
 

 



 

 



  



  



  







 
 
 
 
 

 
 

100 mg  

TMB-High  

 
 
 
 
 
 
 

 
 



1 
 

 
 
1.     P2 
2.   P3 
3.     P4 
4.    P8 
5.   P10 
6.  P12 
  



2 
 

1.  

2016 28 6 2
 

 

 

 
 

  

100 mg
 

TMB-High
 

1
200 mg 3 1 400 mg 6 30

 
MSD  



3 
 

2  
100 mg

PD-1 programmed cell death-1 PD-L1 PD-
L2 IgG4  

PD-1 T
PD-1 T

PD-1
PD-L1

T
PD-L1

 
PD-L1 PD-1 PD-L1

 
PD-1 PD-L1 PD-L2

T
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3  
TMB-High

 
 

 
KEYNOTE-158  

*1 A L
*2 200 1,595 200 mg 3 Q3W

FoundationOne CDx
TMB *3 10 mutations/megabase mut/Mb TMB-High

A J
 

TMB-High 102 6 TMB-High 689
71 RECIST 1.1

2019 6 27 1
 

*1
 

*2  
A B

C
D E

F G H I J
K MSI-

High L MSI-High
 

*3 5%

mut/Mb  
 

1 KEYNOTE-158  

 TMB-High 
102  

Non TMB-High 
689  

 
%  

CR 4 3.9  11 1.6  
PR 26 25.5  32 4.6  
SD 14 13.7  228 33.1  

Non-CR/Non-PD* 0 3 0.4  
PD 48 47.1  349 50.7  
NE 10 9.8  66 9.6  

CR PR %  
95%CI  29.4 20.8, 39.3  6.2 4.6, 8.3  

CR PR SD PD NE CI  
* Non-CR/Non-PD
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TMB-High 102 6 TMB-High 689
71 RECIST 1.1

2019 6 27 2
 

 
 

2 KEYNOTE-158  

 
TMB-High Non TMB-High 

%  CR PR  
%  

%  CR PR  
%  102  689  

 34 33.3  10 29.4  42 6.1  4 9.5  
 16 15.7  5 31.3  59 8.6  7 11.9  

 15 14.7  7 46.7  67 9.7  4 6.0  
 14 13.7  1 7.1  75 10.9  8 10.7  
 12 11.8  2 16.7  60 8.7  2 3.3  

 5 4.9  2 40.0  82 11.9  1 1.2  
 3 2.9  1 33.3  79 11.5  3 3.8  
 2 2.0  2 100  78 11.3  3 3.8  

 1 1.0  0 84 12.2  9 10.7  
 0  63 9.1  2 3.2  
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KEYNOTE-158  

103/105 98.1% 67/105 63.8%
5%  

 
3 5% KEYNOTE-158  

SOC: System Organ Class  %  
PT: Preferred Term  105  

MedDRA ver.23.0  Grade Grade 3-4 Grade 5 
 67 (63.8) 15 (14.3) 1 (1.0) 

      
 7 (6.7) 0 0 
 13 (12.4) 0 0 

      
 8 (7.6) 0 0 
 6 (5.7) 0 0 

      
 13 (12.4) 1 (1.0) 0 

 17 (16.2) 0 0 
      

 11 (10.5) 0 0 
     

 6 (5.7) 0 0 
     

 12 (11.4) 0 0 
 9 (8.6) 0 0 

 
4 3.8% 3 2.9%

5 4.8% 15 14.3%
1 1.0% 1 1 1.0%

1 1.0% infusion reaction 1 1.0%
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200 mg

Q3W 400 mg 6 Q6W 10 mg/kg 2
Q2W

400 mg Q6W
Cavg,ss 200 mg Q3W Cavg,ss

400 mg Q6W
Cmax,ss 200 mg Q3W Cmax,ss

10 mg/kg Q2W Cmax,ss

400 mg Q6W
Ⅰ KEYNOTE-555

200 mg Q3W 400 mg
Q6W

 
 

6  

 
Cmax 

μg/mL  
Cavg 

μg/mL  
Cmin 

μg/mL  
Cmax,ss 
μg/mL  

Cavg,ss 
μg/mL  

Cmin,ss 
μg/mL  

200 mg Q3W† 59.1 
58.5, 59.7  

27.9 
27.7, 28.1  

18.1 
17.8, 18.3  

92.8 
91.7, 94.1  

50.4 
49.8, 51.0  

30.9 
30.5, 31.4  

400 mg Q6W† 123 
122, 124  

32.4 
32.0, 32.7  

10.6 
10.4, 10.8  

148 
146, 149  

50.7 
50.1, 51.3  

20.3 
19.8, 20.9  

400 mg Q6W 
 

136.0‡ 
135.6, 136.4  NA 14.9§ 

14.4, 15.4  NA NA NA 

10 mg/kg Q2W† 220 
218, 223  

144 
143, 145  

119 
117, 121  

428 
424, 433  

279 
276, 282  

197 
193, 200  

† n 2,993 100 2.5% , 97.5% Cmax

Cavg Cmin 2 
Cmax,ss Cavg,ss Cmin,ss

 
‡ 56 95%  
§ 41 95%  
NA  
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4  
RMP

 
 

  
-1 1 5  

(1) 
 

(2)  
(3) 

 
(4) 1 2

 
(5)  
 
-2

 
 

 2 5
2

 

 2 4
3

 
 

  

 
 
  
-1  

24
CT
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-2  

 
 
-3  

1

infusion reaction
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5  
 

  
 TMB-High

 
 

TMB-High
FoundationOne CDx  

TMB
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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 infusion reaction

 
 

TSH
T3 T4 ACTH  

 
AST ALT

γ-GTP Al-P  
 

 
 

 
 

 
 1 1

1
 

 KEYNOTE-158 1 9
1 12

 



 

 

 
 

 
 
 

 
 

100 mg  

 

 
 
 
 
 
 
 
 

 
 

  



 

1 
 

 
 
1.     P2 
2.   P3 
3.     P4 
4.    P13 
5.   P15 
6.  P16 
  



 

2 
 

1.  

2016 28 6 2
 

 

 

 
 

 
  

100 mg
 

 

1 200 mg 3
1 400 mg 6 30  

MSD  



 

3 
 

2  
100 mg

PD-1 programmed cell death-1 PD-L1 PD-
L2 IgG4  

PD-1 T
PD-1 T

PD-1
PD-L1

T
PD-L1

 
PD-L1 PD-1 PD-L1

 
PD-1 PD-L1 PD-L2

T
 

 

 
  



 

4 
 

3  

 
 

 
 KEYNOTE-426  

*1 861
94 *2

 *3

OS
PFS

OS PFS 1 1 2  
*1 American Joint Committee on Cancer  
*2 50 mg 1 1 4 2  

*3 200 mg 3 Q3W 5 mg 

1 2 BID 5 mg 1
2 2 6 Grade 2

150/90 mm Hg 7 mg BID

10 mg BID
3 mg BID 2 mg BID

 

 
1 KEYNOTE-426  

  
432  

 
429  

OS*1 

 
95%CI  

NE 
NE, NE  

NE 
NE, NE  

*2 
95%CI  
P *3 

0.53 
0.38, 0.74  
0.00005 

 

PFS*1, *4 

 
95%CI  

15.1 
12.6, 17.7  

11.0 
8.7, 12.5  

*2 
95%CI  
P *3 

0.69 
0.56, 0.84  
0.00012 

 

CI NE *1 2018 8 24 *2
Cox *3 *4 RECIST

1.1  
  



 

5 
 

 
1 OS Kaplan-Meier KEYNOTE-426  

 

 
2 PFS Kaplan-Meier KEYNOTE-426  

  

200 mgQ3W

200 mgQ3W
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 E7080-307 KEYNOTE-581  
*1 712

73 *2

*3 PFS
OS 2

3 4  
*1  
*2 50 mg 1 1 4 2  

*3 200 mg Q3W 20 mg 1 1  
 

2 E7080-307 KEYNOTE-581  

  
355  

 
357  

PFS*1, *2 

 
95%CI  

23.9 
20.8, 27.7  

9.2 
6.0, 11.0  

*3 
95%CI  
P *4 

0.39 
0.32, 0.49  
<0.0001 

 

OS*5 

 
95%CI  

NE 
33.6, NE  

NE 
NE, NE  

*3 
95%CI  
P *4 

0.66 
0.49, 0.88  

0.0049 
 

CI NE *1 RECIST 1.1
*2 2020 8 28 *3 Cox
*4 P *5 2020 8 28
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3 OS Kaplan-Meier E7080-307 KEYNOTE-581  

 
          
          
          
          
          
          
          
          
          
          
          
          
          

         
 
 
 

 
4 PFS Kaplan-Meier E7080-307 KEYNOTE-581  
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KEYNOTE-426  

422/429 98.4% 423/425
99.5% 413/429

96.3% 415/425 97.6% 5%
 

 
 
 

3 5% KEYNOTE-426  
 %  

SOC: System Organ Class    
PT: Preferred Term  429  425  

MedDRA ver.21.0   Grade Grades 3-4 Grade 5  Grade Grades 3-4 Grade 5 
 413 (96.3) 269 (62.7) 4 0.9  415 (97.6) 244 (57.4) 7 1.6  

 
  12 (2.8)   1 (0.2) 0  69 (16.2) 13 (3.1) 0 

   5 (1.2) 0 0  37 (8.7)  6 (1.4) 0 
   6 (1.4)   1 (0.2) 0  79 (18.6) 28 (6.6) 0 
   8 (1.9) 0 0  94 (22.1) 22 (5.2) 0 

 
  52 (12.1)   4 (0.9) 0  14 (3.3) 0 0 
 135 (31.5)   1 (0.2) 0 119 (28.0) 0 0 

 
  23 (5.4)   3 (0.7) 0  16 (3.8) 0 0 
  31 (7.2) 0 0  29 (6.8) 0 0 
 210 (49.0)  31 (7.2) 0 175 (41.2) 19 (4.5) 0 

  17 (4.0) 0 0  22 (5.2) 0 0 
  12 (2.8) 0 0  48 (11.3)  1 (0.2) 0 

   6 (1.4) 0 0  34 (8.0)  3 (0.7) 0 
  91 (21.2)   2 (0.5) 0 111 (26.1)  4 (0.9) 0 

  61 (14.2)   3 (0.7) 0  86 (20.2)  9 (2.1) 0 
  34 (7.9)   1 (0.2) 0  56 (13.2)  3 (0.7) 0 

 
  50 (11.7)   6 (1.4) 0  54 (12.7) 12 (2.8) 0 

 130 (30.3)  10 (2.3) 0 142 (33.4) 21 (4.9) 0 
  55 (12.8)   4 (0.9) 0  90 (21.2)  7 (1.6) 0 

  16 (3.7) 0 0  24 (5.6) 0 0 
 

ALT  102 (23.8)  52 (12.1) 0  54 (12.7) 11 (2.6) 0 
AST   97 (22.6)  29 (6.8) 0  59 (13.9)  7 (1.6) 0 

  24 (5.6) 0 0  30 (7.1)  1 (0.2) 0 
  22 (5.1) 0 0  22 (5.2) 0 0 

   3 (0.7)   1 (0.2) 0  48 (11.3) 29 (6.8) 0 
  14 (3.3)   1 (0.2) 0  76 (17.9) 31 (7.3) 0 

  41 (9.6)   6 (1.4) 0  36 (8.5) 0 0 
   1 (0.2) 0 0  37 (8.7) 11 (2.6) 0 

 
 94 (21.9)   9 (2.1) 0 106 (24.9)  2 (0.5) 0 

  6 (1.4)   2 (0.5) 0  26 (6.1) 11 (2.6) 0 
 

  52 (12.1)   3 (0.7) 0  15 (3.5)  2 (0.5) 0 
  23 (5.4) 0 0  16 (3.8) 0 0 

 
  40  (9.3)   1 (0.2) 0 129 (30.4) 0 0 

  35 (8.2)   3 (0.7) 0  33 (7.8)  1 (0.2) 0 
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 %  
SOC: System Organ Class    

PT: Preferred Term  429  425  
MedDRA ver.21.0   Grade Grades 3-4 Grade 5  Grade Grades 3-4 Grade 5 

 
  66 (15.4)  11 (2.6) 0  39 (9.2)  6 (1.4) 0 

 
  32 (7.5)   1 (0.2) 0  12 (2.8) 0 0 

  98 (22.8)   1 (0.2) 0  12 (2.8) 0 0 
  28 (6.5)   2 (0.5) 0  16 (3.8)  2 (0.5) 0 

  19 (4.4) 0 0  32 (7.5) 0 0 
 

  27 (6.3)   1 (0.2) 0  35 (8.2) 0 0 
 119 (27.7)  22 (5.1) 0 168 (39.5) 15 (3.5) 0 

  53 (12.4)   1 (0.2) 0  18 (4.2) 0 0 
  46 (10.7)   1 (0.2) 0  38 (8.9)  1 (0.2) 0 

 
 179 (41.7)  91 (21.2) 0 184 (43.3) 78 (18.4) 0 

 
12 2.8%

40 9.3% 2 0.5%
ALT AST 150 35.0%
165 38.5% 5 1.2% 10 2.3%

1 1 0.2% 9 2.1%
4 0.9% 4 0.9% 2 0.5%

1 0.2% infusion reaction 2 0.5%
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E7080-307 KEYNOTE-581  
351/352 99.7% 335/340

98.5% 341/352
96.9% 313/340 92.1% 5%

 
 

4 5% E7080-307 KEYNOTE-581  
 

%
SOC: System Organ Class

PT: Preferred Term 352  340  
MedDRA ver.23.0   Grade Grades 3-4 Grade 5  Grade Grades 3-4 Grade 5 

341 (96.9) 252 (71.6) 4 (1.1) 313 (92.1) 200 (58.8) 0 

20 (5.7) 3 (0.9) 0 44 (12.9) 11 (3.2) 0 
4 (1.1) 0 0 21 (6.2) 7 (2.1) 0 
8 (2.3) 1 (0.3) 0 42 (12.4) 18 (5.3) 0 

13 (3.7) 1 (0.3) 0 51 (15.0) 18 (5.3) 0 
 

22 (6.3) 0 0 8 (2.4) 0 0 
150 (42.6) 4 (1.1) 0 79 (23.2) 0 0 

39 (11.1) 4 (1.1) 0 12 (3.5) 1 (0.3) 0 
24 (6.8) 1 (0.3) 0 20 (5.9) 0 0 

192 (54.5) 29 (8.2) 0 151 (44.4) 15 (4.4) 0 
28 (8.0) 0 0 10 (2.9) 0 0 
26 (7.4) 0 0 42 (12.4) 0 0 
8 (2.3) 0 0 26 (7.6) 0 0 

94 (26.7) 6 (1.7) 0 94 (27.6) 2 (0.6) 0 
113 (32.1) 6 (1.7) 0 127 (37.4) 7 (2.1) 0 
56 (15.9) 5 (1.4) 0 45 (13.2) 3 (0.9) 0 

71 (20.2) 16 (4.5) 0 54  (15.9) 11  (3.2) 0 
113 (32.1) 11 (3.1) 0 109  (32.1) 13  (3.8) 0 
17 (4.8) 1 (0.3) 0 17 (5.0) 0 0 
16 (4.5) 0 0 18 (5.3) 1 (0.3) 0 

ALT 34 (9.7) 11 (3.1) 0 30 (8.8) 6 (1.8) 0 
53 (15.1) 26 (7.4) 0 26 (7.6) 9 (2.6) 0 

AST 33 (9.4) 9 (2.6) 0 30 (8.8) 2 (0.6) 0 
23 (6.5) 1 (0.3) 1 (0.3) 17 (5.0) 0 0 
38 (10.8) 0 0 17 (5.0) 0 0 
50 (14.2) 34 (9.7) 0 34 (10.0) 24 (7.1) 0 
8 (2.3) 6 (1.7) 0 39 (11.5) 19 (5.6) 0 

20 (5.7) 3 (0.9) 0 57 (16.8) 18 (5.3) 0 
70 (19.9) 21 (6.0) 0 19 (5.6) 0 0 
10 (2.8) 1 (0.3) 0 30 (8.8) 6 (1.8) 0 

123 (34.9) 12 (3.4) 0 84 (24.7) 5 (1.5) 0 
18 (5.1) 1 (0.3) 0 2 (0.6) 1 (0.3) 0 
30 (8.5) 10 (2.8) 0 23 (6.8) 14 (4.1) 0 

60 (17.0) 4 (1.1) 0 22 (6.5) 0 0 
38 (10.8) 3 (0.9) 0 8 (2.4) 0 0 
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%
SOC: System Organ Class

PT: Preferred Term 352  340  
MedDRA ver.23.0   Grade Grades 3-4 Grade 5  Grade Grades 3-4 Grade 5 

38 (10.8) 1 (0.3) 0 88 (25.9) 1 (0.3) 0 
38 (10.8) 0 0 28 (8.2) 1 (0.3) 0 

97 (27.6) 26 (7.4) 0 41 (12.1) 10 (2.9) 0 

19 (5.4) 0 0 8 (2.4) 0 0 
87 (24.7) 0 0 9 (2.6) 0 0 
23 (6.5) 4 (1.1) 0 11 (3.2) 1 (0.3) 0 
18 (5.1) 0 0 30 (8.8) 0 0 
18 (5.1) 6 (1.7) 1 (0.3) 0 0 0 

17 (4.8) 0 0 21 (6.2) 0 0 
99 (28.1) 14 (4.0) 0 122 (35.9) 11 (3.2) 0 
47 (13.4) 1 (0.3) 0 19 (5.6) 1 (0.3) 0 
77 (21.9) 12 (3.4) 0 37 (10.9) 2 (0.6) 0 
24 (6.8) 4 (1.1) 0 5 (1.5) 0 0 

0 0 0 31 (9.1) 0 0 

184 (52.3) 89 (25.3) 0 133 (39.1) 61 (17.9) 0 
 

 
19 5.4%

36 10.2%
2 0.6%

79 22.4% 156 44.3% 3
0.9% 18 5.1% 1 1 0.3%

8 2.3% 8 2.3%
3 0.9% 1 0.3% 3 0.9% 3

0.9% infusion reaction 5 1.4%
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200 mg

Q3W 400 mg 6 Q6W 10 mg/kg 2
Q2W

400 mg Q6W
Cavg,ss 200 mg Q3W Cavg,ss

400 mg Q6W
Cmax,ss 200 mg Q3W Cmax,ss

10 mg/kg Q2W Cmax,ss

400 mg Q6W
Ⅰ KEYNOTE-555

200 mg Q3W 400 mg
Q6W

 
 

5  

 
Cmax 

μg/mL  
Cavg 

μg/mL  
Cmin 

μg/mL  
Cmax,ss 
μg/mL  

Cavg,ss 
μg/mL  

Cmin,ss 
μg/mL  

200 mg Q3W† 59.1 
58.5, 59.7  

27.9 
27.7, 28.1  

18.1 
17.8, 18.3  

92.8 
91.7, 94.1  

50.4 
49.8, 51.0  

30.9 
30.5, 31.4  

400 mg Q6W† 123 
122, 124  

32.4 
32.0, 32.7  

10.6 
10.4, 10.8  

148 
146, 149  

50.7 
50.1, 51.3  

20.3 
19.8, 20.9  

400 mg Q6W 
 

136.0‡ 
135.6, 136.4  NA 14.9§ 

14.4, 15.4  NA NA NA 

10 mg/kg Q2W† 220 
218, 223  

144 
143, 145  

119 
117, 121  

428 
424, 433  

279 
276, 282  

197 
193, 200  

† n 2,993 100 2.5% , 97.5% Cmax

Cavg Cmin 2 
Cmax,ss Cavg,ss Cmin,ss

 
‡ 56 95%  
§ 41 95%  
NA  
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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

 
  



 

15 
 

5  
 

 
 

• 
 

 
 

 
  
  
  

 
 

 
 

  
 

 
  
 

 
 

 
  
  
 Karnofsky Performance Status 70% 1   

  

                                                        
1 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 infusion reaction

 
 

TSH
T3 T4 ACTH  

 
AST ALT

γ-GTP Al-P  
 

 
 

 
 

 
 1 1

1
 

 KEYNOTE-426 12
54 6 12 E7080-307 KEYNOTE-581

8
 


