.8% 118 2%

3  

 

3 2%  

 

 

  

 

(n=191) 

225 mg 4  

(n=188) 

675 mg 12  

(n=190) 

 33 (17.6%) 23 (12.1%) 24 (12.6%) 

 30 (16.0%) 40 (21.1%) 36 (18.8%) 

 29 (15.4%) 23 (12.1%) 21 (11.0%) 

 14 (7.4%) 24 (12.6%) 17 (8.9%) 

 10 (5.3%) 3 (1.6%) 5 (2.6%) 

 5 (2.7%) 1 (0.5%) 1 (0.5%) 

 4 (2.1%) 2 (1.1%) 3 (1.6%) 

 3 (1.6%) 4 (2.1%) 0 

 2 (1.1%) 4 (2.1%) 0  

 2 (1.1%) 5 (2.6%) 2 (1.0%) 

 0 4 (2.1%) 1 (0.5%) 

(%) 

 

225 mg 4 3 1.6%

675 mg 12 1 0.5%

2 1.0%

225 mg 4 29.3% 55 675 mg 12 32.1%

61 28.3% 54  
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Episodic Migraine

EM 356 301

67  

4 12

4

12 4

 

 

4

  

 4 1 12 3  

225 mg 4  225 mg 4 1 12 3  

675 mg 12  
675 mg 4 1 12 3
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 12 IHS ICHD 3 β

IHS ICHD 3 β

50  

 EM  

- 6 14  

- 4  

 ICHD-3β 1.1 C D 

 ICHD-3β 1.2 B C 

 1  

  

 

ICHD 3 β 1.2 

 

  



8 

 

 

 

12 4

5 4

 

 

5 12 4  

FAS  

   

 

(n=116) 

225 mg 4  

(n=121) 

675 mg 12  

(n=117) 

1) 8.6 2.5 8.8 2.5 9.0 2.8 

12 1) 4.9 3.0 5.0 3.3 8.2 3.7 

2), 3) 4.00 0.37 4.02 0.38 1.02 0.38 

3) 

95%  

p  

2.98 

3.74, 2.23  

<0.0001 

3.00 

3.76, 2.24  

<0.0001 

 

1  
2  
3

ANCOVA
225 mg 4 675 mg 12
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225 mg 4 57.0% 69 675 mg 12 62.7% 74

65.8% 77 2%

6  

 

6 2%  

 

 

  

 

(n=117) 

225 mg 4  

(n=121) 

675 mg 12  

(n=118) 

 19 (15.7%) 14 (11.9%) 15 (12.8%) 

 18 (14.9%) 14 (11.9%) 12 (10.3%) 

 17 (14.0%) 15 (12.7%) 16 (13.7%) 

 11 (9.1%) 16 (13.6%) 7 (6.0%) 

 7 (5.8%) 2 (1.7%) 0 

 6 (5.0%) 2 (1.7%) 1 (0.9%) 

 4 (3.3%) 2 (1.7%) 0 

 3 (2.5%) 1 (0.8%) 0 

 2 (1.7%) 2 (1.7%) 4 (3.4%) 

 1 (0.8%) 4 (3.4%) 1 (0.9%) 

 1 (0.8%) 3 (2.5%) 0 

 1 (0.8%) 0 3 (2.6%) 

 0 3 (2.5%) 0 

 0 3 (2.5%) 0 

 0 1 (0.8%) 3 (2.6%) 

 0 0 3 (2.6%) 

(%) 

 

675 mg 12 225 mg 4 1 0.8%

1 0.9% 225 mg 4

26.4% 32 675 mg 12 31.4% 37 23.9% 28
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3 TV48125-CNS-30049  

 

CM 1130 109

132

 

406-102-00001

 

ICHD 3 β 1.2 

 

 

 

 

12 4

7 4

 

 

7 12 4  

FAS  

   

 

(n=371) 

225 mg 4  

(n=375) 

675 mg 12  

(n=375) 

1) 12.8 5.8 13.2 5.5 13.3 5.8 

12 1) 8.0 6.3 8.5 6.3 10.4 6.4 

2), 3) 4.56 0.30 4.26 0.31 2.46 0.31 

3) 

95%  

p  

2.11 

2.76, 1.45  

<0.0001 

1.81 

2.46, 1.51

<0.0001 

 

p 4) <0.0001 <0.0001  

1  
2  
3

ANCOVA

225 mg 4 12 4
225 mg 4 675 mg 12

225 mg 4 12 4
50% 675 mg 12

 
4 Wilcoxon rank-sum ANCOVA Shapiro-Wilk p=0.0063

Wilcoxon rank-sum  
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225 mg 4 71.2% 270 675 mg 12 70.5% 265

64.0% 240

2% 8  

 

8 2%  

 

 

  

 

(n=375) 

225 mg 4  

(n=379) 

675 mg 12  

(n=376) 

 99 (26.1%) 114 (30.3%) 104 (27.7%) 

 90 (23.7%) 74 (19.7%) 68 (18.1%) 

 75 (19.8%) 80 (21.3%) 60 (16.0%) 

 16 (4.2%) 18 (4.8%) 15 (4.0%) 

 15 (4.0%) 19 (5.1%) 20 (5.3%) 

 11 (2.9%) 9 (2.4%) 5 (1.3%) 

 8 (2.1%) 7 (1.9%) 10 (2.7%) 

 8 (2.1%) 6 (1.6%) 0 

 6 (1.6%) 4 (1.1%) 11 (2.9%) 

 4 (1.1%) 10 (2.7%) 10 (2.7%) 

 4 (1.1%) 4 (1.1%) 8 (2.1%) 

(%) 

 

675 mg 12 1

225 mg 4 5 1.3%

675 mg 12 2 0.5%

6 1.6%

225 mg 4 7 1.8% 675 mg 12 5 1.3%

8 2.1%

225 mg 4 2 675 mg 12 2 225 mg 4 1

675 mg 12 2 2

225 mg 4 51.2% 194 675 mg 12 49.5% 186 42.4% 159
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4 TV48125-CNS-30050  

 

EM 874 75

123

 

406-102-00002

 

ICHD 3 β 1.2 

 

 

 

 

12 4

9 4

 

 

9 12 4  

FAS  

   

 

(n=371) 

225 mg 4  

(n=375) 

675 mg 12  

(n=375) 

1) 8.9 2.6 9.2 2.6 9.1 2.7 

12 1) 4.9 3.7 5.3 4.0 6.5 3.7 

2), 3) 3.66 0.25 3.45 0.25 2.20 0.24 

3) 

95%  

p  

1.47 

2.01, 0.93  

<0.0001 

1.25 

1.79, 0.72

<0.0001 

 

p 4) <0.0001 <0.0001  

1  
2  
3

ANCOVA
225 mg 4

12 4
50% 675 mg 12

 
4 Wilcoxon rank-sum ANCOVA Shapiro-Wilk p<0.0001

Wilcoxon rank-sum  
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225 mg 4 66.2% 192 675 mg 12 66.3% 193

58.4% 171

2% 10  

 

10 2%  

 

 

  

 

(n=293) 

225 mg/4  

(n=290) 

675 mg/12  

(n=291) 

 87 (30.0%) 86 (29.6%) 76 (25.9%) 

 71 (24.5%) 57 (19.6%) 45 (15.4%) 

 52 (17.9%) 55 (18.9%) 41 (14.0%) 

 16 (5.5%) 11 (3.8%) 15 (5.1%) 

 11 (3.8%) 11 (3.8%) 9 (3.1%) 

 7 (2.4%) 10 (3.4%) 4 (1.4%) 

 6 (2.1%) 4 (1.4%) 3 (1.0%) 

 4 (1.4%) 7 (2.4%) 5 (1.7%) 

 4 (1.4%) 2 (0.7%) 8 (2.7%) 

 3 (1.0%) 9 (3.1%) 6 (2.0%) 

 2 (0.7%) 6 (2.1%) 4 (1.4%) 

(%) 

 

675 mg 12 1

225 mg 4 3 0.8%

675 mg 12 2 0.5%

7 1.9%

225 mg 4

225 mg 4 675 mg 12

5

225 mg 4 1 675 mg 12 2 675 mg 12 2 675 mg 12

2 675 mg 12 2 225 mg 4

47.6% 138 675 mg 12 47.1% 137 37.2% 109
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5 406-102-00003

 

 

50

CM 34 EM 16

11  

4 52

11  

 

11  

  

225 mg 4  225 mg 4 1 52 13  

675 mg 12  675 mg 12 1 52 5  

CM 675 mg 4 1 225 mg 12

1 675 mg  

 

 

 18 70  

 12 IHS ICHD 3 β

IHS ICHD 3 β

50  

 CM 15

8 EM

4 14

4  

 ICHD-3β 1.1 C D 

 ICHD-3β 1.2 B C 

 1  

  

 

ICHD 3 β 1.2 

 

 

 

 

225 mg/4 92.0% 23 675 mg/12 88.0% 22

5% 12

 



15 

 

 

12 5%  

 

 

 

 

225 mg/4  

(n=25) 

675 mg/12  

(n=25) 

 18 (72.0%) 14 (56.0%) 

 7 (28.0%) 5 (20.0%) 

 3 (12.0%) 2 (8.0%) 

 3 (12.0%) 1 (4.0%) 

 2 (8.0%) 1 (4.0%) 

 2 (8.0%) 1 (4.0%) 

 1 (4.0%) 3 (12.0%) 

 1 (4.0%) 2 (8.0%) 

 1 (4.0%) 2 (8.0%) 

 1 (4.0%) 2 (8.0%) 

 1 (4.0%) 2 (8.0%) 

(%) 

 

675 mg/12 2 8.0%

675 mg/12 2 8.0%

225 mg 4 44.0% 11

675 mg 12 24.0% 6  

 

 

52 4 13

 

 

13 52  

 1  3  6  12  

13.9 5.5  

(n=50) 

9.8 6.6  

(n=50) 

11.8 7.1  

(n=50) 

11.0 6.4  

(n=47) 

10.5 6.6  

(n=45) 
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