
 



 
 

 

 

29 2 17  

 

 

 

 

 

 

 

50 mg 100 mg  

 

 

28 4 22  

1 50 mg 100 mg  

4 6 8

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

50 mg 4 1

1 100 mg  

 

100 mg 4 1  
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200 mg 2 100 mg

6 100 mg 4 1  

 

 

 

 

 



 
 

 

1  

 

29 1 17  

 

 

 

 
50 mg 100 mg  

 

 

28 4 22  

1 50 mg 100 mg  

 

 

 

 

 

 

50 mg 4 1

1 100 mg

 

 

100 mg 4 1

 

 

200 mg

2 100 mg 100 mg 4

1  
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5-ASA 5-aminosalicylic acid 5-  
6-MP 6-mercaptopurine 6-  
6-TG 6-thioguanine 6-  
AST Aspartate aminotransferase  
AUC Area under the serum concentration-

time curve 
 

AZA Azathioprine  
Cmax Maximum serum concentration  
CR Clinical response  
CRP C-reactive protein C  
ECLIA  Electro-chemiluminescence 

immunoassay 
 

EIA  enzyme immunoassay  
GCP Good Clinical Practice  
MedDRA/J Medical Dictionary for Regulatory 

Activities Japanese version 
ICH  

MMF Mycophenolate mofetil  
MTX Methotrexate  
PBRER Periodic benefit-risk evaluation 

report 
 

PGA Physician’s Global Assessment  
PSUR Periodic Safety Update Report  
t1/2 Elimination half-life  
T16   II/III CTD 5.3.5.1.1

C0524T16  
T17   II/III CTD 5.3.5.1.2

5.3.5.1.4 C0524T17  
T18

 
 III CTD 5.3.5.1.3-2

C0524T18  
T18   III CTD 5.3.5.1.3-1

5.3.5.1.4 C0524T18  
tmax Time to reach the maximum serum 

concentration 
 

TNF Tumor necrosis factor  
TPN Total parenteral nutrition  
UC Ulcerative colitis  
WEHI    

 
  

 
 T18 3001
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non-
responder 

 UC T16 T17
CR

 
    
3001

 
 III CTD 5.3.5.1.5-1 5.3.5.1.5-

2 CNTO148UCO3001  
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1.  

UC ulcerative colitis

TNF

TNF TNF

  27  28 1 31

  27

 

TNFα

UC TNF

TNF

UC

 

2011 7

2013 5

2013 9 UC 2016

12 70 UC  

 

2.  

100 mg

100 mg 50 mg

23 7 1

100 mg

 

 

3.  

TNFα

TNFα

TNFα

50 mg  23 4 13  

 

4.  

 

 

5.  
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6.  
6.1  

I CNTO148NAP1001 II/III C0524T17

III C0524T18 III CNTO148UCO3001

ECLIA

39.05 ng/mL EIA

TNF WEHI

50 mg 23 4 13 CTD 5.3.1.4.1  

 

6.2  

6.2.1 I CTD 5.3.3.3.1

CNTO148NAP1001 2010 11 2011 4  

18 45 48 24 24

1  

200 mg 400 mg

2 200mg 10

2

2 400mg 10

 

49 49 8

4 4 200 mg 21 11 10 400 mg 20

10 10 5 3 2 3

2 1 1 1  

25.0 % 1/4 200 mg 81.8 % 9/11

400 mg 50.0 % 5/10 75.0 % 3/4 200 mg 90.0 %

9/10 400 mg 80.0 % 8/10 25.0 %

1/4 200 mg 54.5 % 6/11 400 mg 20.0 % 2/10

25.0 % 1/4 200 mg 40.0 % 4/10 400 mg 30.0 % 3/10  

2 1 2

25.0 % 1/4 200 mg 54.5 %

6/11 400 mg 10.0 % 1/10 0.0 % 0/4 200 mg 40.0 %

4/10 400 mg 10.0 % 1/10

 

  



6 
 

1 2  

 

25  24  

 
4  

 
 

4  

 
200 mg  

11  
400 mg  

10  
200 mg  

10  
400 mg  

10  
 25.0 1  81.8 9  50.0 5  75.0 3  90.0 9  80.0 8  
 0.0 0  9.1 1  30.0 3  25.0 1  10.0 1  0.0 0  

 0.0 0  9.1 1  20.0 2  25.0 1  10.0 1  10.0 1  
 25.0 1  63.6 7  10.0 1  50.0 2  90.0 9  20.0 2  

 25.0 1  18.2 2  0.0 0  0.0 0  20.0 2  10.0 1  
MedDRA/J ver. 13.0 

 
 

2  
 

2  

 
 

10  a  10  
Cmax 

µg/mL  
tmax 

b  

day  
AUCinf 

µg day/mL  
t1/2 

day  
Cmax 

µg/mL  
tmax 

b  

day  
AUCinf 

µg day/mL  
t1/2 

day  

200 mg 15.9 3.0 5.0 
3.0, 6.0  268.9 51.8 12.3 1.5 13.2 5.4 3.5 

3.0, 4.0  246.1 86.2 13.2 3.2 

400 mg 31.3 8.0 3.5 
3.0, 5.0  597.2 175.6 12.1 1.3 25.9 5.9 5.0 

2.0, 6.0  535.5 146.8 13.7 2.0 

 
a 200 mg 11  
b ,  

 
36 18 78 12

 

 

6.2.2 II/III CTD 5.3.5.1.2 5.3.5.1.4 C0524T17 2007 7 2010

11 T17  

18 UC

0 2 100 mg 50 mg 100 50 mg

200 mg 100 mg 200 100 mg 400 mg 200 mg 400 200 mg

7.1  

2 6 3

 
 

3 UC µg/mL  

 
   

 2  6  2  6  

100→50 mg a  
   65 60 

   2.6 1.3 9.7 67.3 

200→100 mg 
 22 21 229 202 

 6.2 2.3 1.9 1.0 6.4 2.8 2.1 1.4 

400→200 mg 
 19 19 230 206 

 16.4 8.2 5.9 5.4 12.7 5.5 4.5 3.0 
 

a  
 

721

0.4 % 3/721 3 2

1
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6.2.3 III CTD 5.3.5.1.3-1 5.3.5.1.4 C0524T18 2007

9 2011 7 T18  

18 UC II/III C0524T16 CTD 5.3.5.1.1

T16 1 T17

7.2  

50 mg 100 mg 52 4

7.2  

T18 4 44

4  
 

4 UC µg/mL  

 
 

 4  8  12  20  28  36  44  

50 mg 
 3 3 2 1 0 0 0 

 4.2 2.6 1.2 0.4 0.5, 1.3 1.8    

100 mg 
 5 4 4 4 4 4 4 

 2.7 1.6 3.0 1.5 2.2 0.6 2.4 1.1 6.5 7.7 4.0 2.2 3.2 1.4 

 
 

 4  8  12  20  28  36  44  

50 mg 
 147 130 128 115 113 98 92 

 1.3 1.4 0.9 0.7 0.9 0.6 0.8 0.6 0.8 0.5 0.8 0.6 0.9 0.7 

100 mg 
 143 136 127 117 102 90 86 

 2.6 9.7 1.6 1.0 1.6 1.2 1.5 1.0 1.5 0.9 1.8 1.1 1.7 1.0 
 

 
1103

2.9 % 32/1103 32

31 21 67.7 % 62 2 3.2 %

 

 

6.2.4 III CTD 5.3.5.1.3-2 C0524T18 2007 9 2015 2

T18  

18 UC T18

7.3  

T18 52 50 mg 100 mg 200 mg2

56 212 4 T18

 

54 228 212 1

54  

 

                                                        
1  18 UC UC

1 mg/kg 2 mg/kg 4 mg/kg T16 T17
Part 1 T16 T17

6 T16 Part 2
 

2  3
200mg 100mg  



8 
 

 
1 T18 UC  

 
604

3.8 % 23/604 23

22 81.8 % 18/22

26 1 3.8%

 

 

6.2.5 III CTD 5.3.5.1.5-1 5.3.5.1.5-2 CNTO148UCO3001 2013 2

2016 1 3001  

18 UC

 

0 200 mg 2 100 mg

6 0 Clinical response CR 100 mg

52 4

7.4  

2 6 5

 
 

5 UC µg/mL  

 
 

 2  6  

200→100 mg 
 144 140 

 7.9 3.0 2.7 1.6 
 

 
4 52 6
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6 UC µg/mL  

 
 

 
a  4  

10  
8  
14  

12  
18  

20  
26  

28  
34  

36  
42  

44  
50  

52  
58  

100 mg 
 31 30 29 27 27 26 24 25 

 2.3 1.1 2.2 1.0 2.3 1.2 2.2 0.9 2.2 0.9 2.5 0.9 2.7 1.2 2.5 1.2 
 

a  
 

54

144 3.5 % 5/144 5
3  

 

6.R  

 

T17 T18 3001 

 

 

 

 

7.  
I 1

CNTO148NAP1001 2 C0524T17 C0524T18 C0524T18

1 CNTO148UCO3001  

Mayo 7

8  
 

7 Mayo  
UC 4 0 12  
3 5 6 10 11 12  
Partial Mayo Mayo  

 0 1 1-2  
2 3-4 3 5  

 0 1  
2 3  

 0 1  
2 3  

 0 1 2 3  
 

8  
  

CR clinical response  
Mayo 0 30 % 3

0 1 0 1
 

clinical remission  Mayo 2 0 1  
Mucosal healing Mayo 0 1  

 

                                                        
3  68 9.0 % 13/144 13

 



10 
 

7.1 II/III CTD 5.3.5.1.2 5.3.5.1.4 C0524T17 2007 7 2010

11 T17  

18 UC 9  Part 1 176 44 Part 

2 875 4 Part 1 Part 

2 25 217

21 Part 1 Part 2

Part 2  
 

9 UC  
UC  

Mayo 6 12 2  
5-ASA AZA 6-MP 1

 
6-MP AZA MTX 12 6-MP AZA MTX 12

4 4  
5-ASA 2 2  

2  
5-ASA TPN pentoxifylline  

UC  
6-TG 4  

 
 

TNF  
12 alemtuzumab  
40 mg/  
8 MMF  
2  

 
 

Part 1 0 2 100 mg 50 mg 100 50 

mg 200 mg 100 mg 200 100 mg 400 mg 200 mg 400 200 mg

Part 1 Part 2

200 100 mg 400 200 mg 100 50 mg 5  

Part 1 Part 2 1,065 331 734 100→50 mg 72 200→100 mg

331 400→200 mg 331 Part 1 169 42

100→50 mg 42 200→100 mg 42 400→200 mg 43 Part 2 896 122

31 100→50 mg 30 200 100 mg 31 400 200 mg 30

774 258 200 100 mg 258 400 200 mg 258

Part 2  

                                                        
4  Part 2 500 Part 2

II/III C0524T16 CTD 5.3.5.1.1 Part 2
T18 T16 18 UC UC

2007 8 2009 5
1 mg/kg 2 mg/kg 4 mg/kg T16 T17 Part 1

T16 T17 6
T16 Part 2

 
5  Part 2 Part 1 170

170 Part2 Part 1 Part 2 Part 2
Part1 100 50 mg 200 100 mg 400 200 mg

Part1 Part 2 200 100 mg 400 200 mg
200 100 mg 400 200 mg  
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Part 1 Part 2 6 3.3 % 35/1,065 3.9 % 13/331

100 50 mg 8.3 % 6/72 200 100 mg 2.1 % 7/331 400 200 mg 2.7 % 9/331

1.0 % 11/1,065 1.2 % 4/331 100 50 mg

2.8 % 2/72 200 100 mg 0.6 % 2/331 400 200 mg 0.9 % 3/331

0.1 % 1/1,065 400 200 mg 0.3 % 1/331 2.2 % 23/1,065 2.7 %

9/331 100 50 mg 5.6 % 4/72 200 100 mg 1.5 % 5/331 400 200 mg 1.5 %

5/331 6  

Part 2 774

GCP 2 7 13 7 200 100 mg 5

400 200 mg 1 761 251 200 100 mg 253 400 200 mg

257 8 Part 1 Part 2 1,065

1 Part 1 100→50 mg 1,064 330 734 100 50 

mg 71 200 100 mg 331 400→200 mg 332  

6 CR 10 200→100 mg

400→200 mg p<0.0001

5 %  
 

10 6 CR  

 

 

 
251  

 
200→100 mg  

253  
400→200 mg  

257  
CR a  30.3 76  51.0 129  54.9 141  
p b   0.0001 < 0.0001 

 
a 6 Mayo CR  
b 5 % 2 400 200 mg

200 100 mg  
 

6 38.2 % 126/330

100→50 mg 47.9 % 34/71 200→100 mg 37.5 % 124/331 400→200 mg 38.9 %

129/332 15.5 % 51/330 100→50 mg 15.5 % 11/71 200→100 

mg 16.3 % 54/331 400→200 mg 17.5 % 58/332  

2 % 11

2 % 0 % 0/330 100→50 mg

4.2 % 3/71 200 100 mg 1.5 % 5/331 400 200 mg 1.2 % 4/332

2.1 % 7/330 100→50 mg 1.4 % 1/71 200→100 mg 0.3 % 1/331

400→200 mg 1.8 % 6/332  
 
  

                                                        
6  6 16 1.4 % 15/1,065  
7  Mayo 1 1

 
8  3 Part 1 100 50mg 1 2 Part 1 200 100mg 1 2 200mg

Part 2 1 0 100mg 100 50mg 400 200mg 200 100mg
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11 6 2 %  

 

 

 
330  

 
100→50 mg  

71  
200→100 mg  

331  
400→200 mg  

332  
 38.2 126  47.9 34  37.5 124  38.9 129  

 5.2 17  7.0 5  3.0 10  4.5 15  
 2.1 7  1.4 1  0.9 3  3.6 12  
 2.1 7  2.8 2  1.8 6  3.0 10  

 3.3 11  2.8 2  3.3 11  2.4 8  
 1.5 5  1.4 1  0.6 2  2.4 8  

 3.9 13  2.8 2  2.1 7  1.8 6  
 2.1 7  0.0 0  0.9 3  1.8 6  

 2.1 7  1.4 1  2.7 9  1.5 5  
 0.0 0  4.2 3  1.5 5  1.2 4  

 2.7 9  0.0 0  0.9 3  0.9 3  
 1.5 5  2.8 2  0.6 2  0.9 3  

 0.9 3  2.8 2  0.3 1  0.3 1  
 0.3 1  2.8 2  0.6 2  0.0 0  

 0.6 2  2.8 2  0.3 1  0.0 0  
MedDRA/J ver. 13.0 

 
 

6 60.0 % 18/30 200 100 mg 56.5 %

13/23 400 200 mg 31.6 % 6/19 23.3 % 7/30 200

100 mg 30.4 % 7/23 400 200 mg 26.3 % 5/19  

2 12

2 6.7 % 2/30 200 100 mg 0 %

0/23 400 200 mg 0 % 0/19  
 

12 6 2 a  

 

 

 
30  

 
200→100 mg  

23  
400→200 mg  

19  
 60.0 18  56.5 13  31.6 6  
 10.0 3  8.7 2  5.3 1  

 6.7 2  4.3 1  5.3 1  
 6.7 2  4.3 1  0 0  

 6.7 2  0 0  0 0  
MedDRA/J ver. 13.0 

 
a T17 Part 1 100 50 mg  

 

6 10 400

200 mg 1 9

 

6 6.1 % 20/330 100

50 mg 2.8 % 2/71 200 100 mg 2.7 % 9/331 400 200 mg 3.3 % 11/332

2 13  

6 3.0 % 10/330 100→50 

mg 0 % 0/71 200→100 mg 0.3 % 1/331 400→200 mg 0.3 % 1/332

                                                        
9  2 200 mg 2

10  
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2 0.6 % 2/330

100 50 mg 0 % 0/71 200 100 mg 0 % 0/331 400 200 mg 0 % 0/332

 
 

13 6 2  

 

 

 
330  

 
100→50 mg  

71  
200→100 mg  

331  
400→200 mg  

332  
 6.1 20  2.8 2  2.7 9  3.3 11  

 2.4 8  1.4 1  0.9 3  1.2 4  
 0.6 2  0.0 0  0.6 2  0.0 0  
 0.6 2  0.0 0  0.0 0  0.0 0  

 0.9 3  0.0 0  0.0 0  0.0 0  
MedDRA/J ver. 13.0 

 
 

6  

6 10.0 % 3/30

1 200 100 mg 8.7 % 2/23

1 400 200 mg 5.3 % 1/19

6 3.3 % 1/30 200 100 mg 4.3 % 1/23

400 200 mg  0% 0/19  

6 0.9 % 3/330

100→50 mg 2.8 % 2/71 200→100 mg 0.3 % 1/331 400→200 mg 0.3 % 1/332

2  

6  

 

7.2 III CTD 5.3.5.1.3-1 5.3.5.1.4 C0524T18 2007 9

2011 11 T18  

18 UC II/III C0524T16 CTD 5.3.5.1.1

T16 10 T17 14 UC

25 251 21  

50 mg 100 mg 52 4

15  
 

14  
UC  

T16 T17 6 6  
 

T16 T17 0  
UC  

 

                                                        
10  18 UC UC

1 mg/kg 2 mg/kg 4 mg/kg T16 T17
Part 1 T16 T17

6 T16 Part 2
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15 T16 T17 6 T18  
 

 
T16 T17 6 CR  

50 mg 100 mg 1 1 1  
 T16 T17 6 CR responder  

4  
T16 T17 6 CR non-responder

100 mg 4  
T16 T17 6 CR non-responder  

100 mg 4  
 

CR

16  
 

16 T18  
52 1  

CR  
100 mg 4  

50 mg 2 50 mg 100 mg 4  
100 mg 2 100 mg 200 mga 4  

 
16 UC  

a
2009 11 200 mg 100 mg 4

200 mg 100 mg  
 

1,228 464 156 50 mg 154 100 mg 154

764 129 100 mg 635 non-responder 230 non-

responder 405 28.2 % 131/464

27.6 % 43/156 50 mg 27.9 % 43/154 100 mg 29.2 % 45/154

47.1 % 360/764 31.8 % 41/129 100 mg 50.2 % 319/635

12.2 % 19/156 50 mg 11.0 %

17/154 100 mg 14.3 % 22/154 10.9 % 17/156 50 mg

7.8 % 12/154 100 mg 7.8 % 12/154

14.0 % 18/129 28.3 % 180/635

9.3 % 12/129 12.6 % 80/635  

464 GCP 3 11

8 2 50 mg 3 100 mg 3 456 154

50 mg 151 100 mg 151

1,228 285 50 mg 154 100 mg 789  

54 CR 17

p=0.010

p<0.001 5 % 0 T16 T17

Cochran-Mantel-Haenszel  

  

                                                        
11  Mayo 1 1
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17 54 Clinical response CR a  

  
154  

 
50 mg  

151  
100 mg  

151  
CR 31.2 48  47.0 71  49.7 75  

p b   0.010 <0.001 
 

a treatment failure CR  
b 5% 0 T16 T17

Cochran-Mantel-Haenszel 100 mg
50 mg  

 
T18

66.0 % 103/156 50 mg 72.7 % 112/154 100 mg 73.4 %

113/154 28.2 % 44/156 50 mg 25.3 % 39/154 100 mg 35.7 %

55/154 50.0 %

2/4 50 mg 100.0 % 3/3 100 mg 100.0 % 5/5 50.0% 2/4

50 mg 0 % 0/3 100 mg 40.0 % 2/5

2 % 18 19

2

25.0 % 1/4 50 mg 0 % 0/3 100 mg 60.0 % 3/5

0 % 0/4 50 mg 0 % 0/3 100 mg 40.0 % 2/5

0 % 0/4 50 mg 0 % 0/3 100 mg 40.0 % 2/5 2

0 % 0/4 50 mg 0 % 0/3 100 mg 40.0 % 2/5

 
 

18 2 % 54  

  
156  

 
  

156  

 
50 mg  

154  
100 mg  

154  
50 mg  

154  
100 mg  

154  
 66.0 103  72.7 112  73.4 113   0.6 1  2.6 4  3.2 5  

 18.6 29  17.5 27  15.6 24   1.3 2  1.3 2  3.2 5  
 7.1 11  9.1 14  13.6 21   0.6 1  1.9 3  2.6 4  

 9.0 14  7.8 12  7.8 12   1.3 2  1.3 2  2.6 4  
 2.6 4  7.1 11  7.1 11   1.3 2  0.6 1  2.6 4  

 2.6 4  5.2 8  5.8 9   0.6 1  0.6 1  2.6 4  
 3.2 5  3.2 5  5.8 9   1.9 3  0.0 0  2.6 4  

 7.7 12  7.1 11  5.2 8   4.5 7  3.9 6  1.9 3  

 1.9 3  5.8 9  4.5 7   3.2 5  4.5 7  1.3 2  

 1.9 3  4.5 7  4.5 7  AST  0.6 1  3.2 5  1.3 2  
 1.9 3  3.9 6  4.5 7   3.2 5  1.3 2  1.3 2  

 3.2 5  1.9 3  4.5 7   1.9 3  3.9 6  0.6 1  
 1.9 3  2.6 4  3.9 6   0.6 1  2.6 4  0.6 1  

 0.6 1  1.3 2  3.9 6   1.9 3  2.6 4  0.6 1  
 2.6 4  5.2 8  3.2 5   2.6 4  1.9 3  0.6 1  

 4.5 7  2.6 4  3.2 5   2.6 4  1.3 2  0.6 1  

 1.3 2  0.6 1  3.2 5   3.2 5  0.6 1  0.6 1  

 2.6 4  0 0  3.2 5   3.2 5  0.6 1  0.6 1  
 

MedDRA/J ver. 14.0 
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19 2 %  
54  

  
156  

 
50 mg  

154  
100 mg  

154  
 28.2 44  25.3 39  35.7 55  

 1.9 3  3.2 5  3.9 6  
 1.3 2  4.5 7  2.6 4  

 5.1 8  3.2 5  2.6 4  
 0.6 1  0.6 1  2.6 4  

 0 0  0 0  2.6 4  
 2.6 4  1.3 2  1.9 3  

 2.6 4  0.6 1  1.9 3  
 

MedDRA/J ver. 14.0 
 

100 mg 1 12

 

7.7 % 12/156 50 

mg 8.4 % 13/154 100 mg 14.3 % 22/154 2

1.9 % 3/156 50 mg 1.9 % 3/154

100 mg 3.9 % 6/154 0 % 0/156 50 mg 0 % 0/154

100 mg 1.9 % 3/154

1.9 % 3/156

1 50 mg 0.6 % 1/154 100 mg 1.9 % 3/154

1

 

25.0 % 1/4

50 mg 33.3 % 1/3 100 mg 20.0 % 1/5

 

6.4 % 10/156

50 mg 5.2 % 8/154 100 mg 9.1 % 14/154 2

1.9 % 3/156 50 mg 3.9 %

6/154 100 mg 4.5 % 7/154

25.0 % 1/4 50 mg 0 % 0/3

100 mg 0 % 0/5  

63.9 % 182/285

74.5 % 801/1,075 24.9 % 71/285 28.9 %

311/1,075 20 21  

62.5 % 5/8

86.7 % 52/60 37.5 % 3/8 28.3 % 17/60

22 23  
 

                                                        
12  335 82  
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20 2 % 54  

 
 

a  
285  

b  

1,075   
a  

285  
b  

1,075  
 63.9 182  74.5 801   1.4 4  2.7 29  

 16.8 48  18.9 203   3.5 10  2.7 29  
 5.6 16  9.7 104   4.2 12  2.5 27  

 7.0 20  8.0 86   3.2 9  2.4 26  
 6.7 19  6.5 70   2.5 7  2.3 25  

 3.5 10  6.1 66   1.8 5  2.1 23  
 3.2 9  5.2 56   0.4 1  2.1 23  
 3.5 10  4.5 48   1.8 5  2.0 21  
 1.1 3  4.4 47   2.1 6  2.0 21  
 2.8 8  3.7 40   2.1 6  1.3 14  
 3.2 9  3.6 39   2.5 7  1.0 11  
 1.8 5  3.5 38   2.8 8  1.0 11  

 2.1 6  2.8 30     
 

MedDRA/J ver. 14.0 
a T18 T16 T17 T18  
b T18 T16 T17 CR T18

 
 

21 2 %  
54  

 
a  

285  
b  

1,075  
 24.9 71  28.9 311  

 1.1 3  2.6 28  
 2.1 6  2.4 26  

 1.4 4  2.4 26  
 0.7 2  2.1 23  

 3.5 10  1.6 17  
 

MedDRA/J ver. 14.0 
a T18 T16 T17 T18

 
b T18 T16 T17 CR

T18  
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22 2 54  

 
 

a  
8  

b  

60   
a  

8  
b  

60  
 62.5 5  86.7 52   0 0  5.0 3  
 12.5 1  33.3 20   25.0 2  3.3 2  

 0 0  11.7 7   12.5 1  3.3 2  
 0 0  10.0 6   0 0  3.3 2  

 0 0  10.0 6   0 0  3.3 2  
 0 0  8.3 5   0 0  3.3 2  

 0 0  8.3 5   0 0  3.3 2  
 25.0 2  6.7 4   0 0  3.3 2  
 0 0  6.7 4   0 0  3.3 2  
 0 0  6.7 4   0 0  3.3 2  

 0 0  6.7 4   0 0  3.3 2  

 12.5 1  5.0 3   
0 0  3.3 2  

 12.5 1  5.0 3   0 0  3.3 2  
 0 0  5.0 3   0 0  3.3 2  
 0 0  5.0 3   0 0  3.3 2  

 0 0  5.0 3     
 

MedDRA/J ver. 14.0 
a T18 T17 T18  
b T18 T17 CR T18

 
 

23 2  
54  

 
 

a  
8  

b  

60  
 37.5 3  28.3 17  

 0 0  3.3 2  
 0 0  3.3 2  

 0 0  3.3 2  
 0 0  3.3 2  
 0 0  5.0 3  
 0 0  3.3 2  
 

MedDRA/J ver. 14.0 
a T18 T17

T18  
b T18 T17

CR T18  
 

3 13

14

15 1 7.R.3.3.1

 

6.7 % 19/285

14.1 % 152/1,075 2 %

2.1 % 6/285 7.3 % 78/1,075

1.1 % 3/285

                                                        
13  335 82  
14  364 26  
15  206 37 T17 QuantiFERON-TB Gold T18
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1.8 % 19/1,075 2

0.4 % 1/285 0.2 % 2/1,075

1 1 1

 

12.5 % 1/8

15.0 % 9/60 2

0 % 0/8 10.0 % 6/60

 

5.6 % 16/285

12.0 % 129/1,075 2 %

1.8 % 5/285 8.5 % 91/1,075

 

12.5 % 1/8

10.0 % 6/60 2

0 % 0/8 6.7 % 4/60

 

 

7.3 III CTD 5.3.5.1.3-2 C0524T18 2007 9 2015 2

T18  

18 UC T18 54

T18

T18 54

26 251 22  

T18 52 50 mg 100 mg 200 

mg16 56 212 4 T18

 

T18 24  
 

24 T18  
 

UC 1  
50 mg 4 100 mg 4  
100 mg 4 200 mg 4 a  

4 100 mg 4  
 

16 UC  
a

2009 11 200 mg 100 mg 4
200 mg 100 mg 9  

 
T18 666 T18 303 103 50 mg 100

100 mg 100 T18 363 666

96 50 mg 93 100 mg 477  

                                                        
16  3

200 mg 100 mg  
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19.7 % 131/666 33.3 % 32/96 50 mg 14.0 % 13/93 100 mg

18.0 % 86/477 7.4 % 49/666 9.4 % 9/96

50 mg 9.7 % 9/93 100 mg 6.5 % 31/477  

666 GCP 3 11 16

1 15 650 95 555

T18 666 96 50 mg 93

100 mg 477  

PGA Physician’s Global Assessment

25  
 

25 PGA  

 
  

 
95  

 
555  

 
95  

 
555  

54  50.0 47/94  41.7 230/552  94.7 89/94  86.2 476/552  
56  52.7 49/93  44.7 247/552  90.3 84/93  87.5 483/552  
80  60.6 40/66  53.4 281/526  100.0 66/66  91.8 483/526  
104  57.1 24/42  59.2 287/485  95.2 40/42  91.5 444/485  
128  58.3 14/24  58.3 260/446  95.8 23/24  93.7 418/446  
152  53.8 7/13  64.0 267/417  100.0 13/13  93.8 391/417  
176  50.0 3/6  66.3 258/389  100.0 6/6  95.6 372/389  
200  0.0 0/1  66.9 242/362  100.0 1/1  95.0 344/362  
216  0.0 0/1  71.1 253/356  100.0 1/1  95.8 341/356  

 
 
 

 
54.2 % 52/96 50 mg 76.6 %

72/94 100 mg 79.4 % 416/524 12.5 % 12/96 50 mg 27.7 %

26/94 100 mg 31.7 % 166/524 5 %

26 5 %  

100 % 1/1 100 mg 96.0 % 24/25

100 % 1/1 100 mg 40.0 % 10/25 50 mg

2 27

2 0 % 0/1 100 mg 12.0 % 3/25

0 % 0/1 100 mg 8.0 % 2/25

0 % 0/1 100 mg 8.0 % 2/25  
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26 5 %  

 
a  

96  

 
50 mg b  

94  
100 mg c  

524  
 54.2 52  76.6 72  79.4 416  

 20.8 20  19.1 18  26.9 141  
 5.2 5  11.7 11  16.0 84  

 4.2 4  6.4 6  8.8 46  
 3.1 3  6.4 6  8.2 43  

 1.0 1  7.4 7  7.6 40  
 3.1 3  9.6 9  7.3 38  

 8.3 8  4.3 4  7.3 38  
 4.2 4  7.4 7  6.9 36  

 1.0 1  2.1 2  6.1 32  
 3.1 3  7.4 7  6.1 32  
 4.2 4  7.4 7  5.5 29  

 5.2 5  9.6 9  5.3 28  
 0 0  5.3 5  5.3 28  
 1.0 1  6.4 6  4.6 24  

MedDRA/J ver. 17.1 
 

a T18 T18
100 mg  

b T18 50 mg T18
50 mg 100 mg  

c T18 100 mg T18
50 mg 100 mg 200 

mg 100 mg 24 a  
 

27 2 a  

 
b  

1  
100 mg c  
25  

 b  
1  

100 mg c  
25  

 100 1  96.0 24   0 0  8.0 2  
 0 0  64.0 16   0 0  12.0 3  

 0 0  16.0 4   0 0  12.0 3  
 0 0  16.0 4   0 0  8.0 2  

 0 0  12.0 3   0 0  8.0 2  
 0 0  12.0 3   0 0  8.0 2  

 0 0  8.0 2   0 0  16.0 4  
 0 0  8.0 2   0 0  12.0 3  
 0 0  8.0 2   0 0  8.0 2  

 0 0  8.0 2   0 0  8.0 2  
 0 0  8.0 2   0 0  16.0 4  

 0 0  20.0 5   0 0  24.0 6  
 0 0  12.0 3   0 0  8.0 2  

 0 0  12.0 3   0 0  16.0 4  
 0 0  8.0 2   0 0  8.0 2  

 0 0  8.0 2     
MedDRA/J ver. 17.1 

 
a 50 mg  
b T18 T18 100 

mg  
c T18 100 mg T18 50 mg

100 mg 200 mg 100 mg 24 a
 

 
9 1 17 50 mg

1 18

                                                        
17  747 18  
18  388  
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100 mg 6 19 20 21 22

23 24 →100 mg 1
25 100 mg

 

8.3 % 8/96 50 mg 11.7 % 11/94

100 mg 19.1 % 100/524  0 % 0/96 50 mg 2.1 % 2/94

100 mg 5.7 % 30/524 2

28 2 29

2 1

 

0 % 0/1 100 mg 36.0 % 9/25

0 % 0/1 100 mg 8.0 % 2/25

2 0 % 0/1 100 mg

12.0 % 3/25 0 % 0/1 100 mg 8.0 % 2/25

2  
 

28 2  

 
a  

96  

 
50 mg b  

94  
100 mg c  

524  
 8.3 8  11.7 11  19.1 100  

 1.0 1  2.1 2  3.8 20  
 1.0 1  1.1 1  1.1 6  

 0 0  0 0  0.6 3  
 0 0  0 0  0.6 3  

 0 0  0 0  0.6 3  
 0 0  0 0  0.6 3  

 0 0  0 0  0.4 2  
 0 0  0 0  0.4 2  

 0 0  0 0  0.4 2  
 0 0  0 0  0.4 2  

 0 0  0 0  0.4 2  
 0 0  0 0  0.4 2  
 0 0  0 0  0.4 2  

 0 0  0 0  0.4 2  
 2.1 2  0 0  0.2 1  

MedDRA/J ver. 17.1 
 

a T18 T18
100mg  

b T18 50 mg T18
50 mg 100mg  

c T18 100 mg T18
50 mg 100 mg 200 

mg 100mg 24 a  

                                                        
19  1159 122 10

1063 26  
20  639 50  
21  1255 723 UC 14 854 322

 
22  1562 1000 UC 22

UC  
23  1111 13  
24  1145 146  
25  771 12  
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29 2  

 
a  

96  

 
50 mg b  

94  
100 mg c  

524  
 0 0  2.1 2  5.7 30  

 0 0  0 0  0.4 2  
 0 0  0 0  0.4 2  

 0 0  0 0  0.4 2  
 0 0  0 0  0.4 2  

 0 0  0 0  0.4 2  
 0 0  0 0  0.4 2  

 0 0  0 0  0.4 2  
MedDRA/J ver. 17.1 

 
a T18 T18

100mg  
b T18 50 mg T18

50 mg 100mg  
c T18 100 mg T18

50 mg 100 mg 200 
mg 100mg 24 a  

 
5.2 % 5/96 50 mg 7.4 % 7/94

100 mg 12.0 % 63/524 2

30 0 % 0/1

100 mg 20.0 % 5/25 2

 
 

30 2  

 
a  

96  

 
50 mg b  

94  
100 mg c  

524  
 5.2 5  7.4 7  12.0 63  

 2.1 2  2.1 2  2.9 15  
 1.0 1  1.1 1  0.8 4  
 0 0  0 0  0.8 4  

 0 0  0 0  0.6 3  
 0 0  0 0  0.4 2  

 0 0  0 0  0.4 2  
 0 0  0 0  0.4 2  

 0 0  0 0  0.4 2  
 0 0  0 0  0.4 2  

MedDRA/J ver. 17.1 
 

a T18 T18
100mg  

b T18 50 mg T18
50 mg 100mg  

c T18 100 mg T18
50 mg 100 mg 200 

mg 100mg 24 a  

 

7.4 III CTD 5.3.5.1.5-1 5.3.5.1.5-2 CNTO148UCO3001 2013 2

2016 1 3001  

18 UC 31 200

60 1 30

49  
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31 UC  
UC  

0 Mayo 6 12 2  
5-ASA AZA 6-MP 1

 
6-MP AZA MTX 12 4 4  

5-ASA 2 2  
2  

5-ASA TPN UC  
 

 
TNF  

40 mg/  
8  
2  

 
0 200 mg 2 100 mg 6

0 CR 100 mg 52 4

CR 32

6 0 CR 6

0 4 100 mg 8 CR

CR 52 4 100 mg  
 

32 3001  
 

CR 1  
4 100 mg  

100 mg 4 100 mg  
 

12 0 Mayo CR  
 

144 21 10 9 2

123 63 31 100 mg 32

60 63

17 10

7 100 mg 3 3 2 100 mg 1

2 1 1 100 mg

43 38

3 1 1  

54 CR 33

100 mg 8.5 %  
 

33 3001 54 CR  
 31  100 mg 32  

CR a) 19.4 6  56.3 18  
95%   36.9 14.8, 59.0  

 
a 54 treatment failure CR  

 
45.1 % 65/144 10.4 % 15/144

2 % 11.8 % 17/144

6.3 % 9/144 3.5 % 5/144 2.1 % 3/144

2.1 % 3/144 2 % 3.5 % 5/144  
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3.5 % 5/144 2.8 % 4/144

0.7 % 1/144 26

0.7 % 1/144

6.9 % 10/144 5.6 % 8/144 0.7 % 1/144

1/144

2 0.7 % 1/144 0.7 % 1/144

 

71.0 % 22/31 100 mg 96.9 % 31/32

6.5 % 2/31 100 mg 34.4 % 11/32 2

34 2

0 % 0/31 100 mg 15.6 % 5/32  
 

34 2 54  
 a) 31  100 mg 32  

 71.0 22  96.9 31  
 22.6 7  53.1 17  

 0 0  15.6 5  
 3.2 1  12.5 4  

 6.5 2  6.3 2  
 3.2 1  6.3 2  

 3.2 1  6.3 2  
 3.2 1  6.3 2  
 0 0  6.3 2  

 0 0  6.3 2  
 0 0  6.3 2  
 9.7 3  3.1 1  

 6.5 2  3.1 1  
  6.5 2  0 0  

MedDRA/J ver. 18.1 
 

a  
 

 

12.9 % 4/31

1 100 mg 3.1 % 1/32

3.2 %

1/32 100 mg 3.1 % 1/32

 

3.2 % 1/32

 

85.6 % 95/111

21.6 % 24/111 5 % 35

5 % 8.1 % 9/111  
 

                                                        
26  6 4 1

1 2
 



26 
 

35 5 %  
54  

 a) 111  
 85.6 95  
 32.4 36  

 8.1 9  
 7.2 8  

 7.2 8  
MedDRA/J ver. 18.1 

 
a 100 mg  

 
 

9.0 % 10/111

36 3.6 % 4/111 1

54 68
27 1 1

 

1.8 % 2/111  
 

36  
54  

 100 mg a) 111  
 9.0 10  

 6.3 7  
 1.8 2  

 0.9 1  
 0.9 1  

 0.9 1  
MedDRA/J ver. 18.1 

 
a 100 mg  

 
7.R  

7.R.1  

3001  

6.2

UC Mayo

UC Mayo

 

T17

T18  

T17 6 CR 37

T18 0 12 4 50 mg 3

                                                        
27  54 68 68  
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100 mg 5

3001 UC

CR UC UC

T18

3001 T18

 

 

 

3001

3001 T18

T17 T18 3001  

 

7.R.2  

7.R.2.1 7.R.2.2 UC

 

 

 

7.R.2.1  

7.R.2.1.1  

T17  

T17 Part 2 6 CR 200→100 mg

400→200 mg 7.1 T17 Part 

2 37

 

UC  
 

37 T17 Part 2 6 Clinical response CR 28  

 

  

 
251  

 
 

30  

 
200→100 mg  

253  
400→200 mg  

257  
200→100 mg  

23  
400→200 mg  

19  
CR  30.3 76  51.0 129  54.9 141  13.3 4  26.1 6  31.6 6  

 
95 %  

 2.4 
1.66, 3.45  

2.8 
1.94, 4.03   2.3 

0.56, 9.35  
3.0 

0.72, 12.53  

 

 

 

                                                        
28  200 100 mg 95 % 20.7 % 12.3, 29.1 400 200 

mg 24.6 % 16.3, 32.9 200 100 mg 12.8 % 8.9, 34.4
400 200 mg 18.3 % 5.9, 42.4  
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7.R.2.1.2  

T17 Part 2  

T17 Part 2 mucosal healing 38

 

 
38 T17 6 mucosal healing  

 

  

 
251  

 
 

30  

 
200→100mg  

253  
400→200mg  

257  
200→100mg  

23  
400→200mg  

19  
 6.4 16  17.8 45  17.9 46  0.0 0  8.7 2  15.8 3  

mucosal healing 28.7 72  42.3 107  45.1 116  6.7 2  34.8 8  26.3 5  
 

 

7.R.2.1.3  

T17 Part 2  

T17 Part 2 6 CR 39

 
 

39 T17 Part 2 6 CR  

  
251  

 
200→100mg  

253  
400→200mg  

257  
 30.3 76/251  51.0 129/253  54.9 141/257  

 
 22.4 28/125  47.1 65/138  46.8 72/154  
 38.1 48/126  55.7 64/115  67.0 69/103  

 
50  29.3 54/184  53.0 97/183  56.3 103/183  
50  32.8 22/67  45.7 32/70  51.4 38/74  

 
75kg  28.2 44/156  52.9 73/138  58.9 83/141  
75kg  33.0 31/94  48.7 561/115  50.0 58/116  

 
5  32.2 /143  52.4 75/143  51.1 71/139  

5  27.8 30/108  49.1 54/110  59.3 70/118  

Mayo  
9  31.2 44/141  53.8 63/117  56.6 73/129  
9  29.1 32/110  48.5 66/136  53.1 68/128  

 

20mg/  49.2 29/59  66.1 41/62  63.9 46/72  
20mg/  19.0 8/42  46.9 23/49  61.7 29/47  

 0.0 0/3  50.0 2/4  75.0 6/8  
 26.5 39/147  45.7 63/138  46.2 60/130  

6-MP/AZA/MTX
 

 23.0 17/74  49.3 36/73  50.0 39/78  
 33.3 59/177  51.7 93/180  57.0 102/179  

 
 

7.R.2.1.1 7.R.2.1.3  

T17 Part 2 6 CR 200→100 

mg 400→200 mg

200→100 mg 400→200 mg CR

37  

T17 Part 2

 

UC  
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7.R.2.2  

7.R.2.2.1  

T18 3001  

T18 54 CR

50 mg 47.0 % 71/151 100 mg 49.7 % 75/151 31.2 %

48/154 17  

T18 0 12 4

50 mg 3 100 mg 5 54 CR

25.0 % 1/4 50 mg 0 % 0/3 100 mg 60.0 % 3/5

UC 3001 7.R.1 3001

54 CR 100 mg 56.3 % 18/32

19.4 % 6/31 95 % 36.9 % 14.8, 59.0

8.5 %29

3001 100 mg T18  

UC  

 

7.R.2.2.2  

T18 3001  

T18 3001 mucosal healing 40

 

T18

25  
 

40 T18 3001 30 54  
mucosal healing  

 

T18  3001 FAS-DB  

 
154  

 
 

31  

 
50 mg  

151  
100 mg  

151  
100 mg  

32  
 15.6 24  23.2 35  27.8 42  6.5 2  50.0 16  

mucosal healing 26.6 41  41.7 63  42.4 64  16.1 5  59.4 19  
 

 

7.R.2.2.3  

 

T18 41

 

  

                                                        
29  T18 100 mg 54 CR 95 %

8.5 % 3001  



30 
 

 
41 T18 0 54 CR  

  154  
 

50 mg 151  100 mg 151  

T18 0  
 33.9 19/56  47.1 24/51  48.0 24/50  
 29.6 29/98  47.0 47/100  50.5 51/101  

 
 29.6 24/81  52.0 39/75  42.9 33/77  
 32.9 24/73  42.1 32/76  56.8 42/74  

 
 

7.R.2.2.1 7.R.2.2.3  

T18 54 CR

50 mg 100 mg  

3001 54 CR

T18

 

 

UC  

 

7.R.3  

T17 T18

3001

 

7.R.3.1 7.R.3.5 UC

 

 

 

7.R.3.1  

UC

 

6 T17 3001 6

42 43 T17

42

T17

43 3001 T17

200 100 mg 200 mg 100 mg

44  
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42 T17 6  
 

 

T17 6  
 

 
330  

 
100→50 mg  

71  
200→100 mg  

331  
400→200 mg  

332  
 38.2 126  47.9 34  37.5 124  38.9 129  

 15.5 51  15.5 11  16.3 54  17.5 58  
 6.1 20  2.8 2  2.7 9  3.3 11  

 3.0 10  0 0  0.3 1  0.3 1  
 12.1 40  11.3 8  11.8 39  12.3 41  

 1.8 6  0 0  0.3 1  0.9 3  
 0.9 3  2.8 2  0.3 1  0.3 1  

 
 

43 T17 6 a  

 

T17 6  
 

 
30  

 
200→100 mg  

23  
400→200 mg  

19  
 60.0 18  56.5 13  31.6 6  

 23.3 7  30.4 7  26.3 5  
 10.0 3  8.7 2  5.3 1  

 3.3 1  4.3 1  0 0  
 26.7 8  26.1 6  21.1 4  

 6.7 2  4.3 1  0 0  
 0 0  0 0  0 0  

 
a T17 Part 1 100→50 mg  

 
44 3001 6  

 

 

3001  
6  

 
200→100 mg 144  

 45.1 65  
 10.4 15  

 3.5 5  
 0.7 1  

 16.0 23  
 0.7 1  

 6.9 10  
 

 
T18 3001 54

45  

T18 100 mg

5 %

7.1 % 11/156 50 mg 9.1 % 14/154 100 mg 13.6 % 21/154

18 3001 100 mg

5 %

22.6 % 7/31 100 mg 53.1 % 17/32

0 % 0/31 100 mg 15.6 % 5/32 3.2 % 1/31

100 mg 12.5 % 4/32 0 % 0/31 100 mg 6.3 % 2/32



32 
 

0 % 0/31 100 mg 6.3 % 2/32

0 % 0/31 100 mg 6.3 % 2/32 34

T18 100 mg

100 mg T18

3001

T18

3001

 
 

45 54  

 

T18  3001  
   

 
156  

 
 

4  

 
 

31  

 
50 mg  

154  
100 mg  

154  
50 mg  

3  
100 mg  

5  
100 mg  

32  
 32.7 44.3 46.3 23.6 18.5 47.2 24.2 49.0 

 66.0 103  72.7
112  

73.4
113  50.0 2  100 3  100 5  71.0 22  96.9 31  

 28.2 44  25.3 39  35.7 55  50.0 2  0 0  40.0 2  6.5 2  34.4 11  
 7.7 12  8.4 13  14.3 22  25.0 1  33.3 1  20.0 1  12.9 4  3.1 1  

 1.9 3  0.6 1  1.9 3  0 0  0 0  0 0  3.2 1  3.2 1  
 28.2 44  39.0 60  39.0 60  50.0 2  33.3 1  80.0 4  35.5 11  65.6 21  

 1.9 3  3.2 5  3.2 5  25.0 1  0 0  20.0 1  0 0  0 0  
 

 6.4 10  5.2 8  9.1 14  25.0 1  0 0  0 0  3.2 1  0 0  

 
 

T18 3001

46 T18

 
 

46 54  

 

T18  3001  
   

 
 

285  1,075  

 
 

8  

 
60  

 
111  

 34.4 41.6 26.5 42.6 30.6 
 63.9 182  74.5 801  62.5 5  86.7 52  85.6 95  

 24.9 71  28.9 311  37.5 3  28.3 17  21.6 24  
 6.7 19  14.1 152  12.5 1  15.0 9  9.0 10  

 1.1 3  1.8 19  0 0  0 0  3.6 4  
 26.7 76  37.0 398  37.5 3  53.3 32  49.5 55  

 1.1 3  3.1 33  12.5 1  1.7 1  3.6 4  

 5.6 16  12.0 129  12.5 1  10.0 6  1.8 2  

 
 

 

T17

3001 6 T17

T18
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3001

7.R.3.3  

 

7.R.3.2  

 

T16 30 T17 T18 54

54 228 /100 47

 
 

47  

 54 a  
1,233  

54 228 b  
599  

 0.9 2.7 
 406.3 207.9 

 24.3 9.9 
 95.7 65.0 

 5.2 2.4 
 0.5 0.8 

/100  
a 54  
b T18 54 228  

 
 

7.R.3.3  

 

7.R.3.3  

3001  

7.R.3.3.1  

UC  

MedDRA

 

T17 48

48

100 mg 200 mg 200 

mg T17

49 49

 

                                                        
30  T16 18 UC UC

2007 8 2009 5 1 mg/kg 2 mg/kg 4 mg/kg
T16 T17 Part 1 T16

T17 6
T16 Part 2  
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3001 200 100 mg 16.0 % 23/144

0.7 % 1/144

1  
 

48 T17 6  

 

T17 6  

 
330  

 
100→50 mg  

71  
200→100 mg  

331  
400→200 mg  

332  
 12.1 40  11.3 8  11.8 39  12.3 41  

 1.8 6  0 0  0.3 1  0.9 3  
  0 0  0 0  0 0  0.3 1  
  0 0  0 0  0 0  0.3 1  
  0 0  0 0  0 0  0.3 1  
  0.3 1  0 0  0.3 1  0 0  
  0.3 1  0 0  0 0  0 0  
  0.3 1  0 0  0 0  0 0  
  0.3 1  0 0  0 0  0 0  
  0.3 1  0 0  0 0  0 0  
  0.3 1  0 0  0 0  0 0  
  0.3 1  0 0  0 0  0 0  

 
MedDRA/J ver. 13.0 

 
49 T17 6 a  

 

T17 6  

 
30  

 
200→100 mg  

23  
400→200 mg  

19  
 26.7 8  26.1 6  21.1 4  

 6.7 2  4.3 1  0 0  
  0 0  4.3 1  0 0  
  3.3 1  0 0  0 0  
  3.3 1  0 0  0 0  

 
MedDRA/J ver. 13.0 
a T17 Part 1 100→50 mg  

 
T18 50

50

50 mg 100 mg 1

T18

51

51  
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50  
T18 54  

 

54  

 
156  

 
50 mg  

154  
100 mg  

154  
 28.2 44  39.0 60  39.0 60  

 1.9 3  3.2 5  3.2 5  
  0 0  0 0  1.9 3  
  0 0  0 0  0.6 1  
  0 0  0 0  0.6 1  
  0 0  0.6 1  0 0  
  0 0  0.6 1  0 0  
  0 0  0.6 1  0 0  
  0 0  0.6 1  0 0  
  0 0  0.6 1  0 0  
  0 0  0.6 1  0 0  
  0 0  0.6 1  0 0  
  0 0  0.6 1  0 0  
  0.6 1  0 0  0 0  
  0.6 1  0 0  0 0  
  0.6 1  0 0  0 0  
  0.6 1  0 0  0 0  
  0.6 1  0 0  0 0  

 
MedDRA/J ver. 14.0 

 
51  

T18 54  

 

54  

 
4  

 
50 mg  

3  
100 mg  

5  
 50.0 2  33.3 1  80.0 4  

 25.0 1  0 0  20.0 1  
  0 0  0 0  20.0 1  
  25.0 1  0 0  0 0  

 
MedDRA/J ver. 14.0 

 
3001 54

35.5 % 11/31 100 mg 65.6 % 21/32

3001 54

49.5 % 55/111 3.6 % 4/111 2

1 1

 

T16 T17 T18 54

40.6 % 500/1233 4.0 % 49/1233

1.4 % 17/1,233 0.9 % 11/1,233

0.5 % 6/1,233 0.3 % 4/1,233 0.2 % 3/1233

 

17 4

3 1  

11 2

1  
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6 2

4 2 1

1  

4 3 3

1 2

1 1 3

1 T17

QuantiFERON-TB Gold T17

200 100 mg T18 100mg

169 T18 206 37

T18 54 228 100 mg 4

3 1 3 1

 

3 1

 

T17 T18 3001

T17 3001 1

T17 1 T18

2 3001 1

 

UC

 

 

 

TNF

8 T18 4

T18 4 3

1 3

 

T17 T18 3001

UC

 

 

7.R.3.3.2  

UC  
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T16 T17 T18 54 6 5

1 5

T16 4 mg/kg T18 100 mg

T17 200→100 mg T18 100 mg T17 400→200 

mg T18 T17

T18 100 mg T17 T18

100 mg

 

T18 54 228 13

3 1

T 1

1

2 T

 

1 T17 T18 100 mg

1 3001

100 mg  

 

 

 

T16 T17 T18 T18 3001

UC

 

 

7.R.3.3.3  

UC  

T16 T17 T18 54 1 T17 400→200 mg

T18 T18 54 228

1 T16 1 mg/kg T18 100 mg 1 T16

4 mg/kg T18 50mg 100 mg

 

 

 

UC
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7.R.3.3.4  

 

T17

6 T18 54 T18 54 228

51  
 

51  

 

T17  a  
6  

T18  a  
54  

T18  
54 228  

 
330  

  
 

285  

 
 

1,075  

 
100  

50 mg  
71  

200→ 
100 mg  

331  

400  
200 mg  

332  

50 mg  
94  

100 mg  
524  

 1.5 5  5.6 4  3.3 11  3.0 10  2.1 6  2.9 31  1.1 1  2.3 12  
 

a  
 

T17 T18 54

0 % 0/8 1.7 % 1/60 3001 6

200 100 mg 4.9 % 7/144 0 % 0 /31

9.9 % 11/111  

T16 T17 6 T18 54

T18 54 228 3001  

 

T17 T18 3001

 

 

7.R.3.4  

UC

 

T17 0.4 % 3/72131 200→100 mg 1

400→200 mg 2  

T18 54 2.5 % 25/1,020 25

25 T17

T18 54 2

T17 400 200 mg T18 100 mg T17 T18

100 mg 1 3001

54 12.9 % 4/31 100 mg

1.1 % 1/92

 

 

                                                        
31   
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7.R.3.5  

 

PBRER/PSUR Periodic Benefit Risk Evaluation Report/Periodic Safety Update Report

2015 4 7 2016 4 6 11,990

446,445 2009 4 7 2016 4 6

9,749 284 280

185 143 99  

2011 9

2016 4 6 6,024

8.98 % 541/6,024 0.90 % 54/6,024

0.50 % 30/6,024 0.40 % 24/6,024 0.33 %

20/6,024  

 

 

 

 

7.R.4  

T17 T18

3001

 

 

 

 

7.R.5  

7.R.5.1  

UC 200 mg

2 100 mg  

T17 Part 1 6 Mayo

1.8 3.0 100→50 mg 2.7 3.0 200→100 

mg 2.6 2.7 400→200 mg 3.1 3.1 400→200 mg 6

100→50 mg 1.03 0.75 µg/mL 200→100 mg

2.35 1.87 µg/mL 400→200 mg 4.48 2.93 µg/mL 6 0.78 

µg/mL Mayo 1.9 2.9

0.78 1.72 µg/mL 2.8 2.4 1.72 3.82 µg/mL 3.2 3.2 3.82 µg/mL
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3.7 2.7 Mayo 32

100→50 mg 200→100 mg Mayo

T17 Part 2

200→100 mg 400→200 mg  

T17 Part 2 6 CR 200→100 mg

400→200 mg 200→100 mg 400→200 mg

7.2 T17 Part 2

 

UC 200 mg

2 100 mg  

UC 200 mg

2 100 mg  

 

7.R.5.2  

UC 100 mg 4 1

 

T16 T17 6 CR T18

54 CR 50 mg 100 mg

17 T18 30

54 30 54 mucosal healing

100 mg 50mg 40 0

27 50 mg

52 100 mg 54 100 mg 50 mg 54

Mayo score 2.4 3.3 50 mg 3.4 3.5 100 

mg 3.9 3.4 100 mg 50 mg 100 mg

7.R.3.1

100 mg 4 1  

T18 3001

7.R.1 2 T18

3001 100 mg 4 1

3001 T18

100 mg 7.R.2  

UC 100 mg 4 1

 

 

 

 

                                                        
32  25 25 75

75  
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7.R.5.3  

 

T16 T17 CR

non-responder T18 100 mg 4

T18 16

T18 16 partial Mayo 52

 

T18 100 mg 4 non-responder T18 16

partial response partial remission 53  
 

53 non-responder T18 16  
partial response partial remission  
 non-responder 401  

T18 a  
T16 T17  partial response b  partial remission c  

0  6  3.5 14  1.7 7  
4 10  22.9 92  11.7 47  
8 14  27.9 112  15.5 62  
12 18  32.2 129  19.2 77  
16 22  32.4 130  21.2 85  

 
a T16 T17  
b 0 partial mayo 3  
c partial mayo 2  

 
T18 8 12 T16 T17 14

18 partial response partial remission

 

3001 T18 non-responder 100 mg

8 14 CR

8

8 non-responder 38.3 % 18/47 CR  

3001 14

 

 

 

 

7.R.6  

54  
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54  
  

  
 3 6 1 6  

 300  
 200  

  
 52  

 

 
 
 

partial Mayo CRP  

 
 

 

 

 

8.  
8.1  

2  

 

8.2 GCP  

2  

 

9. 1  
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2  
 

29 2 16  

 

 
50 mg 100 mg  

 

 

28 4 22  

 

1.  

20 12 25 20 8

 

 

1.1  

1 7.R.2 7.R.3 7.R.4

 

 

1.2  

1 7.R.5

 

� 200 

mg 2 100 mg 6 100 mg 4 1

 

� 200 mg 2 100 mg

3001 100 mg

100 mg T18

3001 50 mg  

 

3001 50mg 100 mg

 

T18 54 clinical response CR

30 54 30

54 mucosal healing 100 mg 50mg

1 7.R.5.2 17 40 T18

0 30 54 clinical remission

100 mg 50 mg 100 mg 38.9 % 21/54

50 mg 36.5 % 19/52 T18
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54 CR 100 mg 60.0 % 3/5

50 mg 0 % 0/3 1 7.R.2.2.1 100 mg

 

T18 

54 66.0 % 103/156 50 mg 72.7 % 112/154

100 mg 73.4 % 113/154 45 T18

54 228 54.2 % 52/96 50 mg 76.6 % 72/94

100 mg 79.4 % 416/524 26 50 mg 100 mg

 

3001 3 50 mg 100 mg

3001 T18 TNF

UC 3001

UC TNF T17 72

T17 T18

CR 3001

2 60 30 3001

200

3001 3 50 mg 100 mg

3001 100mg

 

3001 100 mg 2  

 

3001

100 mg 4 1

 

 

 

 

 

 

 

5-

 

 

 

200 mg 2 100 mg

6 100 mg 4 1  
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14

 

 

 

 

1.3  

1 7.R.6  

1

55 56

57

 
 

55  
 

   
 

 
 

B  
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
56  

  
 

 
 

 
 

 
 

57  
  

  
 5 6 1 6  

 300  
 200  

  
 52 3  

 

�  
�  
�  
� partial Mayo CRP  
� 

 
�  
�  
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2.  
2.1  

 

 

2.2 GCP  

CTD 5.3.5.1.2 CTD 5.3.5.1.3-1 CTD 5.3.5.1.3-2 CTD 5.3.5.1.4 CTD 5.3.5.1.5-1 CTD 

5.3.5.1.5-2 GCP

 

 

3.  

4

100 mg

 

 

 

 

 

 

 

 

 

 

50 mg 4 1

1 100 mg  

 

100 mg 4 1  

 

200 mg 2 100 mg

6 100 mg 4 1  

 

 

 

 

 

 


