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1 
 

 

 

1.     P2 

2.   P3 

3.     P4 

4.    P18 

5.   P20 

6.  P22 

  



 

2 
 

 

2016 28 6 2

 

 

 

 

 

 

  

20 mg 100 mg

120 mg 240 mg

 

 

1 240 mg

2 1 480 mg 4  

1 240 mg 2 1

360 mg 3  

 



 

3 
 

 

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; 28: 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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3  

 

 

 

ONO-4538-12  

2

5 cm

493 226 330 163

3 mg/kg 2

OS 95%

5.26 4.60 6.37 4.14 3.42 4.86

0.63 95%

0.51 0.78 p 0.0001 log-rank  

 

1 OS Kaplan-Meier ONO-4538-12  

 

ONO-4538-44/CA209649  

2 HER2

5 cm *1 1,581 109 *2

at risk  



 

5 
 

 

789 *2 792

combined positive score*3 CPS

5 PFS CPS 5

OS

1 2

CPS 1 ITT OS

1 3  

*1 HER2  

*2 1 130 mg/m2

3 1000 mg/m2 1 2 2

1 1 85 mg/m2

1 400 mg/m2 1 400 mg/m2 2

2400 mg/m2 2 12

1 360 mg 3 1 240 mg 2

 

*3 PD-L1

100  

 

1 ONO-4538-44/CA209649  

 

   

 

95%  

 

*3 

PFS*1 CPS 5 

 

 
473 

7.69 

7.03 9.17  
0.68 

98%  

0.56 0.81   482 
6.05 

5.55 6.90  

OS*2 

CPS 5 

 

 
473 

14.39 

13.11 16.23  
0.71 

98.4%  

0.59 0.86   482 
11.10 

10.02 12.09  

CPS 1 

 

 
641 

13.96 

12.55 14.98  
0.77 

99.3%  

0.64 0.92   655 
11.33 

10.64 12.25  

ITT 

 

 
789 

13.83 

12.55 14.55  
0.80 

99.3%  

0.68 0.94   792 
11.56 

10.87 12.48  

*1 *2 *3 Cox  
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2 PFS Kaplan-Meier ONO-4538-44/CA209649 CPS 5  

 

 

 

 

3 OS Kaplan-Meier ONO-4538-44/CA209649 ITT  

 

 

0 3 6 9 12 15 18 21 24 27 30 33 36 

 

473 384 258 181 132 89 60 39 23 10 8 1 0 

482 325 200 109 72 41 25 18 12 7 4 0 0 

 

At risk  

 

 

 

 

At risk  

 

 

0 3 6 9 12 15 18 21 24 27 30 33 36 39 

 

789 731 621 506 420 308 226 147 100 49 34 14 2 0 

792 697 586 469 359 239 160 94 59 35 15 7 2 0 
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PD-L1  

ONO-4538-44/CA209649

PD-L1

 

CPS 5 CPS 1 1 CPS 5

2 4  

PD-L1  
 

2 PD-L1 ONO-4538-44/CA209649  

 
PD-L1 

 
  

 

95%  

 

*3 

95%  

 

p  

PFS*1 

CPS 1 

 

 
140 

8.67 

6.93, 9.69  0.93 

0.69 1.26  

0.0257 

 125 
8.11 

6.87, 9.82  

1 CPS 5 

 

 
168 

7.16 

6.83, 8.38  0.93 

0.73 1.20  
 173 

8.15 

7.03, 9.07  

CPS 5 

 

 
473 

7.69 

7.03, 9.17  0.69 

0.59 0.80  
 482 

6.05 

5.55, 6.90  

OS*2 

CPS 1 

 

 
140 

13.08 

9.82, 16.66  0.92 

0.70 1.23  

0.0345 

 125 
12.48 

10.12, 13.83  

1 CPS 5 

 

 
168 

12.29 

9.63, 14.26  0.97 

0.76 1.24  
 173 

11.99 

10.87, 13.90  

CPS 5 

 

 
473 

14.39 

13.11, 16.23  0.70 

0.60 0.81  
 482 

11.10 

10.02, 12.09  

*1 *2 *3 Cox  

 

 

 



 

8 
 

 

 

4 PD-L1 OS PFS Kaplan-Meier ONO-4538-

44/CA209649  

OS CPS 1 1 CPS 5 CPS 5  

PFS CPS 1 1 CPS 5 CPS 5  

 

 

 

 

  

 

 

  

 

CPS 1 

OS 

At risk  

IC  

IC  

0 3 6 9 12 15 18 21 24 27 30 33 36 

 

140 110 72 49 29 22 11 5 4 2 1 0 0 

125 82 53 32 20 11 6 6 5 4 2 1 0 

 

0 3 6 9 12 15 18 21 24 27 30 33 36 39 

 

140 129 112 89 72 51 40 29 20 9 6 3 1 0 

125 110 92 77 61 41 27 15 13 9 4 3 2 0 

 

CPS 1 

PFS 

1 CPS 5 

PFS 

1 CPS 5 

OS 

0 3 6 9 12 15 18 21 24 27 30 33 36 39 

 

168 157 125 99 83 56 34 22 15 7 6 2 0 0 

173 154 133 112 81 56 33 21 11 6 2 1 0 0 

 

0 3 6 9 12 15 18 21 24 27 30 33 36 

 

168 138 93 53 35 24 11 7 4 3 2 0 0 

173 127 91 58 27 12 6 3 1 1 0 0 0 

 

At risk  

IC  

IC  

CPS 5 

PFS 

CPS 5 

OS 

0 3 6 9 12 15 18 21 24 27 30 33 36 

 

473 384 258 181 132 89 60 39 23 10 8 1 0 

482 325 200 109 72 41 25 18 12 7 4 0 0 

 

0 3 6 9 12 15 18 21 24 27 30 33 36 39 

 

473 438 377 313 261 198 149 96 65 33 22 9 1 0 

482 421 350 271 211 138 98 56 34 19 8 2 0 0 

 

At risk  

IC  

IC  

IC  

IC  

IC  

IC  

IC  

IC  

IC  

IC  

IC  

IC  

IC  

IC  
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/ ONO-4538-37  

HER2 *1

5 cm 724

395 *2 362 *2 362

PFS 95%

10.45 8.44 14.75 8.34 6.97 9.40

0.68 98.51% 0.51 0.90 p=0.0007 log-rank  

OS 95%

17.45 15.67 20.83 17.15 15.18 19.65

0.90 95% 0.75 1.08 p=0.257 log-rank  

*1 HER2  

*2 1 360mg 3

1 130 mg/m2 3

40 mg/m2 1000 

mg/m2 1 2 2 1  

 

 

5 PFS Kaplan-Meier ONO-4538-37  
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6 OS Kaplan-Meier ONO-4538-37  
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ONO-4538-12  

300/330 90.9% 135/161 83.9%

141/330 42.7%

43/161 26.7% 5%

 
 

3 5% ONO-4538-12  

 

 

MedDRA/J ver.19.0  

%  

 

330  

 

161  

Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 

 141 42.7  34 10.3  4 1.2  43 26.7  7 4.3  2 1.2  

       

 23 7.0  2 0.6  0  3 1.9  0 0 

 

 18 5.5  2 0.6  0 9 5.6  2 1.2  0 

       

 30 9.1  0 0 9 5.6  0 0 

 19 5.8  0 0 5 3.1  0 0 

 

7 2.1% 9 2.7%

4 1.2% 1 3 0.9% 18 5.5%

1 0.3% 13 3.9% 10 3.0%

1 0.3% 1 0.3% 1 0.3% infusion 

reaction 1 0.3%

 

 

ONO-4538-44/CA209649  

776/782 99.2% 752/767 98.0%

738/782 94.4% 679/767 88.5%

5%  



 

12 
 

 

4 5% ONO-4538-44/CA209649  

 

   

    (MedDRA/J ver. 23.0) 

%  

  

782  767  

Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 

 738 ( 94.4) 462 ( 59.1) 4 (  0.5) 679 ( 88.5) 341 ( 44.5) 0 

       

   323 ( 41.3) 20 (  2.6) 0 292 ( 38.1) 19 (  2.5) 0 

   253 ( 32.4) 35 (  4.5) 0 206 ( 26.9) 24 (  3.1) 0 

   195 ( 24.9) 17 (  2.2) 0 166 ( 21.6) 24 (  3.1) 0 

   73 (  9.3) 2 (  0.3) 0 61 (  8.0) 0 0 

   57 (  7.3) 7 (  0.9) 0 47 (  6.1) 1 (  0.1) 0 

       

   221 ( 28.3) 31 (  4.0) 0 190 ( 24.8) 22 (  2.9) 0 

   137 ( 17.5) 16 (  2.0) 0 119 ( 15.5) 14 (  1.8) 0 

   59 (  7.5) 2 (  0.3) 0 61 (  8.0) 1 (  0.1) 0 

   42 (  5.4) 0 0 38 (  5.0) 0 0 

   40 (  5.1) 2 (  0.3) 0 17 (  2.2) 1 (  0.1) 0 

       

   158 ( 20.2) 83 ( 10.6) 0 118 ( 15.4) 67 (  8.7) 0 

   156 ( 19.9) 20 (  2.6) 0 115 ( 15.0) 19 (  2.5) 0 

  

 

122 ( 15.6) 12 (  1.5) 0 69 (  9.0) 5 (  0.7) 0 

   112 ( 14.3) 23 (  2.9) 0 77 ( 10.0) 13 (  1.7) 0 

  

 

89 ( 11.4) 6 (  0.8) 0 50 (  6.5) 5 (  0.7) 0 

   89 ( 11.4) 45 (  5.8) 0 34 (  4.4) 16 (  2.1) 0 

   71 (  9.1) 21 (  2.7) 0 22 (  2.9) 2 (  0.3) 0 

   52 (  6.6) 5 (  0.6) 0 34 (  4.4) 2 (  0.3) 0 

   48 (  6.1) 4 (  0.5) 0 32 (  4.2) 2 (  0.3) 0 

   45 (  5.8) 2 (  0.3) 0 33 (  4.3) 1 (  0.1) 0 

       

   203 ( 26.0) 47 (  6.0) 0 171 ( 22.3) 21 (  2.7) 0 

   191 ( 24.4) 118 ( 15.1) 0 181 ( 23.6) 93 ( 12.1) 0 

   157 ( 20.1) 19 (  2.4) 0 145 ( 18.9) 13 (  1.7) 0 

   63 (  8.1) 5 (  0.6) 0 55 (  7.2) 11 (  1.4) 0 

       

   202 ( 25.8) 30 (  3.8) 0 173 ( 22.6) 17 (  2.2) 0 

   73 (  9.3) 7 (  0.9) 0 81 ( 10.6) 10 (  1.3) 0 

   64 (  8.2) 4 (  0.5) 0 22 (  2.9) 1 (  0.1) 0 

   62 (  7.9) 6 (  0.8) 0 45 (  5.9) 5 (  0.7) 0 

   42 (  5.4) 2 (  0.3) 0 36 (  4.7) 0 0 

       

   94 ( 12.0) 11 (  1.4) 0 81 ( 10.6) 6 (  0.8) 0 

   74 (  9.5) 7 (  0.9) 0 12 (  1.6) 0 0 

   54 (  6.9) 1 (  0.1) 0 8 (  1.0) 0 0 

       

   157 ( 20.1) 14 (  1.8) 0 139 ( 18.1) 13 (  1.7) 0 
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    (MedDRA/J ver. 23.0) 

%  

  

782  767  

Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 

       

   70 (  9.0) 0 0 2 (  0.3) 0 0 

       

   66 (  8.4) 11 (  1.4) 0 30 (  3.9) 5 (  0.7) 0 

       

   48 (  6.1) 4 (  0.5) 0 10 (  1.3) 2 (  0.3) 0 

 

466 59.6% 203 26.0%

infusion reaction 111 14.2% 96 12.3% 68

8.7% 52 6.6% 42 5.4%

28 3.6% 26 3.3% 15 1.9%

13 1.7% 7 0.9% 6 0.8%

4 0.5% 3 0.4% 2 0.3% 1 1

0.1% 1 0.1% 1 0.1% 1 0.1%

 

 

/ ONO-4538-37  

358/359 99.7% 357/358

99.7%

351/359 97.8% 349/358 97.5%

5%  
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5 5% ONO-4538-37  

 

 

MedDRA/J ver.22.1  

%  

 

351  

 

349  

Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 

 351 ( 97.8) 205 ( 57.1) 3 (  0.8) 349 ( 97.5) 174 ( 48.6) 2 (  0.6) 

       

 

201 ( 56.0) 14 (  3.9) 0 189 ( 52.8) 8 (  2.2) 0 

 57 ( 15.9) 0 0 52 ( 14.5) 0 0 

 51 ( 14.2) 3 (  0.8) 0 47 ( 13.1) 10 (  2.8) 0 

 24 (  6.7) 6 (  1.7) 0 12 (  3.4) 2 (  0.6) 0 

       

 181 ( 50.4) 10 (  2.8) 0 180 ( 50.3) 12 (  3.4) 0 

 125 ( 34.8) 16 (  4.5) 0 110 ( 30.7) 14 (  3.9) 0 

 72 ( 20.1) 5 (  1.4) 0 66 ( 18.4) 3 (  0.8) 0 

 64 ( 17.8) 6 (  1.7) 0 46 ( 12.8) 4 (  1.1) 0 

 44 ( 12.3) 1 (  0.3) 0 26 (  7.3) 0 0 

 19 (  5.3) 0 0 17 (  4.7) 1 (  0.3) 0 

 

 157 ( 43.7) 71 ( 19.8) 0 134 ( 37.4) 57 ( 15.9) 0 

 144 ( 40.1) 34 (  9.5) 0 157 ( 43.9) 33 (  9.2) 0 

 77 ( 21.4) 10 (  2.8) 0 60 ( 16.8) 9 (  2.5) 0 

 

54 ( 15.0) 4 (  1.1) 0 44 ( 12.3) 2 (  0.6) 0 

 

41 ( 11.4) 2 (  0.6) 0 36 ( 10.1) 6 (  1.7) 0 

 34 (  9.5) 6 (  1.7) 0 22 (  6.1) 2 (  0.6) 0 

 22 (  6.1) 0 0 19 (  5.3) 0 0 

γ

 

21 (  5.8) 6 (  1.7) 0 9 (  2.5) 5 (  1.4) 0 

 

 187 ( 52.1) 29 (  8.1) 0 196 ( 54.7) 23 (  6.4) 0 

 

 72 ( 20.1) 5 (  1.4) 0 72 ( 20.1) 2 (  0.6) 0 

 59 ( 16.4) 0 0 62 ( 17.3) 1 (  0.3) 0 

 32 (  8.9) 2 (  0.6) 0 14 (  3.9) 1 (  0.3) 0 

 27 (  7.5) 4 (  1.1) 0 26 (  7.3) 5 (  1.4) 0 

 

 

53 ( 14.8) 5 (  1.4) 0 48 ( 13.4) 4 (  1.1) 0 

 45 ( 12.5) 2 (  0.6) 0 14 (  3.9) 0 0 

 42 ( 11.7) 0 0 14 (  3.9) 0 0 

 20 (  5.6) 0 0 21 (  5.9) 0 0 

 14 (  3.9) 3 (  0.8) 0 5 (  1.4) 0 0 

 13 (  3.6) 0 0 7 (  2.0) 0 0 

 

 68 ( 18.9) 27 (  7.5) 0 66 ( 18.4) 19 (  5.3) 0 

 23 (  6.4) 8 (  2.2) 0 16 (  4.5) 4 (  1.1) 0 

 19 (  5.3) 8 (  2.2) 0 20 (  5.6) 9 (  2.5) 0 

 

 20 (  5.6) 1 (  0.3) 0 10 (  2.8) 0 0 

 

 23 (  6.4) 0 0 16 (  4.5) 0 0 
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MedDRA/J ver.22.1  

%  

 

351  

 

349  

Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 

 24 (  6.7) 1 (  0.3) 0 7 (  2.0) 0 0 

 

 32 (  8.9) 5 (  1.4) 0 16 (  4.5) 2 (  0.6) 0 

 

 13 (  3.6) 0 0 15 (  4.2) 0 0 

 

 10 (  2.8) 1 (  0.3) 0 14 (  3.9) 1 (  0.3) 0 

 

 14 (  3.9) 3 (  0.8) 0 9 (  2.5) 1 (  0.3) 0 

 

282 78.6% 83 23.1%

infusion reaction 48 13.4% 30 8.4% 24

6.7% 24 6.7% 15 4.2%

14 3.9% 9 2.5% 6 1.7%

3 0.8% 1 3 0.8% 2 0.6%

2 0.6% 2 0.6% 2 0.6%

1 0.3%
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3 mg/kg

240 mg 2

240 mg  3 mg/kg

10 mg/kg 2

3 mg/kg

240 mg 2

 
 

6  

 
Cmax 

µg/mL  

Cmind14 

µg/mL  

Cavgd14 

µg/mL  

Cmax,ss 

µg/mL  

Cmin,ss 

µg/mL  

Cavg,ss 

µg/mL  

3 mg/kg Q2W 
51.6 

35.2, 70.8  

16.6 

10.7, 24.5  

24.3 

17.1, 33.9  

113 

75.0, 171  

62.1 

27.1, 107  

77.6 

42.1, 127  

240 mg Q2W 
72.7 

51.1, 103  

23.5 

15.2, 34.6  

34.1 

25.1, 47.8  

159 

102, 254  

87.8 

41.5, 158  

109 

62.1, 187  

10 mg/kg Q2W 
191 

147, 219  

61.3 

51.2, 79.2  

90.8 

79.0, 114  

398 

331, 532  

217 

184, 313  

278 

237, 386  

5% , 95% Q2W 2 Cmax Cmind14 14

Cavgd14 14 Cmax,ss

Cmin,ss Cavg,ss

 
 

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
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7  

 
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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4  

RMP

 

 

  

-1 1 5

(1) 

 

(2)  

(3) 

 

(4) 1 2

 

(5)  

 

-2

 

 

� 2 5

2

 

� 2 5

 

� 2 4

3
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-1  

24

CT

 

-2  

 

-3  

1

infusion reaction
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5  

 

  

� 2

 

� HER2 *

 

*

 

 

 ONO-4538-44/CA209649 /

ONO-4538-37

p11 15 PD-L1

CPS p7 8

PD-L1 * 5% CPS5

 

* PD-L1 IHC 28-8 pharmDX  

 

 

 

�  

� HER2  

�  

�  

 

 

 

 

�  

 

 

 

�  

� 

 

� 
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�  

�  

� ECOG Performance Status 3-4 1  

 

  

                                                   
1  ECOG Performance Status PS  

Score  

0  

1 
 

 

2 50%  

3 50%  

4  
 



 

22 
 

 

6  

 

 

 

 

 PD-L1

PD-L1

 

  

� 

X

CT

 

� infusion reaction

2 infusion reaction

infusion reaction

 

� 

TSH T3

T4 ACTH  

� 

 

� 

 

� 1 1

1

 

� 

 



 

23 
 

 

 1 6 12

 



 

 

 

 

 

 

 

 

 

20 mg 100 mg

120 mg 240 mg  
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1 
 

 

 

1.     P2 

2.   P3 

3.     P4 

4.    P10 

5.   P12 

6.  P13 

  



 

2 
 

 

2016 28 6 2

 

 

 

 

 

  

20 mg 100 mg

120 mg 240 mg

 

 

 

1 240 mg

2 1 480 mg 4

12

 

 



 

3 
 

 

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; 28: 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

 

 

 

 

  



 

4 
 

 

3  

 

 

 

 ONO-4538-24/BMS CA209473  

388 274

193 195

* 240 mg 2

95%

11.17 9.99 13.73 8.54 7.20 9.89

0.79 95% 0.63 0.99

p=0.0381 log-rank  

* 75 mg/m2 3

100 mg/m2 7 1 1 8 15 22 29 36

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Kaplan-Meier ONO-4538-24/BMS CA209473  

 

  



 

5 
 

 

 ONO-4538-43/CA209577  

*1 pCR

*2 *3 *4794 63 532

262 240 mg 2 8 16

9 8 2 480 mg 4

12

95% 22.41 16.62 34.00

11.04 8.34 14.32

0.69 96.4% 0.56 0.86 p=0.0003 log-rank

 

*1 National Comprehensive Cancer Network NCCN

European Society for Medical Oncology ESMO

 

*2 American Joint Committee on Cancer AJCC

7 ypT1 ypN1  

*3 AJCC 7

 

*4  

 

 

2 Kaplan-Meier ONO-4538-43/CA209577  
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 ONO-4538-24/BMS CA209473  

172/192 89.6% 192/194 99.0%

129/192 67.2% 185/194

95.4% 5% 1

 
 

1 5% ONO-4538-24/BMS CA209473  

 

 

MedDRA/Jver.21.1  

 %   

 

192  

 

194  

Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 

 129 67.2  33 17.2  0 185 95.4  127 65.5  2 1.0  

       

 23 12.0  1 0.5  0 27 13.9  2 1.0  0 

 17 8.9  0 0 9 4.6  0 0 

 3 1.6  0 0 97 50.0  0 0 

 

 15 7.8  1 0.5  0 16 8.2  0 0 

 14 7.3  1 0.5  0 42 21.6  9 4.6  0 

 9 4.7  0 0 44 22.7  0 0 

       

 4 2.1  2 1.0  0 18 9.3  12 6.2  0 

 3 1.6  1 0.5  0 75 38.7  58 29.9  0 

 2 1.0  1 0.5  0 72 37.1  46 23.7  0 

       

 20 10.4  1 0.5  0 17 8.8  2 1.0  0 

 5 2.6  1 0.5  0 24 12.4  1 0.5  0 

 4 2.1  0 0 16 8.2  0 0 

 4 2.1  0 0 31 16.0  1 0.5  0 

 1 0.5  0 0 13 6.7  1 0.5  0 

       

 17 8.9  0 0 1 0.5  0 0 

       

 3 1.6  1 0.5  0 11 5.7  6 3.1  0 

       

 15 7.8  2 1.0  0 52 26.8  9 4.6  0 

       

 4 2.1  4 2.1  0 47 24.2  19 9.8  0 

 1 0.5  0 0 36 18.6  27 13.9  0 

 0 0 0 20 10.3  20 10.3  0 

 0 0 0 16 8.2  14 7.2  0 

       

 2 1.0  0 0 21 10.8  1 0.5  0 

 2 1.0  0 0 17 8.8  1 0.5  0 

       

 3 1.6  0 0 14 7.2  0 0 

 1 0.5  0 0 47 24.2  1 0.5  0 

 0 0 0 21 10.8  1 0.5  0 

 

22 11.5% 15

7.8% 13 6.8% 12 6.3% 8



 

7 
 

 

4.2% 4 2.1% 3 1.6% 2 1.0%

2 1.0% 1 0.5% 1 0.5%

1 0.5% infusion reaction 1 0.5%

1

 

 

 ONO-4538-43/CA209577  

510/532 95.9% 243/260 93.5%

376/532 70.7%

119/260 45.8% 5% 2

 
 

2 5% ONO-4538-43/CA209577  

 

 

MedDRA/Jver.23.0  

%  

  

532  260  

Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 

 376 70.7  71 13.3  1 0.2  119 45.8  15 5.8  0 

       

 88 16.5  2 0.4  0 39 15.0  2 0.8  0 

 47 8.8  0 0 13 5.0  0 0 

       

 53 10.0  2 0.4  0 9 3.5  0 0 

 52 9.8  4 0.8  0 10 3.8  1 0.4  0 

 

 90 16.9  6 1.1  0 29 11.2  1 0.4  0 

 28 5.3  0 0 4 1.5  0 0 

       

 

29 5.5  2 0.4  0 10 3.8  0 0 

       

 50 9.4  0 0 4 1.5  0 0 

 35 6.6  0 0 1 0.4  0 0 

       

 30 5.6  1 0.2  0 4 1.5  0 0 

 

89 16.7% 49 9.2%

35 6.6% 33 6.2% 26 4.9%

11 2.1% infusion reaction 10 1.9% 8 1.5%

7 1.3% 7 1.3% 4 0.8%

3 0.6% 3 0.6% 1 1 0.2%

1 0.2% 1 0.2% 1 0.2%
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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

 
 

2  

 
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

 

   



 

10 
 

 

4  

 

 

  

-1 1 5

(1) 

 

(2)  

(3) 

 

(4) 1 2

 

(5)  

 

-2

 

 

� 2 5

2

 

� 2 5

 

� 2 4

3
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-1  

24

CT

 

-2  

 

-3  

1

infusion reaction
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5  

 

  

� 

 

� pCR  

 

 

 

�  

�  

� pCR  

�  

 

 

 

 

�  

 

 

 

�  

� 

 

� 

 

�  

�  

� ECOG Performance Status 3-4 1  

 

  

                                                   
1  ECOG Performance Status PS  

Score  

0  

1 
 

 

2 50%  

3 50%  

4  
 



 

13 
 

 

6  

 

 

 

 

  

� 

X

CT

 

� infusion reaction

2 infusion reaction

infusion reaction

 

� 

TSH T3

T4 ACTH  

� 

 

� 

 

� 1 1

1

 

� 

 

 

1 6 12
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2 12 6 12

12

 


