
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 
 

APPLICATION NUMBER: 
 

125288Orig1s000 
 
 
 

OTHER REVIEW(S) 



  

             
    

         
         

          
        

          
        

        
         

       

    

 
  

               
      

  
  

   

     

     

   
  
 

             
         

             
       

           
          

          
            
            
           

            

      



                 
               

 

          
            

            
        

           
         

           
          

           
      

 

    

   

    

     

              
            
            
              

             

      

                
     

    
              

               
               

       

               
         

                  
  

            

             

                   
          

       



           
            

          
       

           
           

   

   

  

      
             
     
        

  

           
     
        
  

             
 

        
      
   

 

         
             

    
            

           
        
     

 

       

          
          
           
             

       

       



  
                

                

   
   

       



  

             
    

         
         

       
       

       
      

         
        

       
        

        
         

       
   

     
 

  
    

               
      

  
  

   
     
     
   
  
 

             
         

           
             

           

            
   

      



                 
               

 

           
          
      

           
           

          
           

           
            
 

             
             

               

          

      

 

    

   

    

     

              

            
            

              

             

      

                
     

    

              
               
               

       

               
         

                  
 

         



            
             

                   

          

            
         

           
         

           
               

            
         

            

     

   

  
      
             
     
        

   

           
     
        
  
             

 

        
      
   

 

          

             
    

            
           

        
     

 

         



       

          
          
           

             
      

  
                

              

   
   

   

       



  

             
    

          
        

      
       

       
        

        
             

        
      

        
           

      

     
 

  

               
      

  
  

   

     
     
   
  
 

          
   

         
      

             
               

            
            

               
      

       



                 
               

 

          
            

            
        

           
          

               
          

           

           
    

 

    

   

    

     

              

            
            

              

             

      

                
     

    
              

               
               

       

               
         

                  
 

            

             

                   
          

        



           
          

           
        

            

          
          

             
            

      

   

  

      
             
     
        

   

           
     
        
  
             

 

        
      
   

 

         
             

    
            

           
        
     

 

       

          
          
           

       



             
      

   
   

  
                

                

 

        



  

             
    

           
        

         
         

        
       

     
 

  

               
      

  
  
   

     
     
   
  

 

               
          

               
               

 

      

(b) (4)

(b) (4) (b) (4)

(b) (4)



          
      

  

    
   
    
     

               

            
            
              

             

      
                

     

    
              

               
               

       

               
         

                  
 

            
             

                   
          

          

   
  
      
             
    
        

      



  

           
     
        
  
             

 

        
      
   

 

         
             

    
            

           
        
      

 
 

       

         
          
           
             

      

  
                 

                

     

      



  

             
    

          
     

          
         

         
       

     
 

  

               
      

  
  
   
     

      
   
  
 

                 
               

 

      

(b) (4)

(b) (4)

(b) (4)

(b) (4)



           
     

 

    

   

    

     

              

            
            

              

             

      

                
     

    

              
               

               
       

               
         

                  
 

            

             

                   

          

          

      

(b) (4)



   
  
      
             
     
        

   

           
     
        
  
             

 

        
      
   

 

         
             

    
            

           
        
     

 
 

       

          
          
           
             

      

  
             

                

    
   

      



  

             
    

            
            

      

     
 

   

               
       

  
  
   

     

     
   
  

 

                 
               

 

       

(b) (4)

(b) (4)

(b) (4)



           
     

 

    
   
    
     

              

           
            
              

             

      
                

     

    
              

               
               

       

               
         

                  
 

            
             

                   

          

             
 

   
  
      
             
     
        

      



    

           
     
        
  
             

 

        
      
   

 

         
             

    
            

           
        
     

      
 

       

          
          
           

             
      

  
                 

                

 
   

      



  

             
    

          
         
        

    
 

  

               
      

  
  
   
     
     
   
  
 

                 
               

         

                 
              

 

           
            

  

      



           
     

  

    
   
     
     

              

            
           

              

            

      
                

     

    
              

               
               

       

               
         

                  
 

            
             

                   
          

           
            

     

   
  
      
             
      

        

      



  

           
     
        
  
             

 

        
      
   

 

         
             

    
            

            
        
     

 

       

          
          
           
             

      

  
                 

                

     
    

      



  

             
    

             

     
         
   

     
 

  

               
      

  
  
   
     
     
   
  

 

                 
               

 

      

(b) (4)

(b) (4)

(b) (4)



           
     

 

    
   
    
     

              

            
            
              

             

      
               

     

    
              

               
               

       

               
         

                  
 

            
             

                   

          

              
   

        

(b) (4)

(b) (4)



   

  

      
             
     
        

  

           
     
        
  
             

 

        
       
   

 

         
             

    
            

          
        
     

     
 

       

          
          
           

             
      

   
                 

                

  

     



  

             
    

           

        
       

          
         

          
   

     
 

  
    

               
      

  
  
   

     

     
   
  

 

             
              
                  

             

                 
               

 

       

(b) (4)

(b) (4)

(b) (4)



              
              
                  

              
  

           
     

 

    
   
    
     

              

            

            
              

             

      
                

     

    
              

               
               

       

               
         

                  
 

             
             

                   

          

      

      



   

  

      
             
     
        

  

           
      
        
  
             

 

        
      
   

 

         
             

    
            

           
        
     

      
 

       

          
          
           

             
      

  
                 

                  

     

       



  

             
    

        
       

         
         
         

     
 

  

               
      

  
  
   
     
     
   
  
 

             
           
             

            
           

           
               

   

                 
               

 

             
             

              
      

             
          

      

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



           
     

 

    
   
    
     

              

            
            
              

             

      
                

     

    
              

               
               

       

               
         

                  
 

            
             

                   

          

     

   
  
       
             
     
        

        



  

           
     
        
  
             

 

        
      

  
    

 

         
             

    
            

           
        
     

 

       

          
          
           
             

      

  
                 

                

 
   

       



   
     

      

  

 

    
      

      
       

        
       

      
          

 
 

            
    

           
            

       

           

            
          
          

     

49 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this 
page



 

  

     

  
   

     
    

  

   

      
 

    

    

         

      

   

   

  

   

        

     
  

 

  



            
          
        

         

             
              

              
       

        



     
  

   

     
    

   

  

   

       

     
     

    

    
     

   

     
   

   

  

   

 

      

 

 

 

 

  



 

               
            
          

             
           

          
          
             

       

              
 

  

          
 

          
           

      

  

              
                

                 
      

          
            

          
              

            
       

       

       

           

     

             

              

      

 

       



 

             

              
              

   

        

12 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this 
page



 

      
 

 
 

 

    
 

 
 

 
 
 
 



 

  

  

     
  

   
     

    

 
       

   

   
   

          

       
       

      
        

     

 

  



  

        

                

        

      

          
       
   
              
          
    
         

          
    
           

  
          

              
        
          
      
   

          
         
         
         

    
        

         
   
        
         
               
    
        

      
            
        
             

        

       
          



 

            
     

         
          

              
              

            
                 

             
              

            
           

            
          

 

          
       

              
  

   

           
            

           

             
          
             
  

  (b) (4)

(b) (4)

(b) (4)

(b) (4)



          
          

   

              
          

             
            

         
                

               
               

              
               

            
            

           
            

              
            

              
              

          

 

 

            
             

       
              
            

            
             

   

            
               

              
                 

          



    

 

   
     

     
 

 

   
    

     
 
 

   
   

   

  
 

         

              
                

           

 
    

      

              
           

  

   

         
             

              
              

          

             

            



             
         

   
 

 

     
     

     

   

              
               

             
            
           

             
  

           
              

            
   

            
              
      

             
             

              
       

             
             

             
              

              
           

              
            
  

        

              

     
              



             
         

        

    

               
               

               
                
               

             
               

              
            

              
           

             
            

                  
    

      

 
 
 

  

  

  

           
            

         
             
               
            

          

             

      
       

     
     

 



        
        

 
 

         

               
              

           
                 

             
              

                    
       

 

 
 

           

                  
      

                
                

            
        

         

        

             
            

              
              

         

     
 

     
   

         



               
               

             
                

    

  

   

         
                
           

             
            
       

   

              
              

            
             

            
           

  

      

            
        

           
             

            
            
           
           

          
   

              
 

              

    

            

            
    

               
         

  



            
             

           

           
       

           

         
           

          
          

            
           

            
          

  

          

           
          

             
              

            
        

     
           

             
               

           
             

        
           

       

    

             
  

         

          

     

     

(b) (4)



  

    

         

          

    
         

       

        
    

       

              
        

  

   

           

  

  

     

                
                 

   

  

  

            
               

              
           

(b) (4)

(b) (4)

(b) (4)



     

                
             

          

  

     

        

           
     

  

  

            

      

            
           

   

   

       

        

 

 

             

            

     

              
        

(b) (4)

(b) (4)

(b) (4)



 

 

     

                
              

         
                 
             

        
          

    

    

        

  

  

                
     

      

 

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)



     

              
             

           
              

             
           

      

           

 

  

  

     

            
              

               
              

 

  

  

               
               

            

     

            
  

(b) (4)

(b) (4)



  

   

      

              
          

  

  

            

      

             
          

            
        

      
               

      

   

   

       

              
                 

             
  

 

  

             
              

            
 

     

          

(b) (4)

(b) (4)

(b) (4)



 

 

     

    

    

        

(b) (4)

(b) (4)

(b) (4)

(b) (4)



  

  

      

              
                 
           

                 
             

           
      

    

    

     

(b) (4)

(b) (4)

(b) (4)

(b) (4)



   

   

  

     

             
  

  

     

         
           

   

  

   

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



      

        

  

  

      

             
               

    

   

   

       

          

 

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



     

               

 

 

     

              

         

    

    

        

           
            

        

  

  

(b) (4)

(b) (4)

(b) (4)



      

             
               

          
            

            
     

 

 

     

   
            

     

               
           

              
             

              
              
               

               
             

         

             
               

                 
               

              
             

                
    

               
     

(b) (4)

(b) (4)

(b) (4)



          
       

             
            

             
 

            
             
             
            

     

             
 

            
               

           
               

                
            

            
             
   

            
            

            
            

        
             

          

  

            
            

   

          
              

              
              

(b) (4)

(b) (4)



               
                
                  

            
              

             
              

            
        

                
           

             
    

             
               

            
        

            
             

              
           

           
            

          

             
              

               
             
             

        

    
   

            
  

        
           

              
            

          
            

              
           

             
                

              



               
           

            
              
             

            
 

    

            
           

              
             
              

      

           
             

            
            

        
           

           
              
            

             

    

             

             
             

        
             

               
            
               

               
              

       

(b) (4)

(b) (4)

(b) (4)

(b) (4)



                
               

             
           

            
            

            
             

         

               
           

               
              

  



 

 

    
 

   
  
   

   

 

   

     
      

   

      
    

  

 

 

BEST POSSIBLE COPY



      
     

     
      



 
             

   
            

          
              

              
           

 

   

            

  

                
            

   
             

            
             

  

    
  

               
         

   

          

           

    

        

       

         

            

(b) (4)

(b) (4)

(b) (4)

(b) (4)



   

             
             

              
              

             
              

       

    

        

             
 

          
       

           
          

    

     

        

               
              
            

(b) (4)



                
           

            
       

     

       
     

        
        

      
     

  

            

        
           

          

          
           

       

               
              

               

             
          
 

           

             
       

          

          
 

          

       

       

            
            

(b) (4)



 

        
          

            
   

           
             
              

        

           

          
   

           
             

          

           
         
          

              
            
  

           

          
          

        

  

            
     

   

           
            
             
             

         

   

            
   

         

            
        

        
      

(b) (4)

(b) (4)

(b) (4)



  

            
   

            
             

    

       

             
    

  
   

  

           
        

          
           
            
            

     

           
             

       

           
            

          
 

  

           

 

             
      

            
           

   

(b) (4)

(b) (4)

(b) (4)



  

           

   

            

     
       

 

    

               
        

(b) (4)

(b) (4)

(b) (4)



        
(b) (4)



     
(b) (4)



     
  

   
     

  

  

     
    

      

   
    

   

  
 

    
   

   

  

  
  

  

 

   

        
      

    

     

   



   
 

         
         

             
              

             
          
          

          

             
        

              
              

               
                

             
                

          
           

              
            

 

              
           

            

           
                

                
                

                  
                

           
               

               
           

            
           

           

         
  



   
 

       
                

           

                 
              

             
               

                 

         
           

        

   
                

         

               

                  
 

                
       

    
     

      

            
             

 

    

            
              

                
             
                   
                 

           
             

            
              
             

             

              
              

          



   
 

              
          

        
      

       
                 

          

                

                
      

     

                 
                    

                  

       

             
               

                 

          
        

              

   
                 

         

              
                   

 

    
     

      

           

             

 

   

            
              

              

             

                   



   
 

             
                 

                
               

              
            

               
           

             

             
           

               
                

           

              
              

             

          

            
    



   
 

   

              

             
            

                
                 

                 
          

              
           

   
               

             

              

            

   

         

    

       
  

   
    

      
  

   

 
   

   
 

   
 
  

   

   
  
    

 

      
 

     

 



   
 

         

 

  

     

    
 

   

     

    

    
   

 

   
   

 
    
     

    
    

 
 

        

     
    

   
   

     

    
  

  

     
    

       

              

             

     
      

     
    

   

           
          

            



   
 

           
            

         

       
            
          
            
            

            
          

     
            

            
          

             
               

              
          
          

          

            

      
        

           
       

        
       

             
         

          

           
       

           
          

    
          

      

           
           
    

      
           

       
        

          



   
 

        

         

        
          

         
            

           

    
         

           

           

      

         
           

           
            

         
          

         
       

                

              
         

           
         
             

         

           

         

    
           

           

   
         
            

        
          
             

     
          

     
         

             

            



   
 

   
            

         
           

            

          

      
          

             
         

       
            

          

            
          

         
          

              

       

     
           

           
      

            
           

     

            
            

              
             
            

          
            

            
         

             
           

              

               

 

   

    
   



  
 

 
  

          

         
         

        
             

      
             

         

             
          

         
         

            
 

               
         

   

     
     

  

          

        
           

           
          

           

   

        
            

          
      

         
           

             
         

       

(b) (4)

(b) (4)



   
 

               
         

     

    

   

 
  

          
         

            

          

            

          

          
          
           

          
          

           
           

    

    

               
         

    

    

    

          
         

          
             

          
        



    
  

          
          

           

          
          

           
           

    

    

               
        

   

      
 

  
 

   

          

          
           

           
           

           
          

           
  

       
            

          
             

             

             
   

   
            

          

           
        

        
           



   
 

           

              
            

          
            

            
            

             
 

          
            

           
            

           
       

      
              

         
           

              
            
            
            

            

           

             
               

    
   

  
  

 
  

         
         

           
          

        
         

          
          

(b) (6)

(b) (6)

(b) (6)



    
 

      
            

           
   

    
           

           

       

            
                

        

    

  
    

   
   

          
           

         

          
          

           
          

          

       

        
           

               
         

  

       
  

         
         
           

         
          
          



    
 

         
        

       

             
       

       

            
        

           

             

          
           

     

                  
           
         

              
          

          
        

           
           

          
    

           
        

              
        
         

          
          

           
       

            
                 

        

          
         
          

          
           

            
         

           



   
 

           
        

          
            
           

           
            

           
         

           
               

         

          
          

        
              

         
          

         
            
 

          

          
           
           

       
       

         
        

         
         

             
           

           

             
         
            

              
            

          
            

             
          
           

             
             

             
         

          
         



   
 

           

          
           

          
     

            
        

   
           

        
          

            
         

          

            
        

         

          
        

         

         

     

            

           
          

         
         

        
         

          

           
     

         
           

  
          

            

         

  
           

          

          
           



   
 

  

          
            

         
          

          
             

    

              
            

            

               
           

         
           

           
                

              
 

              
          

           

            
       

            
             

             
           

         
              

      

         
           

           

           
         

              

             

             
           



    
 

              

             
          

            
            

          
            

           
  

               

            
               
            

               
          

             
          

            
             

             
            

         
                  

              

    

              
            

            
           

            

       

           
             

              
             

       

         
            

               



    
 

  

   

   
    

   

  
  
  

 
    

   



 
     

  

   

     

     

  

  

    

   
 

  

 

        
        

  
    

        

 
   

 
    

   

      

               
               

    
           

             
              

         

 

 

            
           

                  
     

BEST POSSIBLE COPY



                  
         

              

            

        
            

           

     

             
             

           
               

            
         

        
        

   

 

        
           

           
           

  

           
      

 

     

           
              

             
 

                  
             

              



               
     

    

       

   

 
 

   
  

   
 

   
               

        

           
  

    

   
                        

 
        

   

    

    

       
                 

            

         

  

              

             

            
  

         
              
     

           
          

              
               

BEST 
AVAILABLE 

COPY



          
              

                
              
    

 

  

            

              
            

               
 

            
             

                       

    
          

   

        

          

  

                  

         

              
        

                
            

         

                   
            

         

         
          

             



 

              
             

  

                
            

            
       

  

             
         

            
            

            
            

  

    
                                

             

            
         

        
              
       

          

            

          

                
         

                
             

              
               

      

                 
 



            
   

    

     
                 

            

       
           

                        

                 
 

   

          

    

  

      
   

  
         

 

  
    

   
  

  
  

  

  
 

 
 

  

  
  

 

  
  

 

  
  

 

  

 

 

 
 
  

 
  
  

 
   

  

 

 

   

  
   

  

BEST 
AVAILABLE 

COPY



   
           

         

  

  

 

 

 

 

 

    
    

   
 

 
 

  

 
 

  

 

 
  

 
  

  
  

 
  
  

 

  
  

 
 
 

  

 
  
  

  
  

 
  

  

 
 
 

  

 
 

 

 

 

 

  

  

  
 
   

 
    
  

     
    
   
    
     

   
      

          

          
        

       
            

            

             
              

           

                 
              

           
                

   

BEST AVAILABLE 
COPY



            
  

 
         

        

    
    

        
 

          
       

    

       
         

 

        

  
  

  

  

 

   
     
   
    
  

 
   

 
  

  
 

   

 

  

 
 
   

 
 
 

 

  
 

  
  
 

  
    

 

 
             

       
   

          
       

        

 
 

  
   

  
 

 

             

 

   
   

 
    

 
  

  
  
 

  

  
 

BEST AVAILABLE 
COPY



 

 
      

   

      
   

  
  

 
 
  
 

   

 
    
  

    

 
        

    
     

     
   

   

     

  

 

 

  
 

 

    
        

  
                                

               
      

                                  
     

            

            
   

             
               

      

BEST AVAILABLE 
COPY



    

 

        

      
       

         

     
       

         
    
     
       

       
 

   
      
        

          
                        

  

      



 

       
          

        
     

   
        

       

    
    

         
   

       
      

      
         

        

        
  

  
  

 

 
    

      

   
   

     
  

    
      
   

 

         

   
       

 

   

   
  

   
 

   
      

      

        
       

              

       
       

 



 

    

   
    

  
  

      
   

       

   
     

   

   

    
  

      
      

    
 

     
    

      

     
      

  
  

    
    

 
  

  
 

 

 
      

     

   
  

 
    

    

      
    

 



     
      

       
     

       
     

      
       
    

     
    
  

       

  
      

       
              

           

  

            

 

         

    

    
          

   

    
       

     

    
   

    

  



  
    

 
  

 
   

    
  

       

   

   

      

      

  

   

        
          

    

  

 
 

  
  

       
     

      
   

      
  

   

  

 

 

  

  
  

  
    

  

     

   
      

       

  

  
  

  

   
 

 
 



     

    

         

     
         

    

   

         
           

      

       
     

  

        

 
    

   

        
 

   

     
   

         
             

         

 
 



        
      

            
           

         
    

      
    

        
     

      

      

    

     
       

     
     

        

  

 

        
        

           
         

       
          
  

        
        

      
         

        

 
 



           
          

         
      

    

    

       

              
            

            
              

          
        

 

   
  

 

 
  

   

    
    

     
       

 

      
       

     

     

        

 

 
 



       

          
  

       
  

      
 

       

       
   

 

     

     

    

      

 

      

   

       
 

 

     

          
    

 
 



        
         

             

         
         

          

        
    

   
    

     

           

    

     

     

     

         
       

        
        

         
   

         
       

     

      
    

     

 
 

    



  

         

        
    

 
          

    

   
 
  

     
   

       

  

 
     

         
      

       

   

      
     

        
   

   

      
    

 
 

     

 

 

  

  
 

  
 

 



     
 

   
   
  
   
  

  
 

   
     

    

       
 

    

    

     
     

   
    

  
     

 
  

     
        

 
  



   

  

  

  

  

          
         

           
            

    

 

    

   
     

  

  

    

   

 

     
 

 
 



    

  

  

   

    
 
  

 

 
 

    
  

 
 

 

       

 

  
 

 

 

   
 

          
  

     

   

 
 



  

 

    

  

    

  

  

 
   

     

 

 
    

   

     
  

     
     

     
  

  
   

   
     

         
     

          

       

 

 

 

 
 

  

  

 
   

     

  

 
   

     



   

  
 
   

     

  
  

   

     

    
  

   

     

       
  

      

 

   
 

   

      
 

   
    

   

  

      
   

 
    

 
 



 
   

     

    

     

       

           

         

           

  

  

             
         

            
   

               
            

     

        

 
 

     
     

 
 



    
  

      

    

   

  

 

    

   

         

 
    

  

               
              

             
            

         

         

 
            

         
          

           
          

               

(b) (4)



 

  
           

     
          

           
         

           
            
            
        

    

  
             

               
             

          
       

         
  

             
        
    

          
           

 
   

 

      



     

     
    

  

        
 

      

        
          

    

  

    

      
  

   
  

   
    

     

          
       

           
              

          

  
   

    

 
 



    

  

              

 

             
                  

  

             
         

           
             

                 
        

           
             

              
          

               
          



    

         

   
  

 
  

      
 

   
 
    

         
     

  

    

     

 



    

   
  

 

 
  

  
   

 
  

  
  

   
   

 
      

   
  

  

  
   

  

  
    

 



    

    
  

 
  
   
  

  
   

   
       

   
  

  
 

  
  

   
 

     
    

   
  



    

   
  

 
  

  
   

  

 

      

     
   

      

  

  

 
 

     



    

    
  

 
    

    
   

   
   

    
  

  
   

  

 
  

      
 

    
    

 
       

    
  
 

 

  

  
 

   
    

     
    

  
  

  
 

   



    

 
   

    
    
     

    

    
       

 
  

  
      

 

    

     

 

  

 
  

    
 

    
      

      
  

  
 

     

      



    

  

              
             

    

                
                
              

               
            

                
                 

                  
               

                   
            

                 
             
                 

   

 

       

       

   
      

            
        

 



    

 

       

    
        

         
             

    
           

              
               

                
   

                 
               

          
             

 

               
               

               
                
                  

                 

                
  

           
           

         

                 

            
           

           
               



    

          
           

        

           
            

              
           
               

            
 

              

           
             

            

           
         

  

  
 
         

   

         
               

       

               
            

                



Page 12-Request for Clinical Inspections

Weare still evaluating the data, but because none ofthe sites represents a substantial fraction of
the overall population, it would appear unlikely that even the larger sites could drive the results.

· Evaluate the financial disclosures. Do sites with investigators holding financial interest in the
sponsor's company show superior effcacy compared to other sites?

To be determined.

· Are there concerns that the data may be fraudulent or inconsistent?
· Effcacy looks too good to be true, based on knowledge of drug based on previous

clinical studies and/or mechanism of action
· Expected commonly reported AEs are not reported in the NDA

Not at this time.

· Evaluate the protocol violations. Are there a signifcant number of protocol violations reported
at one or more particular sites? Are the types of protocol violations suspicious for clinical trial
misconduct?

Weare still evaluating the studies. We do not suspect trial misconduct at this time.

· Is this a new molecular entity or original biological product?

Yes

· Is the data gathered solely from foreign sites?

No

· Were the NDA studies conducted under an IND?

Yes
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