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Table 16. PT Grouping of Events for the Pooled Large, Pivotal Trial Dataset: 
Events with Relative Risk Estimates Having a P-value Less than 0.10. 

PT Arm Number 
of Events 

RR p-value 95% Confidence 
Interval for RR 

Oedema peripheral DEN 
PLA 

242 
203 

1.19 0.063 (0.99, 1.43) 

Cardiac failure DEN 
PLA 

59 
41 

1.43 0.073 (0.96, 2.13) 

Pleural effusion DEN 
PLA 

23 
10 

2.29 0.024 (1.09, 4.81) 

Essential hypertension DEN 
PLA 

19 
8 

2.37 0.035 (1.04, 5.40) 

Sick sinus syndrome DEN 
PLA 

16 
5 

3.19 0.017 (1.17, 8.70) 

Orthostatic hypotension DEN 
PLA 

12 
4 

2.99 0.046 (0.96, 9.26) 

Periorbital haematoma DEN 
PLA 

2 
9 

0.22 0.034 (0.048, 1.02) 

Cardiomegaly DEN 
PLA 

2 
8 

0.25 0.065 (0.053, 1.17) 

Cardiac disorder DEN 
PLA 

1 
6 

0.17 0.070 (0.02, 1.38) 

Sinus tachycardia* DEN 
PLA 

0 
5 

0 NA NA 

Temporal arteritis* DEN 
PLA 

0 
4 

0 NA NA 

Aortic dilatation* DEN 
PLA 

3 
0 

NA NA NA 

Bundle branch block* DEN 
PLA 

0 
3 

0 NA NA 

Dilatation atrial* DEN 
PLA 

3 
0 

NA NA NA 

Haemorrhagic stroke* DEN 
PLA 

0 
3 

0 NA NA 

Lower gastrointestinal 
haemmorhage* 

DEN 
PLA 

3 
0 

NA NA NA 

Pulse absent* DEN 
PLA 

3 
0 

NA NA NA 

Vascular pseudo aneurysm* DEN 
PLA 

0 
3 

0 NA NA 

*One arm is associated with zero events 
Den = Denosumab 
Pla = Placebo 
 
Table 17. SOC Grouping of Cardiac and Vascular Events for the Pooled Large, 
Pivotal Trial Dataset. 

SOC Arm Number 
of Events 

RR p-value 95% Confidence 
Interval for RR 

Cardiac disorders DEN 
PLA 

948 
881 

1.06 0.15 (0.98, 1.15) 

Vascular disorders DEN 
PLA 

1222 
1222 

0.993 0.84 (0.93, 1.06) 
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At the PT level, tachycardia (RR=1.56 (0.94,2.6); p=0.08), essential hypertension 
(RR=2.37 (1.04, 5.4); p=0.03), aortic stenosis (RR=2.6 (0.93,7.3); p=0.06), acute 
myocardial infarction (RR=2.39 (0.84, 6.8); p=0.09), sick sinus syndrome (RR=2.74 
(0.87, 8.6); p=0.07),  pleural effusion (RR=3.33 (0.92, 12.1); p=0.05), and genital 
haemorrhage (RR=3.0 (0.81, 11.0); p=0.08). Event counts are provided in Table 20. 
 
Table 20. PT Grouping of Events for the Pooled Placebo-ControlledTrials Dataset: 
Events with Relative Risk Estimates Having a P-value Less than 0.10.  

PT Arm Number 
of Events 

RR p-value 95% Confidence 
Interval for RR 

Haematoma Den 
Pla 

38 
56 

0.68 0.06 (0.45, 1.0) 

Tachycardia Den 
Pla 

39 
25 

1.56 0.08 (0.94, 2.6) 

Hot flush               Den 
Pla 

22 
36 

0.61 0.06 (0.36, 1.0) 

Hypotension Den 
Pla 

22 
36 

0.61 0.06 (0.36, 1.0) 

Essential hypertension      Den 
Pla 

19 
8 

2.37 0.03 (1.0, 5.4) 

Aortic stenosis          Den 
Pla 

13 
5 

2.59 0.06 (0.93, 7.3) 

Acute myocardial infarction       Den 
Pla 

12 
5 

2.39 0.09 (0.84, 6.8) 

Sick sinus syndrome            Den 
Pla 

11 
4 

2.74 0.07 (0.87, 8.6) 

Pleural effusion               Den 
Pla 

10 
3 

3.33 0.05 (0.92, 12.1) 

Genital haemorrhage            Den 
Pla 

9 
3 

3.0 0.08 (0.81, 11.0) 

Periorbital haematoma           Den 
Pla 

2 
8 

0.25 0.06 (0.05, 1.17) 

Cardiac disorder*  Den 
Pla 

0 
5 

0 0.03 NA 

Sinus tachycardia*              Den 
Pla 

0 
5 

0 0.03 NA 

Temporal arteritis*          Den 
Pla 

0 
4 

0 0.06 NA 

*One arm is associated with zero events 
Den = Denosumab 
Pla = Placebo 
 
Table 21 shows that cardiac disorders and vascular disorders SOCs were not associated 
with relative risk estimates having a p-value less than 0.10. 
 



          
      

    
       

 
       

 
  

  

                
               

  

               
       

           
 

 

 

  
  

 
 

  
 

 

            
        

           
        

  

 

 

  

 

  

  
  

 
 

  

 

 

 

 

               



            
         

  

      
  

  

 
 

 

 

   

  

  

  

 
 

  

 

 

 

 

              

           
         

  
 

   

 

 

   

  

 

 

 

 

      
  

  



            
      



 
          

          
        

             
             

            
             

           
             

      

            
              

               
           

             
         

            
    

            
          
            

              
                
             

            
            

             
         

             
       

             
            

              
              
           

             
   

Best Available Copy



              
             

          

              
             

               
          

              
 

            
             

            
        

        

             
                

             
       

            
          

    

 
           

                   
           

               
               

           
               

    

          
               

             
             
             
               

     



            

           

 

 

 

 

 

 

 

  

  

 

 
 

  



            

 

 

 

 

 

 

 

  

  

     
 

  



       

         
       

           
           

         
           
             

           
            
         

             

          
         

           
         

         
            

              
            

              
            

            
      

          
           

              

            
              
           

            
           

          



      

             
            

             
             

            
          

         
 

  
       
      

 
   
   

 

 
 

      
            

          



        

  
       

          
  

     
      

  
  

    
      

  
 

  
       

   
   

    
     
     
           

      
  

      
  

 
   
    

 
   

  
  

 

   

     
   

         
     

   

 
      

 



        

  

 
  

       
   

   
    

     
     

      
  

 

   

    
 

   

  
  

 
   

     
   

         
      

   
 

      



  
 
 

  

  
 

 

 

  
 

 
 

 

  

  
 

   
 

  

 

 

 

  

 

         

      
    

      
    

      
    

  
     

   
    

  

           
    

     
   

   
     

    
     

           
    

    
           

    
      

     
    

 
       

     

       

           
 

 



     

      

            
                

              

  

               
           

              
             

     

           
          

          
         
            

             
             

              
            

            
             
            

            
             

         

         
            

              
          

       

            
          

           

              
           

            
             

            
             



             
            

               
           

             
  

    









          
     

  
 

  
 

  
  

  
  

  

  

 
 

 

 

 

   

  

Best Available Copy



 

      

   



          
 

  

 

  

 

    

 





          

     

 

 

 

 

 

 

 

 

 
  

 

 

Best Available Copy



          

 
  

 

  

 

 

 

 

  
 

   

 

 

 

  
  

  
  

  

 

 

   
   

    

     



          

 

 

 
 

 

  
 

 

   
  

     

 

 

 
 

 

 

 

 

 

 

 

             
             

            

 

 

                 
       

          

         
             

 

           
             

         
             

            
              

 
 
 



              
            
           

             
              

         
             

            
         

           

            
             

          
   

 



           
 

  

 

   

 

 

 
   

  

 

 

  

 

  

  

 
   

  

 

 

 

  

 

 
 

   

   

 

  

  

       

        
   

 
 

  

   
   

 

  

       





           
     

  
 

   

  

  

 

  

  
 

             
              

           
 

           
              
          

           
 

             

           
              

           
           

       
        

             

          

              
              

           
   



         
          
              

           
          

               
             
   

Best Available Copy



Best Available Copy



           
      

 
 

   
  
 

  

 

  
 

   

  
 

  

 

 
 

   

 

  

  
  

  

 
 

 

 

 
  

 
 
   

  
 

  

       





       
     

   

  

 

 

  

  
 

 

 
 

 
  

   
 

   

 
  

  
  
  

                
           

          
           

         
             
          
           

   

             
          

          
       

Best Available Copy





           
        

   

    

   
 

 

 

 

  

 

 

  

   
 

  

 

 

 
 

   
  

  
 

    
  
  

 

  

    
   
  
   

  
  

  

       



           
        

   

  

  

 
 

  

 
   
  

  

 

  

 

 

   
 

 

 

  

  

 

  
 

  
  
  

  

 

 

   

  

  

 

  

  

  

 

    
 
  

       



Best Available Copy



         

  

 

 
 

   
   
     

  

 
 
 

 
 

  

  

  

 

 
 

  

 
  

 

  

  

  

  

  

  

 

  
 

Best Available Copy



         

  

 

 
 

   
 

  

 

  
    

 

 

  

 
  

 

  



        

  

 

  

 

           
            

          
            

  

            
             

         
          

          
 

Best Available Copy





          

  

 

 

  

 

  

 
 

 
   

 
 

 

  

 

  
  

 

  



          

  

 

  
 

 

 
 

   
 
 

            
              

  

            
            

           
             

           
               
           

           
               

  



Best Available Copy



           
      

 

 

  

  

 

  
 

 

 

  

 

            
           

             

            
          

  
             

          
                

             
         

           
           

            
             

         



         
      

  

 

  

  

 

  

  

 

 
  

 

  

   
  
 
   

  

   
  

 

   

 
  

 

 

  

 

 

            
        

             
              

        



          
        

  

 

  
  
 

 
  

  

  
 

 

 
 

 

 

 

   

 
  
  

 
 

  

 

  
  

  
 

  

 

 
  

 

  
 

  

 
 

      



          

      

 

  

   

  

   

 
  
  

 

 
   

 
 

  

 
 

 

 

 
 

 

 
  

  

 

  

    

 

  

  

   
  

             
        

           
          

               
             

          
           

         



        
           

              
             

          
              

         
          

             
            

            
            

           
              
                

    

            
              

            
          

            
             

             
         
           

            
             

               
          

            

              
        

         
         

     





Best Available Copy



           
    

 

 
 

 
  

 

  

  
 

 

  
 

 
  

 

 

 

 
 

  

  

 

 
   

 

       





          

  

 

 

 
   

  

 

 
  

  
 

 

 
 

 

 

 

 

 

  

 
  

 
 

 

 
 

  
 

  

 

 
 

       



Best Available Copy



          
    
  

 
   
 

 

 
 

  

   

          

  

 

 
  

 

 
 

 

 
 

 
 

   
  
 

 

               
         

              
             

            
             

          
           
          

              
             



            
               

            
             

             
              
          
           

              
            

             
            

             
              
             



          
  

  

  

 
  

  

  

 

 

 

  

  

     
 

 

 
 

  

 

 

 
 

 
      

 

 

 
 

  
 

 

 

   

  
  

  
  

       



         
      

 

 

  
  

 

 

 
  

  

   
 

 
  

 
 

  

  
 

 

  
    

 

 
 

 
  

 

       







Best Available Copy



              
          

              
          

             
             

             
             

           
            

            
             

             
            

             
             
                 

             

     





          
      

 

 

 

 

  
   

 

   
   

 
 

 

    

 

  

 

 
  
 
  
  

  

  

       



          
     

 

   
 

   
  

 

   

 

 

 
   

 

  
 

 

 
 

 

 

       





          
      

 

 
  

 

 
  

  
 

   

   
  

 
  

              
       

            
             
            

              
           

             
      



         
        

  
 

 
  

 

 
 

   
 
  

 

 
  
 

 

 

  

 

  

  
  

      

Best Available Copy









          
        

 

 
 

 

 

  

   

 
  

 

  
   

   
  

Best Available Copy



             
             

 

           

           

                                   
     

     

     

    

      

  

    

 

   
     

  

    

  

      
     

     
    

      

  

     
      

    

       
               

      
              



            
             

 

           

            
                            

     

     
    

  

  

  

       

  
    

    

    
  

  

      

  
    

    

       
               

     
     

  
    

  

             
             

    



            
            

               
                        

     

    

 

      

    

 

    

  

       

 

   

    

  

    

 
 

    

    
       

   
   
   
    

    

    
      

    
    

       
                 

   
                



           
              

    

          
           

            
                 

     
     

    

     
    

      

  

    

 

   

    

 

     
   

    

      

  

    
      

    

       
               

     
     

  
    

  



             
             
        

            
            

                                       
     

    
      

  

    

 

 

   

    

  

    

   

 

    
     
     

   

       

  

      

      

    

  
       
               

     
     

  
    

  



           
            

           

           
     

   
 
  
 
    
   
 
    
  
    
  

  

   

      

   

  

   
 
  
 
    
   
 

      
    
   

  
      
       

       
   

             
            

         
         
         

           
            



          

            
               

          
       

     
    

    

  

 

    

       

       
               

     
  

   
  

 

    

           
             



            
             

                
       
      

      
      

     

    

     

   
      

      

     

      

      

      

      

      

      

      

      

     

    

   

      
      

      
      

 

 

 

 

  

 

 

  

 

  

 

 

  

 
  

  
 
  
 

 
 

 

 
     

       
                 

   
  

   
  



              
            

             
            

      
   
 

   
 
  

    
        

    
        
    
      
    
     

       

              
            

             
            
              

            
         

      
      

 
       
   
     
  

       
               

     
  
  



              
            

   

             
           

              
            

       

 
  

    

   
    

 

       
               

     
  

  

 

  
  
  

  
  
  
  

   

   
  
   
  

  
  
  

  
  

    

  

 
    
  

 
    

    
    
    

   

  

    
   
   
    

    

 
   

    
    

 

 

 

 

 

 

 



              
            

           

            
          

     
  

 
 

    
   
    
    

  

   

  

 

 

   
    



              
            

 

           

           
             

               
             

     

 

   

 

  

 
 

   

   
 

   

  

  
 

    

  

  

  
       

               
      

  
  

   
  



              
              

   

           

           
   

     
  

 
 

    

   
    

    
  

 
 

    
     

    



            
            
    

           

          
   

     

  

 

    
   
    
    

  

  

 
 

     
    



              
             

      

           

          
             

               
    

 

       
               

      
     

  
   

  

     

  

 
  

 

 

 

 

    
    
    

 

  

  

 

 

     

 



              
             

 

           

           
             
              

 

     

   
    

  

 

 

  

 
  

  

 

   
   

  
  

  

  

  

  
       

               
      
     

  
   

  



              
             

 

           
           

               
           

        

 
 
 

 
 

 
 

 
 

 

 

 

 

 
 

 

   
    

    
  

 

   
    

  

 

    
    

  

  

 

 

 

 
    

       
                 

   
                 

    



    
   

     
   

  

 

 

 

 

 

  

 

 

 

 

   
 

  

 

         
 

 

   

 

   

   

  

  

     

    
    

     

        

     



 

    

     
          
     

       

                    
            

    

               
   
         

                 
         
     
         
      

                   

         

       

  

     



  
   
             

               
            

 

              
          

               
              

    
            

    

               
             

              
              

              
              

                 
                

             

               
              

               
                 

                 
                  
                 

               

 
 

              
                 

           



  
    
   

   
                 

               
            

         
     

   
              

       
         

 

 
      

   
     
                

             

              
               

                 

            
                    

     

                 
           

              
              

            

                 
               

               
              

            
               

          

                
                

              
             

             

              
              

                
               

              
             

                



                 

     

  

              
                 

         

  
  

              
               

                
                  

               

    

         
                
                    

               
                 

               
                  

                
          

 
         

      

  
      

   

   

  
  

   

   

                  
                 

               

                   
                   

               

              
             

             
     

                 
                   

                 



                
                

                  
                      
         

             

            

             

                  
      

                   
                    

               
  

               
                

                 
               

          

             
                

                  

                
               

               
                

     

       

                 
              

       

                 
               

                  
                

          

            
                 

             

                  
              

                 
                 

                



             
              

           

                
              

                
              
          

                 
           

                   
            

                    
             

                        
          

                   
            

   

            
              

                 
                

                  
               

                
                

                  
                  

                 
              

               
               

             
             

               

                  
              

                 
              

                 
                

               
                  

                
                 

                 
                    

      

Best Available Copy



              
               
                

                
                

                   
                

               
                 

                   
             

           
   

                
 

                  
            
              

   

                    

                 
                  
               

                  
           

             
                   

               
             
                

              

             
                

               
              

            
             

      
                 

 

                 
                    

   

        

               
                 

                 



                   
              

            
                 

              

     

               
               

                 
            

 
       

 

        
      
      

  

  

     
  
 

  
 

        
         

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

                
                 

                    
                     

               
                    

         

     

               
               

               
               

   

                 

               

                  

                   
                    

                 



 
               

     

      
   

   

    

           
                  
                
              

 
                

   

   
      

 
  

     

           
                  
             
               

                 

              
                 

   

                 
                   
                 
       

 
               

  

   
      

 
  

     

 

           
                 
             
               

Best Available Copy



              
             

                 

  

                  

                     
                  

   
 

               
  

   
      

 
  

     

 

           
                 
             
               

                 
                

                     
         

                    
    

                     
      

                  
                   

                
                 

                
                 
                 

 
             

     
     
     
   

   

  

             

              
                 

                  
   

Best Available Copy



 
 

 

 
 

 

  
 

  

 
 

 

 

 

  

 

 

 

        

            

                 
   

                 
                    

 
            

     
 
 

 

 
 

 
 

 

 

 

 
 

 

 

 

 

 

 

 
             

                  

                    
                  

     
                    

                   
    

 

                  
  

        
 

 

   

  

 

 

                                   

       



        

               
                 

                
                    

                   
         

               
                 
                

             

                
                  

                  
                

       

 

       

      

          
  

  
     

  
  

 

          
       

 

 

 

 

 

 

 

 

 

 

 

 

 

     

                
                  

                 
        

   

                   
                    

            
                    

                    
          

                   

                  
       



 

             
   

        
   

    

 

  

  

     

   

         
                     

              

   

                    

                   
           

                     

                   
           

                    

                   
     

 

               
   

        
   

    

 

  

 

    

  

        
                      

              

Best Available Copy



   

              

    
                

                  
         

 
              

      
     

   
  

    

  

   

       
                  
                
              

 
               

             

              
              

              
              

                 
                

             

               
              
               

                 
                 

                  
                 

               



 

 

       

       

 

 

 

 

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

         



 

    
   

  

  
  

  
  



      
   

     
   
  

   

 

 

 

 

 

  

 

 

 

 

 

 

 

 

   

   

    

    

         

    

         
    

 

    

  

       

       

     

       

        

        

           



  

  
     

        
    

 
                   
                 

      
                        
                        

                                    

                                          

                                           
     

                                         

                                       

  

    
                                          
   

                                          
                                       

                                          

                                      

  

    
  
  

                                          
                                       

                                         

                                           
     

                                       

                                      

  

        
         

                     

              

                   

                                 



         
         
   
            
            

           
            

                          

     

 



  
         
                       
               
                              

                             
                               
                               
                               

                               
             

                              

                         

                                

                              

              

                
                   

                  
                     

              

                    

                      

              
     

                    

              
     

                     

                    

              
      

                                 

           
          
                                  

                                 

          
                    
                      
                            

                              

                                 

                                 

                           

                  
                      
                       
                     
                      
                        
                        
              



      
      

        
     
     
     
     
       

       

          

                

        

                   

        

       
      

             
            

        
                    
                    

            

            

          
                
                   
               
          
          
         
          
            

            

                
                 

                   
               
               
               

               
           

              

           
        
              

              

             
        
        
                 
        

           
         

                 



  
                

            
              

              
               

               
        

                
                 

                   
            

                
            

              

               
                  

                 
               

               
                 

        

   
                   

              
               

              
               

               
              

             
              
    
               

             
                 

                   
              

             
                  

               
   

              
                
            

                
                

                
                
               

         



     
                 

               
               

                 

            
                 

      

    

              
               

                
                 
                
                

                 
                

                 
            

                
 

               
                

                
                 

                    
                 
              

      

 
 

                
                 

                   
           

               
            

              
               

                  
                 

                
                  

   

  

                

              



                 
               

              
             
           
                 

      

        
      
    

       
     

       
       
       

     
     
     
     

     

 
 
 

    
    
 

  
 
 

                  
              

             

               
               

             
                    



     

 

                 
                

            
                   

               
               

               
               

             
               

          

 

                 
               

                 
                 

              
                

                
               

             
                  

              
             

                
                

               
                 

            

               
                 

     



          
         
 

 
 

 
 
 
 
 

 
 
 
 

  
 
 

 

  
 

 

 

 

  
 
 
 

 

 

 

 
 
 
 
 
 
 
 
 
 

 
 
 

 
 

  

  

          

     

 

 

 
 

 

 
 
 
 

 
 
 
 
 
 

                 
                  

                 
                   

                
                  

                 
 

                  
        

              
      
                      



  
  

             
  

 
 

      

  

 

 

  

  
  

                
                

               
 

   

                 

                 
        

                  
               

            
     

     
                 

           
         

      
       
      

       
      
       

   



               
     

   

               
                 

                 
               

  

                

                  

    

   

             
              

        
              

       
                 
       

          

  
 

 
  

 
 

 
 

 

 

 
 

 
 

 
 

 
 

 

 

 

 
 
 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 
 

 

 
 

 

 
 

 

 

 

 

 
 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



          

  
 

 
 

 
 

 
 

  
 

 
 

 

 
 
 

 
 

 
  

 
 
 

  

 
 

 

 
 

 

 

 
 
 
 
 
 

 

 

 

 
 

 
 
 
 
 

 

 

 

 

 

 

 
 

 
 
 

 
 

 
 
 
 
 

 
 

 

 

 

 
 
 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

                

          
 

   

     

      

      

    

   
    

      

     

 
   

   
     

    

     

     



               
       

            
      

      
     

    
   

      

                 
                 

  

         
   
     

        
       
       

        

            
      

      
     

         
      

                

       

        
     

      
         

      
      

      
        



             

         
   

    
        

       
        

                
               

              
                 

                   
      

 

                 

               
                 

              
                   

                   
                

     



   
 

                
            
                    

                
                

           

 

 

                  
                 
               

                  
             

               
              
         

  

               
                 

              

             
              

             
             
              

                

             



          
        

 

   

  

          
      

                 
                  

 

     

                
                  

                    
                

                
             

   

                 

               
                 

                 



                 
       

            

            
        

      
     

      
     

    

               
                  
            

 

                 
               
                 

              



   
 

                 
               

               
             

     

 

 

               
                

                 
                   
                 

              
                

               
               
            

                 
                 

                 
            

              

            

  

         

     

                 
                

                
           

                

                 

          

                
      
                       



                  
     
     

      

 

 
 

 
  

              
                 

                

            

   
                 

                
     

              
      
      

                        

             
         

       
       

      
       

      
       

  

                  
                



                 
              

       

              
   

   
    
    
    
    

     
  

    
    

     

     

 

 

 

 
 

 

 
 

 

 

                
           

   

   

               
                

                   

               
                

               

                  
                  

                   
                 

  
                

              

               
           

  

                 

                 
                

         

    

             
              

             



             
          
                 

  

             
 

   
   

    

    

    

      

     

   

    

  
       

     

     

    

     

    

   

    

    

    

 
    

     

    

  
    

    

     

     

              

            
   

      
      

      

               
     



                
  

 

 
  

 
  

 

 

 

 

 

 

  
 

 

              

            
   
     

      
       
       

        

               
      

                
  

 

 
  

 
  

 

 

 

 

 

 

 

 

 

                 

           
     
      

       
      

      
      

       
      
        



              

            
   

    
      

      
      

        

                
     

                
   

  
  

  

     
  

    

 

 

 

 
 

 

                 
                

                  
                

                 
                 

                   

    

 

                
         

       

                

                 
             

                  
                  

                   
             

                  
     



   
               

               
                    

               
               

               
              

             
              
    
               

             
                 

                  
              

             
                  

               
   

              
                

            
                
                

                

                
                

         

 

              
             

 

              
        



          

    

    

    

     
    

     
    

    
    

    
    

 
    

 
    

    

    

      
          

         

      

  

 
  

 
  
 

 

 
 

 
 

 
 

  



         
   

                                         
                   

     
                     

       

    
  

 

 
 
 
  

       

 
  

 
 

 
 

 
 

 
 
  

  

 
 

 
             



         
  

  
   

  
 
 

  
 

  
  
  

 
      

  
  

    
 

  
  

  
  

         
  

  
   
  
  
  

 
  

   
  

  
  
  

   
  
  

  
  
  
  

  
  
  
  

   



          

  

 

 
  

 
 

 
 

 

 
 

 
 

 

 

 
  

 
 

                  
 

       
  

   
    

          
    



       
  

  
    

   
       

            
   
   
   

   
      

      
   

  
   
   
    

       

 
  

 
 
 
 

 

 
  

 

 
 

 
 

  

  



       

 
  

 
  

 
 
 

 
 

 
 

 

  

  

             

           
       

         
         

  

          

   
                            



       
  

     
       

   
    

        
  

     
      

   
    

        
  

   
     

  
   

        
  

   
       

   
    

          

         
  

       
                   

  



         
    

                             

       
   

                               

       
    

     
                   

      
   
   
    

 
 

   

          
   
   

      
    

    



       
   
   

      
    

    

       
   
   

      
    

    

       
   
     

      
    

    

       
   

     
        

    



    

       

         

      
  

  
 

 
 

 
 
 
 

 
 

  
 

 
  

  

         

   
  

 
 

 
 

 
 

 
 

 
 

  
 

 
  

  



       
  

                       
           

       

   
     

     
         

         

 
  

 
 

 
 

 
 
 
 

  
 
 

 
 

 

  
 

 
 

 

 
  

 
  

 

 
  

  



            
  

  
    

   
   

   
   
   

         
    

    

         

 
  

  
 

 

 

 
 

 
 

  



         

  
 

 

  
  

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

  

 

       

 
  

 
 

 
 

 
 
 
 

  
  

 

  
 
 

 
 

  

  



       
  

     
          
   

      
         

    



         

       
   

     
  

    
   

    

          
   

      
      

     

       
   

       
      
     

       
   

      
        

     



   

            

             
 

      
 

 

 

 

 

  
  

   
  

  

 
 
 

  

             
 

   
  

 

 

 
 

  
  

   
  

  

 
 
 

  

              
            

           



           
    

              
          

           
 

   
  

 
 

 

   
  

    

  

  
    

 

  
 
 

 

 
   

 

  
 
  

 

              
    

        
     
       

       
    
      



           
   

                 
         
     

   
          

           

 

   
   

 
 

  
    

   
    

  

  
  

 
 

 
 

   
 
  

 
 

 
 
 
               
 



           
 

 
  

 

 

   
    
  

  

    
 

  

  

           
   
               

     
       



           

             
 

       
       

         

  

             
   

                           

           
  

       
                    

           
   
     

         
    

    

           
 

   
     

  
   



              
  

   
       

   
    

           

 

  
 
 

  

 
 

    

           
  

   
     

   
    

          
  

     
       

   
    

           
  

     
       

   
    



          

            
  

       
                          

  

            
    

                       
               

          
   

                               

          
    

     
                   



          
   
   

  
 
 

   
   

             
   
   

      
    

    

          
   
   

      
    

     
    

          
   
   

      
  
  

     
    



          
   

     
      

    
     

    

          
   

     
          
    



         

           
 

 
 

  

   
 

 
  

 
 

   
  

 

  
 
  

 

   
  
 

 
 

    
 

 
   

 
  

 
  
 

 
  

    

  
 

 

  
      
 
  

 

 
     

 
   

 
  
 

 
   

     

 
  
  
 

  
   

 

   

 

 

 

  

 
   
  

  
  

  
 

 
   
  
  
   

    
   
   
   
  
  
   

  



           
  
  
  

  
  
 
   

 
 

 
  

 
 

 
  

 
   
   

 

  

 

  
  
  
 

 
  

  

  

 

 

 

  
  

 
  
   
 

 

 

  
 

    
   

 
  

  
    

 

 

 

  
 
  

 
 
 
  

 
 

       

        

    

 
   

 
 

          
         
          
         



 

  
   

 

   
          

  
     

   
  

     

      



      

   

     

   

  

   

 

 

    

 

      

      
         

    

         
      

 

 

 

  

 

 

  

 

      

      

      
    

        

    

          

   

       
  

          

       

           
   



   

    

   

     
      

      

    

     

           
          
    

           
      

      
              
    

    

    
         

       
       
    

          
    

    
        

         
        

        
     

        
         

       
       
      

     
     

   

    



  

            
         
                
           
               

              
         
              

             

            
            

         

    
             

          

    
             

    
            

     
             

            

             
             

            
            

             

            
           

             
           

              

               
              

              
            

            
            

     
            

     
             

       
             

        
             

            
             

              

          
           

          
          



            
             

    
             
         



  

            

            
           

              
             

            
            

     



  

            
          

           
            

          

         
           

            
          

           
           

            
            

       

   

            
            

          
 

              
          

           
           

             
             

          
  

    

           
            

             
           
           

             
            

             
           

      



             
             
           

            
             

            
          

              
               

           

            
           

           
            

            
           

             
       

            
      

           
            

          
         

           
           

               
  

          
           

   

 

                
              
           

           
             

 

             

             

(b) (4)



            
             

           
             

          

  

            
            

             
        

         

          
            

          
  

            
          
           

 

         

            
              

           
  

               
               
             

           
        

     
      

       

           
            
               

             



                 
      

            

  
 

   

   

  

 

  

 

  

 

 

    

 

  

   

 

    
   

   

   

  

        

            
          

             
             

            
          

           
             

         

       
  

       

             
           

            
             

            
         
    



  

    

            
              

             
              

           
               

               
            

            
              

              
               

             
            
              
          

       
         

   
     

 

  

              
          

           
             

             
            

   

      

         
     

            
          

             
            



                 
     

     

            
            

          
        
             
 

            
  
         

  

 

  

             
              

            
           

           
            

            

             
             

             
         

            
              

     



          

  
        

     
     
       

       

       

        

        

        

        
       
 

       
   

       
   

       
   

       
 

      
        

  

  

   

   

   

   

     

     

     

     

  

      

     

     

     

   

         
              

           
           

       

            
          

       

  

            
            

             
           

          
         
             

          



           
            

             
        

               
             

   

 
    
   

              

  
  
  
  
   
  
  
  

 

 
 
 

 
 
 

    
    
    
 

      
    

 
    
   

            

  
  
  
  
  
  
  
  

 

 
 
 

 
 
 

    
    
   

 

            
            

          
           

          
             

             
            
            

           



       
 

  

    
     
   

     
     

   
            

         

       

            
          
           
          

     

 

  

      

     

               
              
             

           
              

             
            

      

 

   

 
 

             
           

            



             
 

              
 

 

   
   
   

   
   
   
   
   

 

 
 

 

 

 

 

 

 

 
 

 
 
 
 
 
 

 

      

 

 

 

 

 

 

 

  

 

              
          

          
            

             
           

                
 

           
            

           
              

               

            
       

            
             
            

           

           
             

             
             

               



          
    

   

           
            

           
           

              
           
            

     

        

           
            

            
             

             
          

            
         

            
            

              
          

          
        

           
           

           
      



            
        
  

 
 

        

       

       

      
       

       

       
       

        

     
          

   

  
     

    
    

     
    
    

     

     
    

             
           
  

   
 

 

         

  

             
  

     
   

 
 

 

 

   

  
      



             
  

 
 

       

       

       

       

       

       

       

        

     
          

  

   

  
    
     

     

     

     

    

     

    

            
           

       

               
          

         

          
            
            

             
           

           
             

           

           
          

            
         

             
       



 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 



 

 

 
 

 
 

      

      

    
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 



 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 



       

        

             
        

   

         
             

             
              

             

            
 

             
              

            
           
             

          
             

             
            

       

            
            

             
            

            
           

              
           

            
            

             
              

       



 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 



 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

  
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 
 

 
 

 
 

 
 

 
 

 
 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 
 
 

 
 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 
 
 
 
 
 

 
 
 

 
 

 
 
 
 
 

 
 

 
 

 



 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 



    

            
            

            
             

          
             

 
             

     

            
            

            
           

           
             

          
           

           
           

           
           



              
  

  

 
  

        

  
       

  
       

   

      

               
             

             
          

            
            

           
           

          
           



              
         

                 
       

    

   

 

 

  

  

  

  

  

  
  

  

  

  

  
  

  

  
  

 

  

  

  
  

      

               
             

              
              

           
         



              
         

  
         

   
    

     

   

 
   

   

    

   

   

   

  
   

   

   

    

    

   

   

   

   

    

    

    

            
             

          
            

          



        

         
        

                
               

             
              

             

            
           

            
           

              
           

            
          

           
              

          
         

         
           

            
           

           
 

          

  

  

  

   
   

  
  

      

  

   
    

  
 



    

          
              

            
          

             
           

   
 
 

         
       

       
   
  
  

 
 

             
     

           
            

           
            

          
           

           
        

        
   

       
                

               
 

             
            

           
          

            
          

           
         

           
         

(b) (4)



            
            

            
            

          

   
   

  
 
  

   
 
  

 

  

 
 
 

 

   

 
 

 

 

  

 
 
 

 



           
 
 

   

              
          

    

           
         

             
        

             
           

              
         

         
            

            
              

             
        



              
 

        

 
 

   
 

 

  
 
 

              
            

          
             
           

            
            

           
             

           
            

           
      

 

  

   

               
               

Best Available Copy



           
          

   
       

      
      
                  
   

 
 

 

 

 

 

 

 

            
             

      

 

  

    

 

  

             
       

               
 

            
          

            
             

            

            
             

               



              
              
           
             

            
     

  

              
            

           
            

      

       

  

   

 

   
 

   
 

   
 

 

   

  
 

 

 

 

 

 

 

 

 

 

 
 

 

  

             
           

            
          
           

  

          
          

            
             

            
             

            
           



          
            

             
             

           
            

              
      

           

        

               
           

             
          

          
             

    

             
           

             
          

           
           

              

             
         

(b) (4)



 

     
     

   

         

   
     

   

   
     

 



      
   

     
   

  

   

 
 

 
 

 
 

 
 
 

 

 

 

    
 

      
      
       
     
       
     

 
  

   
    

     
    

      
      
     
      

     

     

    
   

   



   

  

  

  

 

  

 

   

 

  
                   

      

         

                
      
         

        
     

         
             

        



 

   

 

 



  

           
      
           

           

          

        

        

           

                 

             

                 
         

         

                

           

             

           

            

            

          

                 
         



           

                                   

            

  

  

                          

        



  

            

               

           

               

           

               

           

           

               

            

     

         

             

           

   

             

              

            

             

             

            

            

              



         

            

          

            

                 

           

             

            

              

            

            

    

               

            

               

              

              

               

            

             

                

              

            

 



          

            

              

              

              

            

               

             

           

   

             

                 

            

             

 

          

              

           

            

         

               

            

             

      



 

            

            

         

              

               

        

         

           

 

           

         

            

         

            

    

          

        

           

 

          



  

 

           

    

        

        

         

    

            

       

         

                  

                 

                

               

              

                

           

               

                 

              

                 



           

           

   

  

            

            

            

              

               

           

              

            

 

             

         

        

              

            

           

        

            

    



     

  
     

     
       

  

 
 

  
 

             
     

 
         

     
 

              
         

    

             

      

    

    

        

        

              

            



                  

              

  

 

   

            

             

         

    

       

 
 

 
 
 
 
 

 

 
 
 
 
 

               

               

                

              

     



           

              

             

            

               

                 

         



 
 

 
 

 
 

 
 

 
 

 
 

  
 

 

 
 

 

  
 

 
 

  



              

            

            

                

            

              

              

              

                

               

              



 
 

 
 

 
 

 
 

 
 

 
 

  
 

 

 
 

 
 

   
 

 

 
 

 

 
 



                 

            

            

            

           

           

            

            

            

             

           

             

            

              

            

             

             

               

    



 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

Best Available Copy



            

             

    

           

               

             

                  

            

             

              

             

               

            

              

           

              

             

   

              

               

                

             

              

            



             

  

             

            

          

    

         

            

                 

             

           

       

  

 

               

           



               

           



 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 
 

  

 
 

 
 

 
 

   

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 
 

 
 
 

      

 
 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 
 

 
 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

    

     

Best Available Copy



            

                 

               

                

              

       

             

 

            

   

           

             

        

            

    

             

 

             

  

             

  



           

 

 
 

 

  

  

  
 

  

  

   
 

  

 

 

 
 

 

  

  

  
  
 
    

     
    

     
          

    



           

     

     

              

            

            

             

                

              

             

             

        

 
         

    
    

     
    

    
     

 
 

  
 
 
 
 

 
 

 
 
 
 
 

 

 
 
 
 
 
 
 

 
 

 
 
 
 
 

            

              

           



              

             

     

             

  

       
      

      
      

      

      
  

        
      

       
       
        

      
      

              

            

             

                

              

             

           

            

        

               

            



      

  
  

 
 

  
 

 
 

  

 

 
 

 

  

 

 

              

           

            

               

            

                

               

              

             

              



   

   

     

              

                 

               

       

               

             

             

             

            

            

             

              

               

             

     

               

             

              

            

               



   

 

            

  

       

Best Available Copy



   

 

 

            

            

  

       

Best Available Copy



             

    

  

         

    

  
 
 
 

 
 

              

               

              

               

             

               

              

               

        

 
  

  
 

 
   

   
   
   

 
   

   
   
   

             



             

            

            

              

              

            

              

             

               

            

            

            

              

             

               

  

     

               

               

              

              

             

          



              

               

                 

            

                

               

                

               

     

                

                

   

       

            

               

 

                

              

                

               

                  

    

              



         
    

                 
             

            
     

              
       
   

              
              

    

   
          

           

   
              

             
        

        
        
        
                     

               

 

Best Available Copy



             

              

             

             

             

              

          

             

     

                 

             

            

            

          

               

                 

               

 

            

              

              

               

                  

            



            

    
     
  

 

    
 

     
     

     
  

    
     

  

 
    

    
     

    
    

     

     
    

     
      
     
 

      
              



          
 

    
  

 
 

 
 

  
 

 

  

 

 
  

 

  

 

 
 

 
 

 

 
 

        



    

   

             

              

            

              

              

            

           

             



 
 

 
 

 
 

 
 

 
 

 

 
 

  
 

 

    



               

             

              

                

            

    





   

             

            

            

               

               

             

      

          

   
       

 
       

       
      

       
       
       

      
  

       
      

       
       

       
       

        

       

           

            



            

            

            

     

 

            

          

           

             

            

                

         

              

            

         

    

               

               

             

             

                       

                



  
  
  
  
  
  
  

       

      

  
  
  
  
  
  
  

              

                

             

            

           

    

         

    

              
      

             

             



              

            

              

            

         

           

              

          

               

               

            

        

   

             

            

               

               

             

               

                

                

              



              

            

           

             

            

               

              

             

      

            

            

               

              

              

            

              

             

              

              

   

            

              

              

               



            

               

               

    

             

           

            

     

             

                

              

              

             

              

             

             

           

             

              

               

            

            

              

             



             

           

             

           

            

 



 

        

 
 

 
 
 

 
 

 

 
 

 
 

 

 
 

 
 

 

 
 
 
 

 

 
 

 
 

 
 

 
 

  
 
 

  
   

   
   

 
  

    
   

    
   

    
 

 

 
 

  



      

  

 
 

 
 
 
 

  

 
 
  

 
 

 
 

        

       

              

         

           

                  

           

           

              

                

             

            



               

  

           

               

              

              

             

           

              

              

               

    

           

             

            

          

           



         

    

             

 
     

    
    

  
   
  
  
 

  

   

 

  
  
   

 

 

  
 

  
                   
 
 



             

  
  

    
 

    
    

  
  
   

    
   
   

    
    

  
 

  
 
  

  
  
 
  

   
 
 
 
  
  
  
 
  

  
 

 
  

  
 

 
 
 

  

                                       
 
 



         

  



      

   
  

 

 
 

 

 

 

 

 

 
  

 

 

   
 

 

  

 

 
  

   



      

   
  

 

 

 

 

 

 

 

 
  

   
 

 

 

 

   

 

 

 

      



 

          

        

             

       

              

          

             

           

  

            

            

          

            

         

            

           

  



 

 

   

     

 

  

     

 

    

     

        

      

      

      

      

      

     

       

      



       

  

   
        

  
  

  

 

        

        

     

        
     

       

       
  

  

       

              
      

                

 
 

 
  

 

 
   

 
    

 
 

  

     

Best Available Copy



      

 

 
  
  

        
  

             



      

            

      

           

       

   

 

       

       
        

        
    

           
  

         
        

         

    
  

     
 

            
          

   
      

            
             

            
    

        

       

      
    

    

      
    

             
           

       
 

      
         

      

      



S:1:TISTICS FILING CHECKLIST FOR A NEW BLA

-- 1 !its to ~AÌ'l'ltmtUbi ~l.,~il,¡ 1 .t", .... . j here.

1. For both Studies 20030216 and 20040132, Appendix 22: Safety/Data Monitoring Committee Meeting

Minutes and Correspondence only includes the DSMB charter. The DSMB meeting minutes,
correspondence, and list of meeting dates for each study should be submitted to each application.

2. For study 20030216, provide the following:

· A justification for changing the primary effcacy analysis from a Cochran-Mantel-Haentzel
analysis to a logistic regression model analysis prior to data unblinding.

· The Amgen/Quintiles quality assurance audit documentation and the subsequent monitoring
documentation for Lithuanian site 803 where you identified GCP noncompliance.

/~v~ C0Zf;
Sonia Castilo, Ph.D. Reviewing Statistician

t1.A-\ L
Mahboob Sobhan, Ph.D., Team Leader

1-28-2009
Date
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