
 
 

 
 
 

 
 

 

 
 
 
 
 

   
 

 
  



1 

 
 
1.     
2.    
3.     
4.     
5.    
6.   
 
 
  



2 

 

2016 28 6 2

 

 

 

 
 

 
 

 

 
 

 
 

 
 



3 

 
 

 

 
 

 
 

  



4 

 

programmed cell death 

ligand 1 PD-L1

 

CD274 PD-L1

T B T CD279 PD-1

CD80 B7-1 Annu Rev Immunol 

2008; 26: 677-704 Blood 2010; 116: 1291-8 PD-L1

Nat Med 2002; 8: 793-800 J Immunol 2003; 170: 1257-66

PD-L1 PD-1 T

 

PD-L1 PD-L1 PD-1

T

 

 

 
  



5 

 
 

 
 

 

 

 

 

 

 

  
 
  



6 

 
 

 
 

  
  

   
       

       
 

       
       
       
       

 
       
 

       
       

 
       

 
       
       
       
       

       
 

       
       

       
 

       
       

       
 

       
       
       

 
      

       

 



7 

 
 
  



8 

 

 
 

  
 

 
 

 

 
 

 

 
 

 

 
 

  

 
 

  
 

 
 



9 

 

 
 

 

 
 
  



10 

 
 

 
 

 
 

 
  
  

 
 

 
 

  
 

 
 

  
 

 
 

 
 WHO Performance Status 2-4 1  

 
  

 
1  

  

  

 
 

  

  

  

 



11 

 
 

 

 
 

  
 

X
CT

 

 infusion reaction 2 infusion 
reaction

infusion reaction
 

 
TSH T3

T4 ACTH
 

 

 

 
 

 AST GOT ALT GPT -GTP

 

 

 

 1
1

 

 TOPAZ-1 24 6 8



12 

 



 

 

 
 
 
 

 
 

 

 

 
 
 
 

   
 

 
 
 
 
 



1 
 

 
 
1.      
2.    
3.      
4.     
5.    
6.   
 
  



2 
 

   

2016 28 6 2

 

 

 

 
 

  

 
 

 
 



3 
 

 

 

 

 
 

 
  



4 
 

 
 

 
 

 

 

 
 

 
 

  
  

 
   

 
  

  
  

 
 

  
  

 
 

  
  

 

 



5 
 

 
 

 

 

 
 

 

 

 
 
 

  
 
 

 

at risk  

 



6 
 

  
 

  
 

 
   

 
 

    

 
 

 

 
 

    
    

    

 
 

    
    

    
    

 

 



7 
 

 

 
 

 
  

 
 

  

Hazard ratio (95%CI) 
 vs : 0.42 (0.31  0.57) 
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Median PFS (months) (95%CI) 
: 9.5 (7.9 - 9.9) 

: 11.3 (9.7 - 15.4)
: 20.8 (15.1 - NR) 

Hazard ratio (95%CI) 
 vs : 0.80 (0.55 - 1.16) 

 vs : 0.89 (0.59 - 1.34) 
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 /  
(MedDRA/J ver. 27.1) 

%  
475  

Grade Grade 3-4 Grade 5 

 
453 (95.4) 283 (59.6) 6 (1.3) 

   
 

    144 (30.3) 97 (20.4) 0 
    72 (15.2) 8 (1.7) 0 
    26 (5.5) 1 (0.2) 0 

    
    31 (6.5) 1 (0.2) 0 

    
    103 (21.7) 8 (1.7) 0 

    
    95 (20.0) 1 (0.2) 0 
    70 (14.7) 0 0 
    69 (14.5) 7 (1.5) 0 
    35 (7.4) 2 (0.4) 0 
    24 (5.1) 4 (0.8) 0 

    
    28 (5.9) 0 0 

    
    258 (54.3) 25 (5.3) 0 
    215 (45.3) 11 (2.3) 0 
    100 (21.1) 6 (1.3) 0 
    58 (12.2) 3 (0.6) 0 
    34 (7.2) 0 0 
    31 (6.5) 2 (0.4) 0 

    
    136 (28.6) 0 0 
    47 (9.9) 3 (0.6) 0 
    41 (8.6) 0 0 
    26 (5.5) 0 0 
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 /  
(MedDRA/J ver. 27.1) 

%  
475  

Grade Grade 3-4 Grade 5 
    113 (23.8) 9 (1.9) 0 
    74 (15.6) 12 (2.5) 0 
    47 (9.9) 3 (0.6) 0 
    26 (5.5) 2 (0.4) 0 

    
    116 (24.4) 92 (19.4) 0 
    43 (9.1) 25 (5.3) 0 
    30 (6.3) 2 (0.4) 0 
    25 (5.3) 1 (0.2) 0 

    
    33 (6.9) 5 (1.1) 0 

 

14 2.9% 6 1.3%
3 0.6% 1 0.2% 31 6.5%

21 4.4% 6 1.3% 3
0.6% 1 4 0.8% 38 8.0%

3 0.6% 1 0.2% 1 0.2% 2 0.4%
1 0.2% 6 1.3%

infusion reaction 8 1.7%
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