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20 mg 100 mg
120 mg 240 mg  

 

 
 
 
 
 

 
 

  



 

1 

 

1.       P2 
2.    P3 
3.       P4 
4.      P9 
5.    P11 
6.  P13 



 

2 

1  

2016 28 6 2
 

 

 

 

 
  

20 mg 100 mg
120 mg 240 mg

 
 

1 240 mg
2 1 480 mg 4
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2  
20 mg 100 mg 120 mg

240 mg
 BMS

PD-1 Programmed cell death-1 IgG4
 

PD-1 T B T
CD28 T

PD-1 PD-1 PD-L1
PD-L2

PD-1
PD-L1

Cancer 2010; 116: 1757-66
T IFN-γ

PD-L1 PD-L1
Sci Transl Med 2012; 4: 127-37

PD-L1 CD8 T
PD-L1 PD-1 PD-L1

PD-1/PD-1
T

 
PD-1 PD-1

PD-1 PD-1 T
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ONO-4538-33/CA209274  
*1709 49 353

356 240 mg 2
12

DFS 95% 20.76
16.49 27.63 10.84 8.25 13.86

0.70 98.22% 0.55
0.90 p=0.0008 log-rank 2020 8 27  

*1
 

 CDDP
ypT2-ypT4a ypN  

 CDDP pT3-pT4a pN
CDDP  

 

At risk   
 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0 

 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0 

1 DFS Kaplan-Meier ONO-4538-33/CA209274  
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ONO-4538-33/CA209274

DFS  
 

1 DFS ONO-4538-33/CA209274  

     %  
95%  

 
 

95%  

 

 
 279 129 46.2     21.88 17.35, 40.54  

0.62 0.49, 0.78 *1 
 281 166 59.1     8.41 7.26, 13.57  

 
 44  24 54.5  19.45 6.41,  

1.23 0.67, 2.23 *1 
 52  25 48.1  25.95 8.25,  

 
 30  17 56.7    11.10 5.59, 27.04  

1.56 0.70, 3.48 *1 
 23  13 56.5   8.44 5.42,  

*1 N N0 10 N0 10
PD-L1 1% 1% CDDP Cox

 

 

At risk   
 279 238 199 173 146 124 97 80 63 47 38 34 27 17 14 3 1 0 

 281 195 150 118 98 86 71 61 49 38 32 30 23 15 12 7 2 0 
2 DFS Kaplan-Meier ONO-4538-33/CA209274  
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At risk   

 44 34 28 25 21 20 19 17 15 14 13 11 6 4 4 0 0 0 
 52 36 34 29 26 25 24 24 22 18 14 14 9 3 3 2 0 0 

3 DFS Kaplan-Meier ONO-4538-33/CA209274  
 

 
At risk   

 30 24 17 14 11 10 10 9 7 7 6 6 3 2 2 0 0 0 
 23 17 14 10 10 10 10 9 9 9 8 6 5 4 4 1 0 0 

4 DFS Kaplan-Meier ONO-4538-33/CA209274  
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ONO-4538-33/CA209274

347/351 98.9% 332/348 95.4%
272/351 77.5%

193/348 55.5% 5%
 

 
2 5% ONO-4538-33/CA209274  

 
   
  MedDRA/J ver. 23.0  

%  
  

351  348  
Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 

 272 (77.5) 63 (17.9) 0 193 (55.5) 25 (7.2) 0 
       

   33 (9.4) 0 0 3 (0.9) 0 0 
   34 (9.7) 0 0 5 (1.4) 0 0 

       
   59 (16.8) 3 (0.9) 0 38 (10.9) 1 (0.3) 0 
   24 (6.8) 0 0 13 (3.7) 0 0 

      
   24 (6.8) 2 (0.6) 0 17 (4.9) 0 0 
   61 (17.4) 1 (0.3) 0 42 (12.1) 0 0 

       
   33 (9.4) 13 (3.7) 0 20 (5.7) 5 (1.4) 0 
   20 (5.7) 1 (0.3) 0 11 (3.2) 0 0 
   34 (9.7) 18 (5.1) 0 20 (5.7) 9 (2.6) 0 

       
   20 (5.7) 2 (0.6) 0 11 (3.2) 0 0 

       
   81 (23.1) 0 0 40 (11.5) 0 0 
   53 (15.1) 2 (0.6) 0 19 (5.5) 0 0 
   19 (5.4) 2 (0.6) 0 4 (1.1) 0 0 

 
65 18.5% 44 12.5%

29 8.3% 29 8.3% 25 7.1%
19 5.4% infusion reaction 16 4.6%

11 3.1% 7 2.0% 6 1.7% 3 0.9%
2 0.6% 2 0.6% 1 0.3% 1

1 0.3% 1 0.3% 1 0.3% 1 0.3%
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480 mg 4

480 mg 4
Cavg,ss 240 mg 2 Cavg,ss

480 mg 4
Cmax,ss 240 mg 2

Cmax,ss

10 mg/kg 2
Cmax,ss

3 mg/kg 240 mg 2 480 
mg 4

 
 

3  

 Cmax 
μg/mL  

Cmind28 
μg/mL  

Cavgd28 
μg/mL  

Cmax,ss 
μg/mL  

Cmin,ss 
μg/mL  

Cavg,ss 
μg/mL  

3 mg/kg Q2W 51.6 
35.2, 70.8  

27.2 
16.5, 40.3  

31.0 
21.2, 43.9  

113 
75.0, 171  

62.1 
27.1, 107  

77.6 
42.1, 127  

240 mg Q2W 72.7 
51.1, 103  

38.3 
23.3, 59.0  

43.7 
30.8, 60.9  

159 
102, 254  

87.8 
41.5, 158  

109 
62.1, 187  

480 mg Q4W 145 
102, 207  

29.7 
15.5, 47.4  

53.0 
37.0, 74.8  

216 
145, 336  

71.3 
27.5, 137  

109 
62.1, 187  

10 mg/kg Q2W 193 
146, 222  

99.6 
86.5, 132  

116 
101, 148  

396 
329, 525  

214 
184, 303  

275 
236, 377  

5% , 95% Q2W 2 Q4W 4 Cmax

Cmind28 28 Cavgd28 28
Cmax,ss Cmin,ss Cavg,ss
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-1 1 5  

(1) 
 

(2)  
(3) 

 
(4) 1

2  
(5)  
 

-2

 
 

 2 5
2

 

 2 4
2

 

 
  

 
 

  
1  

24
CT
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-2  

 
 

-3  

1

infusion reaction
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5  
 

 
p4

p5 6

CDDP
CDDP
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 ECOG Performance Status 3-4 1   

 
1  ECOG Performance Status PS  

Score  
0  

1  
 

2 50%  
3 50%  
4  
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6  
 

 
 

 
  

 
X

CT
 

 infusion reaction
2 infusion reaction

infusion reaction

 
 

TSH T3
T4 ACTH  

 

 
 

 
 1 1

1
 

 
 

 96 12 96
160 16 24
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