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1. P2 
2. P3 
3. P4 
4. P8 
5. P10 
6. P11 
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1.  

2016 28 6 2
 

 

 

 
 

 
1 mg 5 mg

 
 

1 5 mg 1 2
1 10 mg 1 2

 
  

20 mg 100 mg
 

 

1 200 mg 3 30
 

MSD  
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2  
20 mg 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  

KEYNOTE-426  
*1 861

94 *2

 *3

OS
PFS

OS PFS  
*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  
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1 OS Kaplan-Meier KEYNOTE-426  

2 PFS Kaplan-Meier KEYNOTE-426  

200 mgQ3W

200 mgQ3W
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KEYNOTE-426  
422/429 98.4% 423/425

99.5% 413/429
96.3% 415/425 97.6% 5%

2 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 
 

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

 
  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%
39 9.1% 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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4  
RMP

 
-1 1 5  

(1) 
7 1 436

(2) 31 4 1 86  
(3) 

(4) 1 2
29 7 1 2531  

(5) 29 7
1 1287  

-2

 2 5
2

 2 4
2
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-1  

24
CT
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1
infusion reaction
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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

 12 54 6
12



 
 
 
 
 

 
 

20 mg 100 mg  

 

 
 
 
 
 
 
 
 

 
 



1 

1. P2 
2. P3 
3. P4 
4. P11 
5. P13 
6. P15 



2 

1.

2016 28 6 2

20 mg 100 mg

1
200 mg 3 30  

MSD  
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2  
20 mg 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  

 
 

 
KEYNOTE-048  

882 67 *1

5-FU
*2 5-FU

*3 200 mg 3 Q3W

OS ITT

ITT OS combined positive score*4 CPS
1 OS  

*1

6

6  
*2 400 mg/m2 2 250 mg/m2 100 mg/m2

AUC 5 mg min/mL 5-FU 1000 mg/m2/day 4

Q3W 1 6 250 
mg/m2 1  

*3 200 mg 100 mg/m2 AUC 5 mg min/mL 5-

FU 1,000 mg/m2/day 4 Q3W 6 200 
mg Q3W  

*4 PD-L1

100  
 

1 KEYNOTE-048  

  
281  

 
278  

OS*1 

 
95% CI  

13.0 
10.9, 14.7  

10.7 
9.3, 11.7  

*2 
95% CI  
P *3 

0.77 
0.63, 0.93  
0.00335 

 

CI *1 2018 6 13 *2 Cox
*3  
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1 OS Kaplan-Meier KEYNOTE-048  

2 KEYNOTE-048  

ITT  OS*1 

301  300  

95% CI  
11.6 

10.5, 13.6  
10.7 

9.3, 11.7  
*2 

95% CI  
P *3 

0.85 
0.71, 1.03  
0.00014 

CPS 1  OS*1 

257  255  

95% CI  
12.3 

10.8, 14.9  
10.3 

9.0, 11.5  
*2 

95% CI  
P *4 

0.78 
0.64, 0.96  

0.0086 
CI *1 2018 6 13 *2 Cox

*3 P *4
P  

278 227 147 100 51 20 5 1 0Control

281 227 169 122 75 40 10 1 0Pembro+Chemo

At Risk

|

|||||||||||||||||| ||| |||||||||||| |||||||| |||||||| ||||||||||| |||||||||||||||||| | || | |
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2 OS Kaplan-Meier KEYNOTE-048  
ITT CPS 1  

300 245 158 107 57 26 10 1 0Control

301 225 172 125 81 37 18 2 0Pembro

At Risk

|
|

|
|

|||||||||||||||||||||||||||| ||||||||||| ||||||||||| |||||||||| || || || ||| ||||||| |||| || ||
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255 207 131 89 47 21 9 1 0Control

257 196 152 110 74 34 17 2 0Pembro
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PD-L1  
KEYNOTE-048

CPS

CPS 1
3 3  

CPS
CPS 1 1

4 4  
PD-L1  

3 KEYNOTE-048 CPS OS*1 

PD-L1  95%CI  
95%CI  p  

CPS 1 
39 11.3 9.5, 14.0  

1.07 0.66, 1.74 *2 

0.25 

43 10.7 8.5, 15.9  

1 CPS 20 
116 12.7 9.4, 15.3  

0.75 0.57, 1.01 *2 
125 9.9 8.6, 11.5  

CPS 20 
126  14.7 10.3, 19.3  

0.69 0.51, 0.94 *3 
110 11.0 9.2, 13.0  

CI *1 2018 6 13 *2 Cox
*3 ECOG PS 0 1 HPV Cox

3 KEYNOTE-048 CPS OS Kaplan-Meier  
CPS 1 CPS  

39 30 25 13 8 4 1 0 0+Chemo

235 191 122 83 42 16 5 1 0Control

242 197 144 109 67 36 9 1 0Pembro+Chemo

43 36 25 17 9 4 0 0 0Control

|
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4 KEYNOTE-048 CPS OS*1 

PD-L1   95%CI  
95%CI  p

CPS 1 
 44  7.9 4.7, 13.6  

1.37 0.86, 2.20 *2 

0.028 

 45 11.3 9.1, 15.9  

1 CPS 20 
124 10.8 9.0, 12.6  

0.90 0.68, 1.18 *2 133 10.1 8.7, 12.1  

CPS 20 
133  14.9 11.6, 21.5  

0.61 0.45, 0.83 *3 122 10.7 8.8, 12.8  
CI *1 2018 6 13 *2 Cox

*3 ECOG PS 0 1 HPV Cox  

4 KEYNOTE-048 CPS OS Kaplan-Meier  
CPS 1 CPS  

257 196 152 110 74 34 17 2 0
255 207 131 89 47 21 9 1 0

Pembro
Control

257 196 152 110 74 34 17 2 0Pembro

45 38 27 18 10 5 1 0 0Control

44 29 20 15 7 3 1 0 0Pembro
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KEYNOTE-048  
271/276 98.2% 290/300 96.7%

286/287 99.7%
263/276 95.3% 175/300 58.3% 278/287 96.9%

5%  

5 5% KEYNOTE-048  
SOC: System 

Organ Class  
PT: Preferred Term  

MedDRA ver.21.0  

%  
 

276  
 

300  
 

287  
Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 

 263 (95.3) 196 (71.0) 10 (3.6) 175 (58.3) 49 (16.3) 3 (1.0) 278 (96.9) 195 (67.9) 8 (2.
8) 

 
 133 (48.2) 52 (18.8) 0 12 (4.0) 2 (0.7) 0 118 (41.1) 42 (14.6) 0 

  21 (7.6) 21 (7.6) 0 0 0 0  12 (4.2) 12 (4.2) 0 
  34 (12.3)  8 (2.9) 0  2 (0.7) 0 0  38 (13.2) 16 (5.6) 0 
  91 (33.0) 50 (18.1) 0  3 (1.0) 0 0  90 (31.4) 59 (20.6) 0 
  75 (27.2) 24 (8.7) 0  4 (1.3) 1 (0.3) 0  63 (22.0) 24 (8.4) 0 

 
  15 (5.4) 0 0 0 0 0  16 (5.6) 0 0 

 
  35 (12.7) 0 0 39 (13.0) 0 0   1 (0.3) 0 0 

 
  28 (10.1) 0 0  9 (3.0) 0 0  31 (10.8) 0 0 
  49 (17.8)  3 (1.1) 0 16 (5.3) 1 (0.3) 0  75 (26.1)  5 (1.7) 0 
 124 (44.9) 15 (5.4) 0 12 (4.0) 0 0 131 (45.6) 16 (5.6) 0 

  67 (24.3) 22 (8.0) 0  2 (0.7) 0 0  69 (24.0) 10 (3.5) 0 
  75 (27.2)  7 (2.5) 0  7 (2.3) 0 0  64 (22.3)  5 (1.7) 0 

 
  33 (12.0)  8 (2.9) 0  7 (2.3) 1 (0.3) 0  30 (10.5)  6 (2.1) 0 

  84 (30.4) 19 (6.9) 0 43 (14.3) 3 (1.0) 0  83 (28.9) 11 (3.8) 0 
  18 (6.5) 0 0  4 (1.3) 0 0   9 (3.1) 0 0 

  77 (27.9) 26 (9.4) 0  8 (2.7) 2 (0.7) 0  76 (26.5) 14 (4.9) 0 
  16 (5.8) 0 0 10 (3.3) 0 0  12 (4.2) 0 0 

 
 0 0 0 0 0 0  33 (11.5) 0 0 

 
   2 (0.7) 0 0  1 (0.3) 0 0  16 (5.6)  3 (1.0) 0 

 
ALT   10 (3.6)  2 (0.7) 0  7 (2.3) 0 0  15 (5.2)  2 (0.7) 0 

  30 (10.9)  1 (0.4) 0  2 (0.7) 0 0  15 (5.2) 0 0 
  46 (16.7) 28 (10.1) 0  1 (0.3) 0 0  54 (18.8) 35 (12.2) 0 
  51 (18.5) 14 (5.1) 0  1 (0.3) 0 0  46 (16.0)  9 (3.1) 0 

  21 (7.6)  2 (0.7) 0  9 (3.0) 1 (0.3) 0  30 (10.5)  1 (0.3) 0 
  36 (13.0) 15 (5.4) 0  2 (0.7) 0 0  43 (15.0) 22 (7.7) 0 

 
  62 (22.5) 12 (4.3) 0 16 (5.3) 1 (0.3) 0  62 (21.6)  8 (2.8) 0 

  16 (5.8)  8 (2.9) 0  4 (1.3) 1 (0.3) 0  36 (12.5) 11 (3.8) 0 
  29 (10.5)  4 (1.4) 0  3 (1.0) 0 0  95 (33.1) 11 (3.8) 0 

  23 (8.3) 10 (3.6) 0  9 (3.0) 6 (2.0) 0  20 (7.0)  9 (3.1) 0 
   6 (2.2)  2 (0.7) 0  1 (0.3) 0 0  19 (6.6)  5 (1.7) 0 

 
  16 (5.8) 0 0  6 (2.0) 0 0  15 (5.2) 0 0 

  15 (5.4)  3 (1.1) 0  1 (0.3) 0 0   6 (2.1)  2 (0.7) 0 
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SOC: System 
Organ Class  

PT: Preferred Term  
MedDRA ver.21.0  

%  
 

276  
 

300  
 

287  
Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 

 
  15 (5.4)  4 (1.4) 0  4 (1.3) 1 (0.3) 0   6 (2.1)  1 (0.3) 0 

 
   1 (0.4) 0 0  6 (2.0) 0 0  82 (28.6)  6 (2.1) 0 

   5 (1.8) 0 0  6 (2.0) 0 0  27 (9.4)  2 (0.7) 0 

 
  4 (1.4) 0 0  1 (0.3) 0 0  20 (7.0)  2 (0.7) 0 

  14 (5.1) 0 0 21 (7.0) 0 0  24 (8.4)  1 (0.3) 0 
  22 (8.0)  1 (0.4) 0 25 (8.3) 2 (0.7) 0 101 (35.2) 17 (5.9) 0 

   2 (0.7) 0 0 0 0 0  36 (12.5) 0 0 

13 4.7%
9 3.3% 9 3.3% 27

9.8% 40 14.5% 1 0.4%
21 7.6% 1 0.4% infusion reaction3 1.1%

1

16 5.3% 4
1.3% 1 0.3%

15 5.0% 42 14.0% 1 0.3%
1 0.3% 5 1.7%

1 0.3% 1 0.3% 2 0.7% infusion reaction1
0.3% 1
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4  

 
-1 1 5  

(1) 
7 1 436

(2) 31 4 1 86  
(3) 

(4) 1 2
29 7 1 2531  

(5) 29 7
1 1287  

-2

 2 5
2

 2 4
2

 5
2
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-1  

24
CT

-2  

-3  

1
infusion reaction
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5  

 
5-FU  

 KEYNOTE-048
5-FU 5-FU

PD-L1
CPS

p7 8 CPS*

CPS 1

* PD-L1 IHC 22C3 pharmDx

 

  
  



14 

 

  

 
  
 

 

  
  
 ECOG Performance Status 3-4 1  

1  ECOG Performance Status PS  
Score 

0 

1 

2 50%  
3 50%  
4 
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6  
 

 
 

 
 CPS CPS

 
  

 
X

CT
 

 infusion reaction infusion reaction

 
 

TSH
T3 T4 ACTH  

 
AST ALT γ-GTP Al-P

 
 

 
 

 
 

 
 1 1

1
 

 9 1 6
9



16 



20 mg 100 mg  

 



1 

1. P2 
2. P3 
3. P4 
4. P19 
5. P21 
6. P23 



2 

1.

2016 28 6 2

20 mg 100 mg

1
200 mg 3 30  

MSD  



3 

2  
20 mg 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-024  

EGFR ALK PD-L1 PD-
L1 TPS 50% *1

305 40 200 mg 3
Q3W

SOC

*2 PFS
OS

PFS OS  
*1 PD-L1 IHC 22C3 pharmDx

 

*2 24
 

 
1 KEYNOTE-024  

 
200 mg Q3W 
154  

 
 

151  

PFS*1 

 
95%CI  

10.3 
6.7, NE  

6.0 
4.2, 6.2  

*2 
95%CI  
P *3 

0.50 
0.37, 0.68  

0.001 
 

OS*4 

 
95%CI  

NE 
NE, NE  

NE 
9.4, NE  

*4 
95%CI  
P *3 

0.60 
0.41, 0.89  

0.005 
 

CI NE *1 RECIST 1.1 *2
Cox *3

*4 2016 5 9  
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1 PFS Kaplan-Meier KEYNOTE-024  
PD-L1 TPS 50%  

2 OS Kaplan-Meier KEYNOTE-024  
PD-L1 TPS 50%  
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KEYNOTE-010  
*1 PD-L1 TPS 1% *2

1,033 91 2 mg/kg 
Q3W 10 mg/kg Q3W

DOC

*3

OS PFS DOC OS  
*1 EGFR ALK

EGFR ALK

*2 PD-L1 IHC 22C3 pharmDx

*3 24

2 KEYNOTE-010  
2 mg/kg 

Q3W 
344  

10 mg/kg 
Q3W 

346  

DOC 

343  

OS 
95%CI  

10.4 
9.4, 11.9  

12.7 
10.0, 17.3  

8.5 
7.5, 9.8  

*1 
95%CI  
P *2 

0.71 
0.58, 0.88  

0.001 

0.61 
0.49, 0.75  

0.001 
CI *1 Cox DOC *2

3 OS Kaplan-Meier KEYNOTE-010  
PD-L1 TPS 1%  
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KEYNOTE-189  
EGFR ALK

616 10
200 mg Q3W

*1

*2

4

*3 OS PFS

OS PFS  
*1 200 mg 500 mg/m2 75 mg/m2

AUC 5 mg mL/min Q3W 1 4

200 mg 500 mg/m2 Q3W  
*2 500 mg/m2 75 mg/m2 AUC 

5 mg mL/min Q3W 1 4

500 mg/m2 Q3W  
*3 24

 
 

 
3 KEYNOTE-189   

 
410  

 

206  

OS*1 

 
95%CI  

NE 
NE, NE  

11.3 
8.7, 15.1  

*2 
95%CI  
P *3 

0.49 
0.38, 0.64  

0.00001 
 

PFS*1, *4 

 
95%CI  

8.8 
7.6, 9.2  

4.9 
4.7, 5.5  

*2 
95%CI  
P *3 

0.52 
0.43, 0.64  

0.00001 
 

CI NE *1 2017 11 8 *2
Cox

*3 *4 RECIST 1.1
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4 OS Kaplan-Meier KEYNOTE-189  

5 PFS Kaplan-Meier  
KEYNOTE-189  
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KEYNOTE-407  
559

50 200 mg Q3W
nab-PTX

*1

nab-PTX *2

nab-PTX 4

*3 OS
PFS nab-PTX

nab-PTX OS
PFS  

*1 200 mg 200 mg/m2 nab-PTX 100 mg/m2 AUC

6 mg mL/min Q3W

1 nab-PTX 1 8 15 4
200 mg Q3W  

*2 200 mg/m2 nab-PTX 100 mg/m2 AUC 6

mg mL/min Q3W
1 nab-PTX 1 8 15 4

Q3W  

*3 24

4 KEYNOTE-407  
*1 

278  

*2

281  

OS*1 
95%CI  

15.9 
13.2, NE  

11.3 
9.5, 14.8  

*2 
95%CI  
P *3 

0.64 
0.49, 0.85  

0.0008 

PFS*1, *4 
95%CI  

6.4 
6.2, 8.3  

4.8 
4.2, 5.7  

*2 
95%CI  
P *3 

0.56 
0.45, 0.70  

0.0001 
CI NE *1 2018 4 3 *2

Cox nab-PTX
*3 *4 RECIST 1.1
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6 OS Kaplan-Meier KEYNOTE-407  

7 PFS Kaplan-Meier  
KEYNOTE-407  
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KEYNOTE-042  
EGFR ALK PD-L1 TPS

1% *1 1,274 93
200 mg Q3W

*2

OS OS  
*1 PD-L1 IHC 22C3 pharmDx

 
*2 24

 
 

5 KEYNOTE-042 PD-L1 TPS 1%  
 

200 mg Q3W  
 

TPS 1% 
 
 

OS*1 

 637  637  
 

95%CI  
16.7 

13.9, 19.7  
12.1 

11.3, 13.3  
*2 

95%CI  
P *3 

0.81 
0.71, 0.93  

0.002 
 

TPS 50% 
 

OS*1 

 299  300  
 

95%CI  
20.0 

15.4, 24.9  
12.2 

10.4, 14.2  
*2 

95%CI  
0.69 

0.56, 0.85   

50 TPS 1% 
 

OS*1 

 338  337  
 

95%CI  
13.4 

10.7, 18.2  
12.1 

11.0, 14.0  
*2 

95%CI  
0.92 

0.77, 1.11   

CI *1 2018 2 26 *2 Cox
*3  
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8 OS Kaplan-Meier KEYNOTE-042  
PD-L1 TPS 1%  
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KEYNOTE-024  

148/154 96.1% SOC 145/150 96.7%
113/154 73.4% 135/150

90.0% 5%
 

 

6 5% KEYNOTE-024  
SOC: System 

Organ Class  
PT: Preferred Term  

MedDRA ver.20.1  

%  
 

154  
SOC  
150  

 Grade Grade 3-4 Grade 5  Grade Grade 3-4 Grade 5 
                      113 (73.4) 40 (26.0) 1 (0.6) 135 (90.0) 77 (51.3) 3 (2.0) 
  
    8 (5.2) 3 (1.9) 0 66 (44.0) 29 (19.3) 0 
    1 (0.6) 0 0 8 (5.3) 2 (1.3) 0 
    1 (0.6) 0 0 34 (22.7) 20 (13.3) 0 
    0 0 0 17 (11.3) 8 (5.3) 0 
  
    11 (7.1) 0 0 0 0 0 
    12 (7.8) 0 0 1 (0.7) 0 0 
  
    6 (3.9) 0 0 17 (11.3) 0 0 
    22 (14.3) 6 (3.9) 0 20 (13.3) 2 (1.3) 0 
    15 (9.7) 0 0 65 (43.3) 3 (2.0) 0 
    4 (2.6) 0 0 18 (12.0) 2 (1.3) 0 
    4 (2.6) 1 (0.6) 0 30 (20.0) 1 (0.7) 0 
  
    5 (3.2) 1 (0.6) 0 11 (7.3) 2 (1.3) 0 
    16 (10.4) 2 (1.3) 0 43 (28.7) 5 (3.3) 0 
    1 (0.6) 0 0 9 (6.0) 0 0 
    16 (10.4) 0 0 8 (5.3) 0 0 
  

ALT  10 (6.5) 0 0 7 (4.7) 0 0 
AST  8 (5.2) 2 (1.3) 0 5 (3.3) 0 0 

    3 (1.9) 0 0 15 (10.0) 1 (0.7) 0 
    0 0 0 20 (13.3) 6 (4.0) 0 
    0 0 0 18 (12.0) 9 (6.0) 0 
    1 (0.6) 0 0 16 (10.7) 3 (2.0) 0 
  
    14 (9.1) 0 0 39 (26.0) 4 (2.7) 0 
    1 (0.6) 0 0 9 (6.0) 0 0 
  
    13 (8.4) 0 0 4 (2.7) 0 0 
  
    1 (0.6) 0 0 15 (10.0) 0 0 
    2 (1.3) 0 0 9 (6.0) 1 (0.7) 0 
  
    8 (5.2) 4 (2.6) 0 1 (0.7) 1 (0.7) 0 
  
    0 0 0 12 (8.0) 0 0 
    8 (5.2) 0 0 1 (0.7) 0 0 
    12 (7.8) 0 0 3 (2.0) 0 0 
    11 (7.1) 1 (0.6) 0 3 (2.0) 0 0 
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9 5.8% 8 5.2%
2 1.3% 22 14.3%

21 13.6% 1 0.6% 1 1 0.6%
1 0.6% 1 0.6%

1 0.6% infusion reaction5 3.2%

/ KEYNOTE-010  
2 mg/kg Q3W 331/339 97.6% 10 mg/kg Q3W 330/343 96.2%

DOC 297/309 96.1%
215/339 63.4% 226/343 65.9% 251/309 81.2%

5%  

7 5% KEYNOTE-010  
SOC: System 

Organ Class  
PT: Preferred Term  

MedDRA ver.20.1  

2 mg/kg Q3W  
339  

10 mg/kg Q3W  
343  

DOC  
309  

Grade Grade 3-4 Grade 5  Grade Grade 3-4 Grade 5  Grade Grade 3-4 Grade 5 
215 (63.4) 41 (12.1) 3 (0.9) 226 (65.9) 53 (15.5) 3 (0.9) 251 (81.2) 107 (34.6) 5 (1.6) 

10 (2.9) 3 (0.9) 0 14 (4.1) 1 (0.3) 0 40 (12.9) 5 (1.6) 0 
1 (0.3) 0 0 1 (0.3) 0 0 44 (14.2) 38 (12.3) 0 

25 (7.4) 0 0 23 (6.7) 0 0 1 (0.3) 0 0 

24 (7.1) 2 (0.6) 0 22 (6.4) 0 0 56 (18.1) 7 (2.3) 0 
37 (10.9) 1 (0.3) 0 31 (9.0) 2 (0.6) 0 45 (14.6) 1 (0.3) 0 
13 (3.8) 0 0 7 (2.0) 1 (0.3) 0 43 (13.9) 3 (1.0) 0 
12 (3.5) 0 0 13 (3.8) 1 (0.3) 0 24 (7.8) 2 (0.6) 0 

20 (5.9) 1 (0.3) 0 19 (5.5) 2 (0.6) 0 35 (11.3) 6 (1.9) 0 
46 (13.6) 4 (1.2) 0 49 (14.3) 6 (1.7) 0 76 (24.6) 11 (3.6) 0 
5 (1.5) 0 0 4 (1.2) 0 0 21 (6.8) 0 0 

10 (2.9) 1 (0.3) 0 14 (4.1) 0 0 17 (5.5) 1 (0.3) 0 

0 0 0 2 (0.6) 0 0 24 (7.8) 19 (6.1) 0 

3 (0.9) 0 0 3 (0.9) 0 0 17 (5.5) 0 0 

3 (0.9) 0 0 2 (0.6) 0 0 101 (32.7) 2 (0.6) 0 
25 (7.4) 0 0 32 (9.3) 0 0 5 (1.6) 1 (0.3) 0 
29 (8.6) 1 (0.3) 0 44 (12.8) 1 (0.3) 0 14 (4.5) 0 0 

2 mg/kg Q3W 10 mg/kg Q3W 15
4.4% 14 4.1% 5 1.5% 2 0.6%

1 0.3% 1 0.3%
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2 0.6% 3 0.9% 23
6.8% 22 6.4% 32 9.4% 35 10.2%

1 0.3% 1 0.3% 2 0.6% 1 0.3%
1 1 0.3% 2 0.6% 4

1.2% 0 1 0.3% 0 1 0.3%
0 infusion reaction 2 0.6% 6 1.7%

 
 

KEYNOTE-189  
404/405 99.8% 200/202 99.0%

372/405 91.9%
183/202 90.6% 5%

 
 

8 5% KEYNOTE-189  
SOC: System 

Organ Class  
PT: Preferred Term  

MedDRA ver.20.1  

 
405  

 
202  

 Grade  Grade 3-4  Grade 5   Grade  Grade 3-4  Grade 5  
                 372 (91.9) 193 (47.7) 9 (2.2) 183 (90.6) 80 (39.6) 2 (1.0) 
  
    154 (38.0) 55 (13.6) 0 77 (38.1) 27 (13.4) 0 
    25 (6.2) 24 (5.9) 0 4 (2.0) 4 (2.0) 0 
    22 (5.4) 8 (2.0) 0 12 (5.9) 1 (0.5) 0 
    101 (24.9) 59 (14.6) 0 45 (22.3) 22 (10.9) 0 
    69 (17.0) 31 (7.7) 0 27 (13.4) 13 (6.4) 0 
  
    22 (5.4) 2 (0.5) 0 3 (1.5) 0 0 
  
    51 (12.6) 0 0 14 (6.9) 0 0 
  
    67 (16.5) 0 0 24 (11.9) 0 0 
    78 (19.3) 15 (3.7) 0 22 (10.9) 4 (2.0) 0 
    187 (46.2) 12 (3.0) 0 90 (44.6) 4 (2.0) 0 
    26 (6.4) 2 (0.5) 0 15 (7.4) 1 (0.5) 0 
    74 (18.3) 7 (1.7) 0 39 (19.3) 4 (2.0) 0 
  
    53 (13.1) 16 (4.0) 0 31 (15.3) 3 (1.5) 0 
    134 (33.1) 20 (4.9) 0 62 (30.7) 3 (1.5) 0 
    30 (7.4) 3 (0.7) 0 14 (6.9) 1 (0.5) 0 
    27 (6.7) 0 0 12 (5.9) 0 0 
    24 (5.9) 1 (0.2) 0 4 (2.0) 0 0 
  
    20 (4.9) 1 (0.2) 0 10 (5.0) 0 0 
  

ALT  38 (9.4) 2 (0.5) 0 16 (7.9) 3 (1.5) 0 
AST  28 (6.9) 0 0 10 (5.0) 1 (0.5) 0 

    32 (7.9) 1 (0.2) 0 12 (5.9) 0 0 
    22 (5.4) 7 (1.7) 0 12 (5.9) 6 (3.0) 0 
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SOC: System 
Organ Class  

PT: Preferred Term  
MedDRA ver.20.1  

 
405  

 
202  

 Grade  Grade 3-4  Grade 5   Grade  Grade 3-4  Grade 5  
  
    84 (20.7) 4 (1.0) 0 42 (20.8) 1 (0.5) 0 
    22 (5.4) 5 (1.2) 0 3 (1.5) 0 0 
  
    37 (9.1) 1 (0.2) 0 14 (6.9) 0 0 
  
    11 (2.7) 0 0 12 (5.9) 0 0 
    37 (9.1) 0 0 12 (5.9) 0 0 
    51 (12.6) 5 (1.2) 0 17 (8.4) 3 (1.5) 0 

 
16 4.0% 20 4.9%
10 2.5% 62 15.3%

32 7.9% 2 0.5% 1 0.2%
1 1 0.2% 25 6.2% 2

0.5% infusion reaction 5 1.2%

 
 

KEYNOTE-407  
273/278 98.2% 274/280 97.9%

265/278 95.3%
249/280 88.9% 5%

 
 

9 5% KEYNOTE-407  

SOC: System 
Organ Class  

PT: Preferred Term  
MedDRA ver.20.1  

 
278  

 
280  

 Grade  Grade 3-4  Grade 5   Grade  Grade 3-4  Grade 5  
                    265 (95.3) 151 (54.3) 10 (3.6) 249 (88.9) 152 (54.3) 6 (2.1) 
  
    123 (44.2) 38 (13.7) 0 117 (41.8) 43 (15.4) 0 
    14 (5.0) 14 (5.0) 0 10 (3.6) 10 (3.6) 0 
    23 (8.3) 12 (4.3) 0 19 (6.8) 12 (4.3) 0 
    97 (34.9) 59 (21.2) 0 86 (30.7) 63 (22.5) 0 
    81 (29.1) 18 (6.5) 0 58 (20.7) 16 (5.7) 0 
  
    17 (6.1) 1 (0.4) 0 2 (0.7) 0 0 
    16 (5.8) 0 0 3 (1.1) 0 0 
  
    31 (11.2) 1 (0.4) 0 25 (8.9) 0 0 
    61 (21.9) 8 (2.9) 0 47 (16.8) 4 (1.4) 0 
    85 (30.6) 2 (0.7) 0 71 (25.4) 3 (1.1) 0 
    36 (12.9) 1 (0.4) 0 25 (8.9) 3 (1.1) 0 
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SOC: System 
Organ Class  

PT: Preferred Term  
MedDRA ver.20.1  

278  280  
 Grade  Grade 3-4  Grade 5   Grade  Grade 3-4  Grade 5 

46 (16.5) 3 (1.1) 0 41 (14.6) 6 (2.1) 0 
54 (19.4) 7 (2.5) 0 52 (18.6) 7 (2.5) 0 

AST  14 (5.0) 0 0 5 (1.8) 1 (0.4) 0 
24 (8.6) 17 (6.1) 0 28 (10.0) 24 (8.6) 0 
23 (8.3) 5 (1.8) 0 16 (5.7) 6 (2.1) 0 
30 (10.8) 11 (4.0) 0 28 (10.0) 10 (3.6) 0 

47 (16.9) 5 (1.8) 0 57 (20.4) 4 (1.4) 0 
15 (5.4) 1 (0.4) 0 9 (3.2) 2 (0.7) 0 

36 (12.9) 1 (0.4) 0 24 (8.6) 2 (0.7) 0 
32 (11.5) 2 (0.7) 0 26 (9.3) 1 (0.4) 0 

23 (8.3) 0 0 7 (2.5) 0 0 
55 (19.8) 3 (1.1) 0 37 (13.2) 2 (0.7) 0 
15 (5.4) 1 (0.4) 0 13 (4.6) 1 (0.4) 0 
31 (11.2) 0 0 36 (12.9) 2 (0.7) 0 

126 (45.3) 1 (0.4) 0 100 (35.7) 3 (1.1) 0 
29 (10.4) 0 0 15 (5.4) 0 0 
28 (10.1) 0 0 20 (7.1) 0 0 

14 5.0% 14 5.0%
55 19.8% 26 9.4%

31 11.2% 2 0.7%
6 2.2% infusion reaction 6 2.2%

1

KEYNOTE-042  
610/636 95.9% 606/615 98.5%

399/636 62.7%
553/615 89.9% 5%
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10 5% KEYNOTE-042  
SOC: System 

Organ Class  
PT: Preferred Term  

MedDRA ver.20.1  
636  615  

 Grade  Grade 3-4  Grade 5   Grade  Grade 3-4  Grade 5  
399 (62.7) 104 (16.4) 13 (2.0) 553 (89.9) 246 (40.0) 14 (2.3) 

35 (5.5) 4 (0.6) 0 229 (37.2) 80 (13.0) 0 
10 (1.6) 0 0 35 (5.7) 10 (1.6) 0 
5 (0.8) 1 (0.2) 0 88 (14.3) 46 (7.5) 0 
3 (0.5) 1 (0.2) 0 56 (9.1) 10 (1.6) 0 

37 (5.8) 1 (0.2) 0 1 (0.2) 0 0 
69 (10.8) 1 (0.2) 0 2 (0.3) 0 0 

8 (1.3) 0 0 68 (11.1) 0 0 
34 (5.3) 5 (0.8) 0 46 (7.5) 1 (0.2) 0 
31 (4.9) 0 0 184 (29.9) 7 (1.1) 0 
7 (1.1) 0 0 31 (5.0) 0 0 

15 (2.4) 0 0 97 (15.8) 2 (0.3) 0 

27 (4.2) 3 (0.5) 0 60 (9.8) 10 (1.6) 0 
50 (7.9) 3 (0.5) 0 102 (16.6) 8 (1.3) 0 

ALT  45 (7.1) 9 (1.4) 0 53 (8.6) 5 (0.8) 0 
AST  41 (6.4) 4 (0.6) 0 42 (6.8) 2 (0.3) 0 

2 (0.3) 0 0 86 (14.0) 54 (8.8) 0 
2 (0.3) 0 0 64 (10.4) 20 (3.3) 0 
3 (0.5) 0 0 71 (11.5) 32 (5.2) 0 

40 (6.3) 5 (0.8) 0 109 (17.7) 9 (1.5) 0 

27 (4.2) 0 0 46 (7.5) 0 0 
20 (3.1) 1 (0.2) 0 50 (8.1) 0 0 

1 (0.2) 0 0 50 (8.1) 5 (0.8) 0 
3 (0.5) 0 0 41 (6.7) 6 (1.0) 0 

43 (6.8) 19 (3.0) 1 (0.2) 0 0 0 

2 (0.3) 0 0 136 (22.1) 7 (1.1) 0 
46 (7.2) 2 (0.3) 0 15 (2.4) 0 0 
46 (7.2) 3 (0.5) 0 27 (4.4) 0 0 

49 7.7% 10 1.6%
1 0.2%

1 0.2% 76 11.9%
92 14.5% 3 0.5% 3 0.5%

3 0.5% 1 0.2% 1 0.2%
infusion reaction 6 0.9% 1
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4  

RMP

 
-1 1 5  

(1) 
7 1 436

(2) 31 4 1 86  
(3) 

(4) 1 2
29 7 1 2531  

(5) 29 7
1 1287  

-2

 2 5
2

 2 4
3
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-1  

24
CT

-2  

-3  

1
infusion reaction
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5  

 
 EGFR ALK PD-L1

TPS 1%  
 PD-L1 TPS 1%

EGFR ALK
EGFR ALK

TPS
PD-L1 IHC 22C3 pharmDx  

 

 EGFR
ALK

 nab-

 PD-L1 PD-L1 TPS
1%

PD-L1

1  

 

  

1  ECOG Performance 
Status 0 1 2 75 ECOG Performance Status 2 2 3

2 ECOG Performance Status PS  
Score 

0 

1 

2 50%  
3 50%  
4 
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 ECOG Performance Status 3-4 2  
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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-024 KEYNOTE-042
9 KEYNOTE-189 6 12

48 9 12 KEYNOTE-407
6 12 18 45 9 12



20 mg 100 mg

 



1 

1. P2 
2. P3 
3. P4 
4. P15 
5. P17 
6. P18 



2 

1  

2016 28 6 2

20 mg 100 mg

1
200 mg 3 30

12  
MSD  



 

3 
 

2  
20 mg 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  

b KEYNOTE-041  

2 42
37 2 mg/kg 3 Q3W

RECIST 1.1 CR
PR 24% 95% 12 41

10%  

KEYNOTE-002  
2 

mg/kg Q3W 10 mg/kg Q3W

ICC

OS
PFS PFS  

1 KEYNOTE-002  
2 mg/kg 

Q3W 
180  

10 mg/kg 
Q3W 

181  179  

OS 
95%CI  

13.4 
11.0, 16.4  

14.7 
11.3, 19.5  

11.0 
8.9, 13.8  

*2 
95%CI  
P *3 

0.86 
0.67, 1.10  

0.1173 

0.74 
0.57, 0.96  

0.0106 

PFS*1 
95%CI  

2.9 
2.8, 3.8  

2.9 
2.8, 4.7  

2.7 
2.5, 2.8  

*2 
95%CI  
P *3 

0.57 
0.45, 0.73  

0.0001 

0.50 
0.39, 0.64  

0.0001 
CI *1 RECIST 1.1
*2 Cox *3
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1  OS Kaplan-Meier KEYNOTE-002  

2  PFS Kaplan-Meier KEYNOTE-002  
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KEYNOTE-006  
1

10 mg/kg Q3W
10 mg/kg 2 Q2W

OS PFS OS PFS

2 KEYNOTE-006  
10 mg/kg 

Q3W 
277  

10 mg/kg 
Q2W 

279  278  

OS*1 
95%CI  

NE 
NE, NE  

NE 
NE, NE  

NE 
13, NE  

*2 
95%CI  
P *3 

0.69 
0.52, 0.90  

0.00358 

0.63 
0.47, 0.83  

0.00052 

PFS*4 5 
95%CI  

4.1 
2.9, 6.9  

5.5 
3.4, 6.9  

2.8 
2.8, 2.9  

*2 
95%CI  
P *3 

0.58 
0.47, 0.72  

0.00001 

0.58 
0.46, 0.72  

0.00001 
CI NE *1 2015 3 3 *2
Cox *3 *4 RECIST

1.1 *5
2014 9 3  
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3 OS Kaplan-Meier KEYNOTE-006  

4  PFS Kaplan-Meier KEYNOTE-006  



 

8 
 

KEYNOTE-054  
1 15

200 mg Q3W
RFS

RFS  
 

3 KEYNOTE-054  
 200 mg 

Q3W 
514  

 
 

505  

RFS*1 

 
95%CI  

NE 
NE, NE  

20.4 
16.2, NE  

*2 
98%CI  
P *3 

0.57 
0.43, 0.74  
<0.0001 

− 

CI NE *1 2017 10 2 *2
Cox *3 Q3W 3

NE Not Estimated 
 

 
5 RFS Kaplan-Meier KEYNOTE-054  

  

                                                        
1 AJCC American Joint Committee on Cnancer 7 A

1 mm  
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b KEYNOTE-041  
41/42 97.6%

34/42 81.0% 5%

4 5% KEYNOTE-041  

SOC: System Organ Class  
PT: Preferred Term  

MedDRA ver.20.1  

%  
2 mg/kg Q3W  

42  
Grade Grade 3-4 Grade 5 

34 (81.0) 7 (16.7) 2 (4.8) 

4 (9.5) 0 0 

3 (7.1) 0 0 

5 (11.9) 0 0 

AST  3 (7.1) 0 0 
3 (7.1) 0 0 

6 (14.3) 0 0 
6 (14.3) 0 0 
3 (7.1) 0 0 

1 2.4% 2 4.8% 3
7.1% 2 4.8% 6 14.3% infusion 

reaction 1 2.4% 1 2.4%
1

KEYNOTE-002  
2 mg/kg Q3W 172/178 96.6% 10 mg/kg Q3W 178/179 99.4%

ICC 167/171 97.7%
121/178 68.0% 133/179 74.3% 138/171 80.7%

5%  
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5 5% KEYNOTE-002  

SOC: System 
Organ Class  

PT: Preferred Term  
MedDRA ver.18.0  

%  
2 mg/kg Q3W  

178  
10 mg/kg Q3W  

179  
ICC  
171  

Grade Grade 
 3-4 

Grade 5 Grade Grade 
 3-4 

Grade 5 Grade Grade 
3-4 

Grade 5

121 (68.0) 20 (11.2) 1 (0.6) 133 (74.3) 25 (14.0) 0 138 (80.7) 45 (26.3) 0 

5 (2.8) 1 (0.6) 0 7 (3.9) 0 0 35 (20.5) 9 (5.3) 0 
0 0 0 0 (0.0) 0 0 14 (8.2) 6 (3.5) 0 

1 (0.6) 0 0 1 (0.6) 0 0 14 (8.2) 6 (3.5) 0 
2 (1.1) 0 0 1 (0.6) 1 (0.6) 0 16 (9.4) 4 (2.3) 0 

9 (5.1) 0 0 13 (7.3) 0 0 0 0 0 

5 (2.8) 0 0 9 (5.0) 0 0 14 (8.2) 0 0 
15 (8.4) 0 0 19 (10.6) 2 (1.1) 0 14 (8.2) 3 (1.8) 0 
8 (4.5) 0 0 16 (8.9) 1 (0.6) 0 56 (32.7) 4 (2.3) 0 
2 (1.1) 1 (0.6) 0 10 (5.6) 1 (0.6) 0 26 (15.2) 4 (2.3) 0 

6 (3.4) 1 (0.6) 0 8 (4.5) 1 (0.6) 0 10 (5.8) 1 (0.6) 0 
40 (22.5) 2 (1.1) 0 52 (29.1) 1 (0.6) 0 62 (36.3) 8 (4.7) 0 
6 (3.4) 0 0 11 (6.1) 0 0 8 (4.7) 1 (0.6) 0 

0 0 0 1 (0.6) 0 0 13 (7.6) 5 (2.9) 0 

8 (4.5) 0 0 17 (9.5) 2 (1.1) 0 26 (15.2) 0 0 

13 (7.3) 1 (0.6) 0 12 (6.7) 1 (0.6) 0 9 (5.3) 1 (0.6) 0 
9 (5.1) 2 (1.1) 0 7 (3.9) 0 0 10 (5.8) 1 (0.6) 0 

2 (1.1) 0 0 0 0 0 14 (8.2) 2 (1.2) 0 
1 (0.6) 0 0 2 (1.1) 0 0 11 (6.4) 0 0 

5 (2.8) 0 0 1 (0.6) 0 0 35 (20.5) 1 (0.6) 0 
9 (5.1) 0 0 9 (5.0) 0 0 2 (1.2) 0 0 
37 (20.8) 0 0 42 (23.5) 0 0 6 (3.5) 0 0 
21 (11.8) 0 0 18 (10.1) 0 0 8 (4.7) 0 0 
5 (2.8) 1 (0.6) 0 10 (5.6) 1 (0.6) 0 0 0 0 
10 (5.6) 0 0 9 (5.0) 0 0 2 (1.2) 0 0 

2 mg/kg Q3W 10 mg/kg Q3W 1
0.6% 4 2.2% 1 0.6% 6 3.4%

2 1.1% 0 13 7.3%
15 8.4% 1 0.6% 1 0.6%

1 0.6% 3 1.7% 14 7.9% 15
8.4% infusion reaction 2 1.1% 3 1.7%

1 0.6% 1 0.6% 1 0.6%
0 0 1 0.6% 0 1 0.6%
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0 2 1.1% 1

KEYNOTE-006  
10 mg/kg Q3W 264/277 95.3% 10 mg/kg Q2W 275/278 98.9%

IPI 239/256 93.4%
202/277 72.9% 221/278 79.5% 187/256 73.0%

5%  

6 5% KEYNOTE-006  

SOC: System 
Organ Class  

PT: PreferredTerm  
MedDRAver.18.0  

%  
10mg/kgQ3W  

277  
10mg/kgQ2W  

278  
IPI  
256  

Grade Grade 
3-4 

Grade 5 Grade Grade 
3-4 

Grade 5 Grade Grade 
3-4 

Grade 5

202 (72.9) 28 (10.1) 0 221 (79.5) 36 (12.9) 1 (0.4) 187 (73.0) 50 (19.5) 1 (0.4) 

7 (2.5) 0 0 17 (6.1) 0 0 6 (2.3) 1 (0.4) 0 
21 (7.6) 0 0 25 (9.0) 1 (0.4) 0 2 (0.8) 0 0 

5 (1.8) 0 0 10 (3.6) 0 0 15 (5.9) 0 0 
8 (2.9) 5 (1.8) 0 4 (1.4) 4 (1.4) 0 19 (7.4) 16 (6.3) 0 
40 (14.4) 3 (1.1) 0 47 (16.9) 7 (2.5) 0 58 (22.7) 8 (3.1) 0 
11 (4.0) 0 0 20 (7.2) 0 0 1 (0.4) 0 0 
31 (11.2) 1 (0.4) 0 28 (10.1) 0 0 22 (8.6) 1 (0.4) 0 
5 (1.8) 0 0 10 (3.6) 1 (0.4) 0 14 (5.5) 0 0 

31 (11.2) 0 0 32 (11.5) 1 (0.4) 0 16 (6.3) 2 (0.8) 0 
53 (19.1) 1 (0.4) 0 58 (20.9) 0 0 39 (15.2) 3 (1.2) 0 

AST  6 (2.2) 1 (0.4) 0 14 (5.0) 0 0 6 (2.3) 2 (0.8) 0 

18 (6.5) 0 0 17 (6.1) 0 0 20 (7.8) 0 0 

32 (11.6) 1 (0.4) 0 26 (9.4) 0 0 13 (5.1) 2 (0.8) 0 
6 (2.2) 0 0 19 (6.8) 1 (0.4) 0 5 (2.0) 1 (0.4) 0 

39 (14.1) 0 0 40 (14.4) 0 0 65 (25.4) 1 (0.4) 0 
37 (13.4) 0 0 41 (14.7) 0 0 37 (14.5) 2 (0.8) 0 
31 (11.2) 0 0 25 (9.0) 0 0 4 (1.6) 0 0 

10 mg/kg Q3W 10 mg/kg Q2W 4
1.4% 1 0.4% 10 3.6% 13 4.7%

2 0.7% 0 14 5.1%
23 8.3% 2 0.7% 1 0.4%

1 0.4% 1 0.4% 28 10.1% 33
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11.9% 1 0.4% 2 0.7% infusion reaction 7 2.5%
5 1.8% 1 1 0.4% 0

0 1 0.4% 1 0.4% 1 0.4%
1 0.4% 0 0 1 0.4%

3 1.1% 1 0.4%

KEYNOTE-054  
475/509 93.3% 453/502 90.2%

396/509
77.8% 332/502 66.1%
5%  

7 5% KEYNOTE-054  

SOC:
SystemOrganClass  

PT: PreferredTerm  
MedDRAver.20.1  

%  

509  
Placebo  

502  
Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 

396 (77.8) 74 (14.5) 1 (0.2) 332 (66.1) 17 (3.4) 0 

49 (9.6) 1 (0.2) 0 4 (0.8) 0 0 
73 (14.3) 0 0 13 (2.6) 0 0 

94 (18.5) 4 (0.8) 0 82 (16.3) 3 (0.6) 0 
58 (11.4) 0 0 43 (8.6) 0 0 

48 (9.4) 0 0 34 (6.8) 0 0 
143 (28.1) 4 (0.8) 0 135 (26.9) 2 (0.4) 0 

ALT  26 (5.1) 3 (0.6) 0 16 (3.2) 1 (0.2) 0 

51 (10.0) 3 (0.6) 0 47 (9.4) 0 0 
26 (5.1) 0 0 15 (3.0) 0 0 

37 (7.3) 0 0 33 (6.6) 1 (0.2) 0 

27 (5.3) 1 (0.2) 0 14 (2.8) 0 0 

85 (16.7) 0 0 49 (9.8) 0 0 
49 (9.6) 0 0 32 (6.4) 0 0 

15 2.9% 23 4.5%
46 9.0% 2 0.4%

11 2.2% 105 20.6% 5 1.0%
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1 5 1.0% 2 0.4% 1 0.2%
2 0.4% 1 0.2% 1 0.2% infusion 

reaction 2 0.4%
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 KEYNOTE-002
KEYNOTE-006 2 mg/kg Q3W 10 mg/kg Q2W 10 mg/kg Q3W

 200 mg Q3W
AUCss,6wk 6 - 10% , 90%

mg day/mL 2.16 1.45, 3.04 mg day/mL 2 mg/kg Q3W
AUCss,6wk 1.32 0.722, 2.06 mg day/mL 10 mg/kg Q3W AUCss,6wk

7.49 4.32, 11.3 mg day/mL  
 2 

mg/kg Q3W 10 mg/kg Q2W 10 mg/kg Q3W AUCss,6wk
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4  

RMP

 
-1 1 5  

(1) 
7 1 436

(2) 31 4 1 86  
(3) 

(4) 1 2
29 7 1 2531  

(5) 29 7
1 1287  

-2

 2 5
2

 2 5
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-1  

24
CT

-2  

-3  

1
infusion reaction



 

17 
 

5  
 

  
  
 Ⅲ  

BRAF BRAF
 

 
 

 
  

 
 

 
 

  
 

 
  
 

 
 

 
  
  
 ECOG Performance Status 3-4 2  

 
  

                                                        
2  ECOG Performance Status PS  

Score  
0  

1  
 

2 50%  
3 50%  
4  

  



18 

6  
 

 

 
 

X
CT

 infusion reaction infusion reaction

 
TSH

T3 T4 ACTH  
 

AST ALT γ-GTP Al-P

 

 
 

 

 1 1

1

 
3 1 6

 
12



 

19 
 

12  
 



20 mg 100 mg



1 

1. P2 
2. P3 
3. P4 
4. P6 
5. P8 
6. P9 



2 

1.

2016 28

20 mg 100 mg

1
200 mg 3 30  

MSD  



3 

2  
20 mg 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-087  

210 10
3 200 mg 3

 
 

1  
 

2  
 

 
3  

 

IWG 
criteria 2007 CR PR

1
20%  
 

1 KEYNOTE-087  

 
1 

69  
2 

81  
3 

60  

 
%  

CR  15 21.7  18 22.2  13 21.7  
PR  35 50.7  35 43.2  27 45.0  

SD  13 18.8   9 11.1  13 21.7  
PD  3 4.3  17 21.0   7 11.7  

 3 4.3   2 2.5  0 

CR PR %  
95%  

72.5 
60.4, 82.5  

65.4 
54.0, 75.7  

66.7 
53.3, 78.3  
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KEYNOTE-087  
202/210 96.2% 144/210 68.6%
5% 2  

2 5% KEYNOTE-087  

SOC: System Organ Class
PT: Preferred Term  

MedDRA/J ver.20.1  

%  

210  
Grade Grade 3-4 Grade 5 

144 (68.6) 23 (11.0) 0 

11 (5.2) 5 (2.4) 0 

26 (12.4) 1 (0.5) 0 

15 (7.1) 2 (1.0) 0 
12 (5.7) 0 0 

19 (9.0) 1 (0.5) 0 
22 (10.5) 1 (0.5) 0 

13 (6.2) 0 0 

12 (5.7) 1 (0.5) 0 

16 (7.6) 0 0 

6 2.9% 3 1.4%
1 0.5% 8 3.8%

29 13.8% 2 1.0% Infusion reaction 17 8.1%
2 1.0% 1 0.5%

1
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4  

 
 

  
-1 1 5  

(1) 
7 1 436

 
(2) 31 4 1 86  
(3) 

 
(4) 1 2

29 7 1 2531  
(5) 29 7

1 1287  
 

-2

 
 

 2 5
2

 

 2 4
3

 
 

  

 
 
  



7 

 
-1  

24
CT

-2  

-3  

1
infusion reaction
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5  
 

 
 

 
 

 
  
  

 
 

 
 

  
 

 
  
 

 
 

 
  
  
 ECOG Performance Status 3-4 1  

  

                                                        
1  ECOG Performance Status PS  

Score  
0  

1  
 

2 50%  
3 50%  
4  

 



9 

6  
 

 

 
 

X
CT

 infusion reaction infusion reaction

 
TSH

T3 T4 ACTH  
 

AST ALT γ-GTP Al-P

 

 
 

 

 1 1

1

 12



4 

20 mg 100 mg



1 
 

 
 
1.     P2 
2.   P3 
3.     P4 
4.    P7 
5.   P9 
6.  P10 



2 

1.

2016 28 6 2

20 mg 100 mg

1
200 mg 3 30  

MSD  



3 

2  
20 mg 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-045  
*1

542 52 200 mg 3
vinflunine *2

OS
PFS OS

1 1  
*1

12  

*2 vinflunine



5 

1 KEYNOTE-045  
200 mg 

Q3W 
270  272  

OS† 
95%  

10.3 
8.0, 11.8  

7.4 
6.1, 8.3  

‡ 
95%  

P § 

0.73 
0.59, 0.91  

0.002 
PFS†|| 

95%  
2.1 

2.0, 2.2  
3.3 

2.3, 3.5  
‡ 

95%  
P § 

0.98 
0.81, 1.19  

0.416 
† 2016 9 7  
‡ Cox  
§

|| RECIST 1.1  
Q3W 3  

1 OS Kaplan-Meier KEYNOTE-045  
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KEYNOTE-045  
248/266 93.2% 250/255 98.0%

162/266 60.9% 230/255 90.2%
5%  

2 5% KEYNOTE-045  

SOC: System Organ Class  
PT: Preferred Term) 

MedDRA ver.20.1  

%  

266  
Grade Grade 3-4 Grade 5 

162 (60.9) 38 (14.3) 4 (1.5) 

15 (5.6) 0 0 

24 (9.0) 3 (1.1) 0 
29 (10.9) 1 (0.4) 0 

15 (5.6) 1 (0.4) 0 
37 (13.9) 3 (1.1) 0 
17 (6.4) 0 0 

23 (8.6) 0 0 

52 (19.5) 0 0 
22 (8.3) 1 (0.4) 0 

10 3.8%
7 2.6% 1 0.4%

14 5.3% 23 8.6% 1 0.4%
1 0.4% Infusion reaction 1 0.4%

1
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4  

 
-1 1 5  

(1) 
7 1 436

(2) 31 4 1 86  
(3) 

(4) 1 2
29 7 1  2531  

(5) 29 7
1 1287  

-2

 2 5
2

 2 4
2
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-1  

24
CT

 
 

-2  

 

-3  

1
Infusion reaction
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5  
 

 
 

 
 

 
  
  
  

 
 

 
 

  
 

 
  
 

 
 

 
  
  
 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

 9 1
6 1 12



20 mg 100 mg

MSI-High



 

1 
 

 
 
1.     P2 
2.   P3 
3.     P4 
4.    P9 
5.   P11 
6.  P12 
  



2 

1.

2016 28 6 2

20 mg 100 mg

MSI-High

1
200 mg 3 30  

MSD  



3 

2  
20 mg 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  

MSI-High

MSI-High PCR MSI-High
MSI-High PCR DNA

PCR
MSI-High IHC

dMMR MSI-High
IHC MMR PCR MSI

96.6 98.7% 1  

KEYNOTE-164  

dMMR MSI-High PCR
2 61 7 200 mg 3

Q3W

RECIST 1.1
CR PR

61 1  

1 Lindor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8 Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27: 
1814-21 Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9 Wang Yang et al.: J Mol Diagn. 2017; 19: 57-64
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203 

2 IHC MLH1 MSH2 MSH6 PMS2
dMMR PCR 2

MSI-High PCR  
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1 KEYNOTE-164  
RECIST ver.1.1 2017 2 10  

%  
61 *1 39 *2 

CR  0 0 
PR  17 27.9   9 23.1  

SD  14 23.0  10 25.6  
PD  28 45.9  18 46.2  

NE  2 3.3  2 5.1  
CR PR  

95% *3 %  
17 

27.9 17.1, 40.8  
9 

23.1 11.1, 39.3  
*1 *2 MSI-High PCR
*3

KEYNOTE-158  
dMMR

MSI-High PCR 2 3 200 mg Q3W

RECIST 1.1 CR
PR MSI-high 83

K 2 94 3

2 KEYNOTE-158 K  
RECIST ver.1.1 2017 4 28  

%  
83 *1 28 *2 

CR  4 4.8  3 10.7  
PR  25 30.1  8 28.6  

SD  20 24.1  3 10.7  
PD  24 28.9  9 32.1  

NE  10 12.0  5 17.9  
CR PR  

95% *3 %  
29 

34.9 24.8, 46.2  
11 

39.3 21.5, 59.4  
*1 *2 MSI-High PCR
*3

3 A J MSI-High K
A B

C
D

E F G
H I J
K MSI-High A J

MSI-High  
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3 MSI-High KEYNOTE-158  
RECIST ver.1.1 2017 4 28  

%  CR PR  
%  

%  CR PR  
%  94 *1 39 *2 

24 25.5  13 54.2  11 28.2  6 54.5  
13 13.8   6 46.2  7 17.9  4 57.1  
13 13.8   4 30.8  6 15.4  2 33.3  
10 10.6   1 10.0  1 2.6  0 

9 9.6   2 22.2  4 10.3  1 25.0  
3 3.2   1 33.3  0 0 
3 3.2  0 1 2.6  0 
3 3.2   2 66.7  0 0 
2 2.1   1 50.0  2 5.1  1 50.0  
2 2.1  0 0 0 
2 2.1  0 1 2.6  0 
2 2.1   1 50.0  1 2.6  0 
1 1.1  0 0 0 
1 1.1  0 0 0 
1 1.1  0 1 2.6  0 
1 1.1   1 100  1 2.6  1 100  
1 1.1   1 100  1 2.6  1 100  
1 1.1   1 100  0 0 
1 1.1  0 1 2.6  0 
1 1.1   1 100  1 2.6  1 100  

*1 *2 MSI-High PCR



 

7 
 

 
KEYNOTE-164  

60/61 98.4% 35/61 57.4%
5%  

 

3 5% KEYNOTE-164  
SOC: System Organ Class %

PT: Preferred Term) 61  
MedDRA ver.20.1 Grade Grade 3-4 Grade 5 

  35 (57.4) 9 (14.8) 0  
                                    
                                  8 (13.1) 0  0  

                                  9 (14.8) 0  0  

                                  5 (8.2) 0  0   
          
                                7 (11.5) 1 (1.6) 0  

                                  6 (9.8) 2 (3.3) 0  

                            4 (6.6) 1 (1.6) 0  
                  
                                10 (16.4) 0  0  

                      
                              7 (11.5) 0  0  

 
1 1.6%

1 1.6% 3 4.9% 2 3.3%
3 4.9% 1 1.6% 1 1.6%

1
infusion reaction

 
 

KEYNOTE-158  
91/94 96.8% 58/94 61.7%

5%  
 



 

8 
 

4 5% KEYNOTE-158  
SOC: System Organ Class %

PT: Preferred Term) 94  
MedDRA ver.20.1 Grade Grade 3-4 Grade 5 

                             58 (61.7) 12 (12.8) 0  

                                   
                                 9 (9.6) 1 (1.1) 0  

                                 8 (8.5) 0  0  
                                 5 (5.3) 0  0  

         
                               8 (8.5) 1 (1.1) 0  
                                 11 (11.7) 0  0  
                     
                             11 (11.7) 0  0  

 
4 4.3% 3 3.2%

2 2.1% 8 8.5% 8 8.5%
1 1 1.1% infusion reaction1 1.1%
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4  
MSI-High

RMP

 
 

  
-1 1 5  

(1) 
7 1 436

 
(2) 31 4 1 86  
(3) 

 
(4) 1 2

29 7 1 2531  
(5) 29 7

1 1287  
 

-2

 
 

 2 5
2

 

 2 4
3
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-1  

24
CT

 
 

-2  

 
 

-3  

1
infusion reaction
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5  
 

  
 

MSI-High 4  
 

MSI-High
MSI FALCO  

 
 

 
  
  

 
 

 
 

  
 

 
  
 

 
 

 
  
  
 ECOG Performance Status 3-4 5  

  

                                                      
4 MSI-High Latham Alicia et 

al.: J Clin Oncol. 2018; JCO1800283  
5 ECOG Performance Status PS  

Score  
0  

1  
 

2 50%  
3 50%  
4  

 



12 

6  
 

 

 
 

X
CT

 infusion reaction infusion reaction

 
TSH

T3 T4 ACTH  
 

AST ALT γ-GTP Al-P

 

 
 

 

 1 1

1

 KEYNOTE-164 9 KEYNOTE-158
1 9 1 12



［別添２］











200 mg



1 

 
1  P2 
2  P3 
3  P4 
4  P9 
5  P11 
6  P12 
 
  



2 

1

2016 28 6 2

200 mg

1 10 mg/kg 2
1  

     

1 mg 5 mg

1 5 mg 1 2
1 10 mg 1 2



3 

2
200 mg

programmed cell death ligand 

1 PD-L1 IgG1  

PD-L1 T

B T CD279 PD-1

CD80 B7-1 Ann 

NY Acad Sci 2011; 1217: 45-59 PD-L1 Int 

Immunol 2007; 19: 813-24 PD-L1 PD-1

T

PD-L1 Cancer Res 

2006; 66(7): 3381-5  

PD-L1 PD-L1 PD-1

T

 

 

 
 



4 

3

B9991003  
886

67
*1

*2 PD-L1 *3

PFS OS
PD-L1 PFS OS

2018 6 20 PD-
L1 PD-L1 PFS

*1 10 mg/kg 2 1 5 mg 1
2  

*2 6 1 50 mg 1 1 4 2

*3 OptiView PD-L1
SP263 PD-L1

1% PD-L1  

1 B9991003  
PD-L1  

270  290  442  444  

PFS*1  
95%CI  

13.8 
11.1, NE  

7.2 
5.7, 9.7  

13.8 
11.1, NE  

8.4 
6.9, 11.1  

*2

95%CI  
0.61 

0.47, 0.79  
0.69 

0.56, 0.84  
p *2 0.0001 0.0001 

OS 
95%CI  

NE 
21.3, NE  

NE 
21.0, NE  

NE 
NE, NE  

NE 
21.0, NE  

*2

95%CI  
0.82 

0.53, 1.28  
0.78 

0.55, 1.08  
p *2 0.1911 0.0679 

CI NE *1 *2 ECOG performance 
status 0 1
Cox log-rank  
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1 PFS Kaplan-Meier B9991003  

PD-L1  

  

 

 

 
 

 
At risk  

 
 

 

 

 
 

 
At risk  
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PD-L1  
B9991003

PD-L1
 

PD-L1
PFS

PD-L1  
PD-L1  

 
2 B9991003 PD-L1 PFS 

PD-L1    
PFS 

95%CI  
 

*1 
95%CI  

*2 p  

1% 
 132 16.1 9.7, NE  

0.89 0.609, 1.308  
0.2406 

 120   11.1 6.9, 17.3  

1% 
 270   13.8 11.1, NE  

0.61 0.475, 0.790  
 290   7.2 5.7, 9.7  

5% 
 293   16.1 11.1, NE  

0.73 0.566, 0.943  
0.6238 

 271     9.8 7.1, 12.6  

5% 
 109 12.5 8.4, NE  

0.63 0.432, 0.913  
 139    5.7 4.4, 9.4  

10% 
 363    14.7 11.1, NE  

0.73 0.581, 0.909  
0.1569 

 359      9.1 7.1, 12.5  

10% 
 39  13.8 5.6, NE  

0.48 0.260, 0.886  
 51    4.2 2.8, 6.9  

CI NE *1 ECOG performance status 0 1
Cox *2 PD-L1

PD-L1 Cox  
 
 

 

2 B9991003 PD-L1 PFS Kaplan-Meier  
PD-L1 1% PD-L1 1%  

 

 
 

 

0  2  4  6  8 10 12 14 16 18 20 22 24 
 

270 227 205 154 120 76  53  32  23  13  3   1   0 
290 210 174 119  85 49  35  16  13   5  0    

  

 

 

0  2  4  6  8 10 12 14 16 18 20 22 24 
 

132 105 90 72 54 40 31 18 14 6 2   0 
120 97 78 61 50 35 25 10 5 2 1   0 

At riskAt risk
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B9991003  
432/434 99.5% 436/439

99.3%

414/434 95.4% 423/439 96.4%

10%  

3 10%  
B9991003  

MedDRA v21.0/J v21.0  

%  

434  439  

Grade  Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 
414 (95.4) 241 (55.5) 5 (1.2) 423 (96.4) 242 (55.1) 1 (0.2) 

235 (54.1) 22 (5.1) 0 196 (44.6) 11 (2.5) 0 
107 (24.7) 3 (0.7) 0 148 (33.7) 5 (1.1) 0 
 96 (22.1) 8 (1.8) 0 100 (22.8) 4 (0.9) 0 
42 (9.7) 1 (0.2) 0 68 (15.5) 7 (1.6) 0 
24 (5.5) 0 0 74 (16.9) 0 0 

156 (35.9) 13 (3.0) 0 159 (36.2) 16 (3.6) 0 
62 (14.3) 1 (0.2) 0 16 (3.6) 0 0 

 41 (9.4) 5 (1.2) 0 54 (12.3) 8 (1.8) 0 
58 (13.4) 5 (1.2) 0 60 (13.7) 4 (0.9) 0 

116 (26.7) 2 (0.5) 0 12 (2.7) 0 0 
53 (12.2) 6 (1.4) 0 24 (5.5) 1 (0.2) 0 

 144 (33.2) 25 (5.8) 0 148 (33.7) 19 (4.3) 0 
54 (12.4) 2 (0.5) 0 42 (9.6) 2 (0.5) 0 
53 (12.2) 0 0 19 (4.3) 0 0 

49 (11.3) 7 (1.6) 0 17 (3.9) 1 (0.2) 0 
ALT  57 (13.1) 21 (4.8) 0 43 (9.8) 9 (2.1) 0 
AST  49 (11.3) 12 (2.8) 0 48 (10.9) 6 (1.4) 0 

7 (1.6) 0 0 61 (13.9) 22 (5.0) 0 
1 (0.2) 0 0 44 (10.0) 25 (5.7) 0 

208 (47.9) 106 (24.4) 0 142 (32.3) 67 (15.3) 0 

86 (19.8) 7 (1.6) 0 115 (26.2) 4 (0.9) 0 

56 (12.9) 0 0 141 (32.1) 0 0 

52 (12.0) 1 (0.2) 0 24 (5.5) 0 0 
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MedDRA v21.0/J v21.0  

%  
 

434  
 

439  

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

 105 (24.2) 1 (0.2) 0 59 (13.4) 1 (0.2) 0 
       

 52 (12.0) 7 (1.6) 0 0 0 0 
       

 9 (2.1) 1 (0.2) 0 73 (16.6) 22 (5.0) 0 
 12 (2.8) 1 (0.2) 0 78 (17.8) 24 (5.5) 0 
 6 (1.4) 1 (0.2) 0 79 (18.0) 34 (7.7) 0 

 

6 1.4% 2 0.5%

88 20.3% 31 7.1% 122

28.1% 9 2.1% 2 0.5% 1 2

0.5% 2 0.5% 18 4.1%

5 1.2% 1 0.2% infusion reaction 112 25.8%
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4

 
 

 
 -1 1 5  

(1) 
7 1

436  
(2) 31 4 1 86  
(3) 

 
(4) 1 2

29 7 1 2531  
(5) 29 7

1 1287  
 

 -2 

  
 

 2 5
2

 

 2 4
2
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-1  

24
CT

-2  

-3  

1
infusion reaction
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5

 

 

 
 
 

 

 

 

  
 

 

 ECOG Performance Status 3-4 1  

1  ECOG  Performance Status PS   
Score 

0 

1 

2  50%  
3  50%  
4 



12 

6
 

 

 
 

X
CT

 
AST ALT γ-GTP

 
TSH T3 T4 ACTH

 

 1 1

1

 infusion reaction
infusion reaction

2
infusion reaction

infusion reaction

 

 



13 

 18 6
12



200 mg



1 

1  P2 
2  P3 
3  P4 
4  P6 
5  P8 
6  P9 



2 

1

2016 28 6 2

200 mg

1 10 
mg/kg 2 1  

     



3 

2
200 mg

programmed cell death ligand 1
PD-L1 IgG1  
PD-L1 T

B T CD279 PD-1
CD80 B7-1 Ann 

NY Acad Sci 2011; 1217: 45-59 PD-L1 Int 
Immunol 2007; 19: 813-24 PD-L1 PD-1

T
PD-L1 Cancer Immunol Res 

2013; 1: 54-63 Clin Cancer Res 2013; 19: 5351-60  
PD-L1 PD-L1 PD-1

T



4 

3

EMR100070-003  
A

88 3 B
29 10 mg/kg 2 A

*1 31.8% 95.9% *2 21.9 43.1% 2016 3 3
20%

B *1 *3 62.5% 95% 35.4
84.8% 2016 12 30  

*1 RECIST 1.1 CR PR
*2 0.025

0.0045 0.0205 95.9%

*3 13 16

1 EMR100070-003  

A 
%  

B 
%  

CR  8 9.1  3 18.8  
PR  20 22.7  7 43.8  

SD  9 10.2  2 12.5  
PD  32 36.4  3 18.8  

19 21.6  1 6.3  
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EMR100070-003  
A 86/88 97.7% B 28/29 96.6%

A 62/88 70.5% B 23/29
79.3% 5%

2 5% EMR100070-003  
%

MedDRA/J ver.19.0/19.1  
A 

88  
B 

29  
Grade Grade 3-4 Grade 5 Grade Grade 3-4 Grade 5 

62 70.5  7 8.0  0 23 79.3  5 17.2  0 

9 10.2  0 0 2 6.9  0 0 
9 10.2  0 0 1 3.4  0 0 

21 23.9  0 0 8 27.6  0 0 
7 8.0  0 0 0 0 0 

ALT  3 3.4  1 1.1  0 2 6.9  1 3.4  0 

13 14.8  0 0 4 13.8  1 3.4  0 

6 6.8  0 0 0 0 0 
0 0 0 3 10.3  0 0 
0 0 0 2 6.9  0 0 
0 0 0 2 6.9  0 0 

8 9.1  0 0 0 0 0 
5 5.7  0 0 2 6.9  0 0 
5 5.7  0 0 1 3.4  0 0 

A B 1 1.1% 0
8 9.1% 2 6.9% 1 1.1%

0 5 5.7% 0 1 1 1.1% 0
3 3.4% 1 3.4%

11 12.5% 2 6.9% 2 2.3% 1 3.4%
infusion reaction 19 21.6% 5 17.2%



6 

4

 -1 1 5  
(1) 

7 1
436  

(2) 31 4 1 86  
(3) 

(4) 1 2
29 7 1 2531  

(5) 29 7
1 1287  

 -2 

 2 5
2

 2 5
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-1  

24
CT

-2  

-3  

1
infusion reaction
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5
 

 
 

 
 

  
 

 
 

 
   

 
 

  
   
 

  
 

 
 ECOG Performance Status 3-4 1  

 
 
 
 
 
 

 
1  ECOG  Performance Status PS   

Score    
0    

1    
  

2   50%   
3   50%   
4    



9 

6
 

 

 
 

X
CT

 
AST ALT γ-GTP

 
TSH T3 T4 ACTH

 

 1 1

1 

 Infusion reaction
Infusion reaction

2
Infusion reaction

Infusion reaction
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 1 6 12
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