




ONO-4538-81/CA2099ER

 
*1

651 46

*2 323 328

95%

16.59 12.45

24.94 8.31 6.97 9.69



0.51 95% 0.41 0.64 p<0.0001

log-rank 2020 2 12

 

*1

 

1

VEGF VEGF

6

 

*2 1 240 mg 2
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135 42.2% 128
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57 17.8% 37 11.6%
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15 4.7% 12

3.8% Infusion reaction 8 2.5% 8
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 BMS
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ONO-4538-03/CA209025  

821 63 410 411

3 mg/kg 2

OS 95%

25.00 21.75 NE* 19.55 17.64

23.06

0.73 98.52% 0.57 0.93 p=0.0018 log-rank 2015

6 18  
 

 

1 OS Kaplan-Meier ONO-4538-03/CA209025  
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63 37 26 OS 95%

27.37 23.62 NE NE NE NE

1.50 95% 0.49 4.54  

*  
 

 

2 OS Kaplan-Meier  

ONO-4538-03/CA209025  
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ONO-4538-16/CA209214  

*1 1,096

72

*2 550 546

International Metastatic RCC 

Database Consortium IMDC *3 Intermediate Poor

425 422 OS

95% NE 28.16 NE

25.95 22.08 NE

0.63 99.8% 0.44 0.89 p<0.0001

log-rank 2017 8 7  

*1  

1

VEGF VEGF

6  

*2 3 mg/kg 1 mg/kg 3 4

3 mg/kg 2

30  

*3 Favorable 1 2

Intermediate 3 Poor  

1 Karnofsky 80%

10 mg/dl

 

 

3 OS Kaplan-Meier ONO-4538-16/CA209214  

Intermediate Poor  
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ONO-4538-16/CA209214 IMDC

Favorable

Favorable

 
 

 

 

4 OS Kaplan-Meier ONO-4538-16/CA209214  

Favorable  

 

 

ONO-4538-81/CA2099ER  

*1 651

46 *2 323

328

95%

16.59 12.45 24.94 8.31

6.97 9.69
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0.51 95% 0.41 0.64 p<0.0001 log-

rank 2020 2 12  

*1  

1 VEGF VEGF

6

 

*2 1 240 mg 2 40 mg 1 1  

 

 

 

5 BICR Kaplan-Meier  

ONO-4538-81/CA2099ER  
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ONO-4538-03/CA209025  

397/406 97.8% 386/397 97.2%

319/406 78.6%

349/397 87.9% 5%

 
 

1 5% ONO-4538-03/CA209025  

 

 

MedDRA/J ver.18.0  

 %   

 

406  

 

397  

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

 319 (78.6) 76 (18.7) 0 349 (87.9) 145 (36.5) 2 (0.5) 

 

 32 (7.9) 7 (1.7) 0 94 (23.7) 31 (7.8) 0 

 

 24 (5.9) 1 (0.2) 0 2 (0.5) 0 0 

 

 24 (5.9) 1 (0.2) 0 21 (5.3) 0 0 

 50 (12.3) 5 (1.2) 0 84 (21.2) 5 (1.3) 0 

 57 (14.0) 1 (0.2) 0 66 (16.6) 3 (0.8) 0 

 8 (2.0) 0 0 117 (29.5) 17 (4.3) 0 

 24 (5.9) 0 0 36 (9.1) 1 (0.3) 0 

 

 18 (4.4) 1 (0.2) 0 33 (8.3) 7 (1.8) 0 

 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0 

 11 (2.7) 0 0 75 (18.9) 12 (3.0) 0 

 17 (4.2) 0 0 56 (14.1) 2 (0.5) 0 

 34 (8.4) 0 0 37 (9.3) 2 (0.5) 0 

 

 1 (0.2) 1 (0.2) 0 24 (6.0) 1 (0.3) 0 

 27 (6.7) 1 (0.2) 0 33 (8.3) 0 0 

 19 (4.7) 1 (0.2) 0 29 (7.3) 1 (0.3) 0 

 

 2 (0.5) 0 0 29 (7.3) 0 0 

 9 (2.2) 5 (1.2) 0 46 (11.6) 15 (3.8) 0 

 5 (1.2) 0 0 64 (16.1) 20 (5.0) 0 

 48 (11.8) 2 (0.5) 0 82 (20.7) 4 (1.0) 0 

 

 27 (6.7) 1 (0.2) 0 14 (3.5) 0 0 

 23 (5.7) 0 0 5 (1.3) 0 0 

 

 11 (2.7) 0 0 51 (12.8) 0 0 

 24 (5.9) 0 0 19 (4.8) 1 (0.3) 0 

 

 36 (8.9) 0 0 77 (19.4) 00 0 

 30 (7.4) 3 (0.7) 0 51 (12.8) 2 (0.5) 0 

 3 (0.7) 0 0 41 (10.3) 0 0 

 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0 

 

 12 (3.0) 0 0 20 (5.0) 0 0 

 26 (6.4) 0 0 33 (8.3) 0 0 

 4 (1.0) 0 0 22 (5.5) 0 0 

 57 (14.0) 0 0 39 (9.8) 0 0 

 41 (10.1) 2 (0.5) 0 79 (19.9) 3 (0.8) 0 

 

19 4.7% 1 0.2% 56
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13.8% 10 2.5% 1 1 0.2%

46 11.3% 1 0.2% 34 8.4% 55

13.5% 28 6.9% 6

1.5% infusion reaction 21 5.2% 4 1.0%

2 0.5% 1 0.2% 1 0.2%

 

 

ONO-4538-16/CA209214  

544/547 99.5% 532/535 99.4%

509/547 93.1% 521/535 97.4%

5%  
 

2 5% ONO-4538-16/CA209214  

 

 

MedDRA/J ver.20.0  

%  

 

547  

 

535  

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

 509 (93.1) 250 ( 45.7) 0 521 ( 97.4) 335 ( 62.6) 2 (  0.4) 

 

 34 (  6.2) 2 (  0.4) 0 83 ( 15.5) 24 (  4.5) 0 

 1 (  0.2) 0 0 30 (  5.6) 3 (  0.6) 0 

 3 (  0.5) 1 (  0.2) 0 69 ( 12.9) 32 (  6.0) 0 

 2 (  0.4) 0 0 95 ( 17.8) 25 (  4.7) 0 

 

 28 (  5.1) 11 (  2.0) 0 0 0 0 

 59 ( 10.8) 2 (  0.4) 0 12 (  2.2) 0 0 

 85 ( 15.5) 2 (  0.4) 0 134 ( 25.0) 1 (  0.2) 0 

 

 38 (  6.9) 2 (  0.4) 0 38 (  7.1) 1 (  0.2) 0 

 9 (  1.6) 0 0 30 (  5.6) 0 0 

 35 (  6.4) 0 0 39 (  7.3) 0 0 

 145 ( 26.5) 21 (  3.8) 0 278 ( 52.0) 28 (  5.2) 0 

 31 (  5.7) 0 0 32 (  6.0) 0 0 

 15 (  2.7) 0 0 96 ( 17.9) 0 0 

 3 (  0.5) 0 0 27 (  5.0) 0 0 

 6 (  1.1) 1 (  0.2) 0 55 ( 10.3) 0 0 

 109 ( 19.9) 8 (  1.5) 0 202 ( 37.8) 6 (  1.1) 0 

 23 (  4.2) 0 0 149 ( 27.9) 14 (  2.6) 0 

 59 ( 10.8) 4 (  0.7) 0 110 ( 20.6) 10 (  1.9) 0 

 

 72 ( 13.2) 8 (  1.5) 0 91 ( 17.0) 12 (  2.2) 0 

 202 ( 36.9) 23 (  4.2) 0 264 ( 49.3) 49 (  9.2) 0 

 13 (  2.4) 0 0 152 ( 28.4) 14 (  2.6) 0 

 25 (  4.6) 1 (  0.2) 0 29 (  5.4) 0 0 

 79 ( 14.4) 2 (  0.4) 0 33 (  6.2) 1 (  0.2) 0 

 

ALT  60 ( 11.0) 27 (  4.9) 0 50 (  9.3) 8 (  1.5) 0 

 71 ( 13.0) 31 (  5.7) 0 41 (  7.7) 17 (  3.2) 0 

AST  58 ( 10.6) 19 (  3.5) 0 49 (  9.2) 7 (  1.3) 0 

 35 (  6.4) 1 (  0.2) 0 35 (  6.5) 2 (  0.4) 0 

 11 (  2.0) 0 0 30 (  5.6) 0 0 
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MedDRA/J ver.20.0  

%  

 

547  

 

535  

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

 90 ( 16.5) 56 ( 10.2) 0 58 ( 10.8) 35 (  6.5) 0 

 3 (  0.5) 1 (  0.2) 0 40 (  7.5) 23 (  4.3) 0 

 4 (  0.7) 1 (  0.2) 0 73 ( 13.6) 36 (  6.7) 0 

 18 (  3.3) 0 0 28 (  5.2) 0 0 

 6 (  1.1) 0 0 40 (  7.5) 11 (  2.1) 0 

 

 28 (  5.1) 8 (  1.5) 0 10 (  1.9) 0 0 

 75 ( 13.7) 7 (  1.3) 0 133 ( 24.9) 5 (  0.9) 0 

 

 76 ( 13.9) 5 (  0.9) 0 39 (  7.3) 0 0 

 49 (  9.0) 3 (  0.5) 0 26 (  4.9) 0 0 

 17 (  3.1) 1 (  0.2) 0 36 (  6.7) 1 (  0.2) 0 

 

 31 (  5.7) 0 0 179 ( 33.5) 1 (  0.2) 0 

 53 (  9.7) 4 (  0.7) 0 65 ( 12.1) 1 (  0.2) 0 

 

 45 (  8.2) 0 0 31 (  5.8) 0 0 

 31 (  5.7) 1 (  0.2) 0 33 (  6.2) 2 (  0.4) 0 

 0 0 0 55 ( 10.3) 3 (  0.6) 0 

 32 (  5.9) 6 (  1.1) 0 0 0 0 

 

 40 (  7.3) 0 0 46 (  8.6) 0 0 

 0 0 0 29 (  5.4) 0 0 

 5 (  0.9) 0 0 231 ( 43.2) 49 (  9.2) 0 

 154 ( 28.2) 3 (  0.5) 0 49 (  9.2) 0 0 

 118 ( 21.6) 8 (  1.5) 0 67 ( 12.5) 0 0 

 50 (  9.1) 8 (  1.5) 0 22 (  4.1) 1 (  0.2) 0 

 2 (  0.4) 0 0 27 (  5.0) 0 0 

 0 0 0 43 (  8.0) 0 0 

 

 12 (  2.2) 4 (  0.7) 0 216 ( 40.4) 85 ( 15.9) 0 

 

136 24.9% 98

17.9% 147 26.9% 46 8.4%

35 6.4% 36 6.6% 20 3.7%

24 4.4% 32 5.9% 1 5 0.9%

7 1.3% 1 0.2% 2 0.4% infusion 

reaction 22 4.0% 2 0.4% 1 0.2% 2 0.4%

102 18.6% 7 1.3% 2

0.4%

 

 

ONO-4538-81/CA2099ER  

319/320 99.7% 317/320

99.1%

309/320 96.6% 298/320 93.1%
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5%  
 

3 5% ONO-4538-81/CA2099ER  

 

 

MedDRA/J ver.22.1  

%  

 

320  

 

320  

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

 309 ( 96.6) 194 ( 60.6) 0  298 ( 93.1) 162 ( 50.6) 1 (  0.3) 

 

 32 ( 10.0) 3 (  0.9) 0 61 ( 19.1) 8 (  2.5) 0 

 4 (  1.3) 0 0 23 (  7.2) 1 (  0.3) 0 

 14 (  4.4) 2 (  0.6) 0 47 ( 14.7) 11 (  3.4) 0 

 19 (  5.9) 1 (  0.3) 0 61 ( 19.1) 14 (  4.4) 0 

 

 29 (  9.1) 2 (  0.6) 0 6 (  1.9) 0 0 

 107 ( 33.4) 1 (  0.3) 0 90 ( 28.1) 1 (  0.3) 0 

 

 27 (  8.4) 3 (  0.9) 0 14 (  4.4) 0 0 

 182 ( 56.9) 18 (  5.6) 0 136 ( 42.5) 14 (  4.4) 0 

 18 (  5.6) 0 0 32 ( 10.0) 1 (  0.3) 0 

 15 (  4.7) 0 0 29 (  9.1) 0 0 

 68 ( 21.3) 2 (  0.6) 0 81 ( 25.3) 0 0 

 50 ( 15.6) 7 (  2.2) 0 74 ( 23.1) 7 (  2.2) 0 

 36 ( 11.3) 4 (  1.3) 0 52 ( 16.3) 1 (  0.3) 0 

 

 57 ( 17.8) 10 (  3.1) 0 48 ( 15.0) 7 (  2.2) 0 

 86 ( 26.9) 8 (  2.5) 0 97 ( 30.3) 12 (  3.8) 0 

 10 (  3.1) 1 (  0.3) 0 16 (  5.0) 0 0 

 61 ( 19.1) 3 (  0.9) 0 80 ( 25.0) 8 (  2.5) 0 

 

 18 (  5.6) 8 (  2.5) 0 10 (  3.1) 1 (  0.3) 0 

 

ALT  80 ( 25.0) 15 (  4.7) 0 20 (  6.3) 2 (  0.6) 0 

 39 ( 12.2) 8 (  2.5) 0 25 (  7.8) 7 (  2.2) 0 

AST  75 ( 23.4) 10 (  3.1) 0 28 (  8.8) 2 (  0.6) 0 

 16 (  5.0) 1 (  0.3) 0 11 (  3.4) 1 (  0.3) 0 

 20 (  6.3) 2 (  0.6) 0 20 (  6.3) 0 0 

 23 (  7.2) 0 0 19 (  5.9) 0 0 

 48 ( 15.0) 17 (  5.3) 0 35 ( 10.9) 15 (  4.7) 0 

 12 (  3.8) 1 (  0.3) 0 27 (  8.4) 16 (  5.0) 0 

 17 (  5.3) 0 0 59 ( 18.4) 14 (  4.4) 0 

 23 (  7.2) 2 (  0.6) 0 8 (  2.5) 0 0 

 5 (  1.6) 0 0 17 (  5.3) 2 (  0.6) 0 

 29 (  9.1) 2 (  0.6) 0 21 (  6.6) 2 (  0.6) 0 

 

 32 ( 10.0) 1 (  0.3) 0 9 (  2.8) 0 0 

 38 ( 11.9) 22 (  6.9) 0 19 (  5.9) 14 (  4.4) 0 

 38 ( 11.9) 17 (  5.3) 0 15 (  4.7) 3 (  0.9) 0 

 65 ( 20.3) 4 (  1.3) 0 53 ( 16.6) 2 (  0.6) 0 

 

 29 (  9.1) 0 0 12 (  3.8) 0 0 

 25 (  7.8) 0 0 2 (  0.6) 0 0 

 

 69 ( 21.6) 0 0 65 ( 20.3) 0 0 

 20 (  6.3) 0 0 13 (  4.1) 0 0 

 

 26 (  8.1) 9 (  2.8) 0 21 (  6.6) 7 (  2.2) 0 

 

 37 ( 11.6) 1 (  0.3) 0 8 (  2.5) 0 0 

 13 (  4.1) 0 0 25 (  7.8) 0 0 

 

 16 (  5.0) 0 0 11 (  3.4) 0 0 
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MedDRA/J ver.22.1  

%  

 

320  

 

320  

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

 122 ( 38.1) 24 (  7.5) 0 129 ( 40.3) 24 (  7.5) 0 

 52 ( 16.3) 1 (  0.3) 0 13 (  4.1) 0 0 

 62 ( 19.4) 5 (  1.6) 0 22 (  6.9) 0 0 

 24 (  7.5) 1 (  0.3) 0 4 (  1.3) 0 0 

 0 0 0 21 (  6.6) 0 0 

 

 97 ( 30.3) 35 ( 10.9) 0 107 ( 33.4) 39 ( 12.2) 0 

 

135 42.2%

128 40.0% 115 35.9% 57 17.8%

37 11.6% 31 9.7%

22 6.9% 17 5.3% 15 4.7%

12 3.8% Infusion reaction 8 2.5% 8 2.5% 7

2.2% 2 0.6% 1 0.3% 1

0.3% 1 0.3% 1 0.3% 1 0.3%

1 0.3% 1
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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

3 mg/kg 240 mg 1 mg/kg

3

 
 

4  

 
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

240 mg 2 480 mg 4
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5  

 
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 4

2
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-1  

24

CT

 

-2  

 

-3  

1

infusion reaction
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5  

 

  

� 

� IMDC Intermediate Poor 1

� 

 

 

 

� 

� 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

                                                        
1 ONO-4538-16/CA209214

Favorable 1 2 Intermediate 3

Poor 6  

 1  
 Karnofsky 80%  
  
 10 mg/dl  
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�  

 

 

 

� 

� 

� 

� 

�  

� Karnofsky Performance Status 70% 2

                                                        
2  Karnofsky Performance Status PS  

 Score  

 

100  

90  

80  

 

70 
 

60  

50  

 

40  

30  

20  

10  

0  
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6

 

 

 

 

  

� 

X

CT

 

� infusion reaction

2 infusion reaction

infusion reaction

 

� 

TSH T3

T4 ACTH  

� 

 

� 

 

� 1 1

1

 

� 

 

 

1 8

1 6 12

60 6
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12

 


