
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

208264Orig1s000 
 

CHEMISTRY REVIEW(S) 
 



Reference ID: 4066597

  

      

   
 

   

  
 

    

 
 

 
 

 
  

  

 
 

 
 

  
  

   

  
  

  
 

   

  
  

   
     

       
   

 
  

     

   
 

       
      

   
  

    
    

 
     

    
     

   
    

   
 

 
   

 

       



Reference ID: 4066597

  

    

   

  
 

  
 

 
  

    
       

       
 

       
 

       
 

                   

    

    

  

 

         

(b) (4)

 

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



Reference ID: 4066597

  

  

      

          

     

   

            
           

            
             

               
           

         
          

              
        

      

     
      

   

         

 

       
       

  
       

   
    

          
        

  
    

 

        



Reference ID: 4066597

  

    

            
           

         
          

              
           

          
               

                
               

               
             

               
          

             

         
        

             

           
              

           
     

           
 

         

        
            

 

         

(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)



Reference ID: 4066597

  

              
  

              
                

               
     

             
             

         

          
             
              

           
              

      

        
         

        
 

      

        

48 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately following this page

(b) (4)

(b) (4)

(b) (4)



Reference ID: 4066597

 
 

 
 

     

   

  

     

    

  



Reference ID: 4066597

  

 

  

  

    

  

  
                

      

        

                  

 

                
 

             
        

 
   
    
   

 
 

                
                   

                   
      

        
   

             
                

            

                 
     

          

(b) 
(4)



Reference ID: 4066597

  

   

   

   

                  

   

        

   

     

    

                

        

   

         

   

         

          

(b) (4)



Reference ID: 4066597

  

    

   

   

               
        

 

       

    

           

     
  

  
   

      
 

    

             
      
        

                
         

             

 

             

      

              
                  

            
            

   

  

            
                  

                    
               

          
  

       

           
                     

                       
             

                     
            

           

(b) (4)
 

 

 

(b) (4)

APPEARS THIS WAY ON 
ORIGINAL

(b) (4)



Reference ID: 4066597

  

              

      

   

  

  

       

          

(b) (4)



Reference ID: 4066597

  

            
  

          

(b) (4)



Reference ID: 4066597

  

              

                  
               

  

  
               

        

              
 

     
             

  
 

               
              
              

  

              
           

      

   

            
             

             
          

   

    

  

             
            

          

(b) (4)

(b) (4)

(b) (4)

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)



Reference ID: 4066597

  

          
             

          
 

   
             

   
  

           
           

          
          

             
  

           

         

          

          

(b) (4)

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



Reference ID: 4066597

     

   

   

     

   

  



Reference ID: 4066597

  

 

            
             

              
          

         

  

             

    

    

  

     

       
       

  
       

  
   
     

           
            

             
              

             

         

     

     

   

30 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately following this page

 (b) (4)

(b) (4)

(b) (4)

(b) (4)



Reference ID: 4066597

     

  

  

     

  

  



Reference ID: 4066597

  

  

  

 

          

       

    

  

           

     

        

      

5 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately following this page



Reference ID: 4066597

 
 

  
 

     

   

  

      

  

   



Reference ID: 4066597

   

  

     

      

     

    

  

             
          

              
               
              
              

            
            

               
        

             
           

                
                   
               

 

           
       



Reference ID: 4066597

  

 

              
              
               

              
          
    

 

               
          

             
               

             
             
              

            

              
           

          

              
           

        
       

             
          

            
 

 

              
              

           

            
              



Reference ID: 4066597

  

               
       

  

           
            

              
             

               
             

 

            
   

     
 

          
 

          
 

          
 

   

            
            
                

           
     

      
    

   
        
         
         

(b) (4)



Reference ID: 4066597

  

             
              

               
   

           
           

         
    

     
     

    
  

 
       

    

      
    

 
      

    

 

       
    

      
    

 

      
   

 

  

              
              

             
              

              
              

             
          

(b) (4)

 

 

 )

(b) (4)

(b) (4)



Reference ID: 4066597

  

   

            
            

               
           

 

             
             

            
             

         
           

            
       

           
            

          

 

 
           

             
         

           
         

              
           
              
            

  

              
             

          
              

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



Reference ID: 4066597

  

            
            
 

             
            

            

           

                
            

             
             

              
          
              

                 
               

   

        



Reference ID: 4066597

  

    

              
             

             
        

            
                 

 

            
             

              
    

             
              

               
             

            
              

             
   

            
                 
                

           



Reference ID: 4066597

  

 

           

          
          

     

  
   

    

         

     

   
   

    



Reference ID: 4066597

  

  

     

         
        

          
    

    
    

  

   

      

    
       

     
    

        
     
      

      
   

       
    

   

   

       
 

      
       

     
      

        
       

      
      

         
       

         

     
     

      
        

    



Reference ID: 4066597

  

      
 

        

           

    
     

     

         

 
  

     
    

      

     

      
 

       

       
    

 
      

       
    
        

      
         
 

      
     

     
   

   

      

        
         

    
   

      

        
            

            
     

     
     



Reference ID: 4066597

  

          
         

        
         

       
   

      

          
       

      
        

        
          

     
    

    

           
           

         
      

       
  

          
           

       
     

   

      

          
      

    
        

          
        

       
         

     
      



Reference ID: 4066597

  

       
       

           
   

      



Reference ID: 4066597

 
 

 
 

     

    

   

     

   

  



Reference ID: 4066597

  

 

  

  

            

     

    

  

    

  

     

    

   
   
   

    

       

     

       

   
        

       

     

  
 
 

 
 

     

(b) (4)

(b) (4)



Reference ID: 4066597

  

   

    
    

     

      

    

 
 

      

  
 

    
 

 
 

    

  
 

    
 

 

   
   

     
     

 

             
             
 

         
        

    

    
           

            
             
              

    
   

          

(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)



Reference ID: 4066597

  

 

     

             
           

           
 

       
               

       
      

            
            

            
    

               
       

          
           

        
           

 

            
              

   
             

   

               
    

             
            

           
   

          

(b) (4)

(b) (4)

(b) (4)

(b) (4)



Reference ID: 4066597

  

            
            

      
            

  

              
            

             

        
  

            
     

  

    
              

             
              

               
           

              
            

            
          

           
  

       
    

       

            
       

           
     

 

    
     

          

(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)



Reference ID: 4066597

  

          
              

                 
         

 

  
  

          

(b) (4)

(b) (4)

22 Pages have been Withheld in Full as B4(CCI/TS) Immediately 
Following this Page



Reference ID: 4066597

  

     

  
     

     

       

 

   
              

            
           

         

 

   
    

     

          

(b) (4)



Reference ID: 4066597

  

         
           

 

         

      
 

 

  
 

         
 

    

            
             

          

           
              
            

               
          

               
 

 

   

 

 
         

      

          

(b) (4)



Reference ID: 4066597

  

     
 

          
    

    
  

 

          



Reference ID: 4066597

 
     

 
 

     

  

  

     

   

  



Reference ID: 4066597

  

     

     

   

      

 
  

  
 

  
 

 
   

 
 

 
 

   
  
       
       

       
    

  
   

        
         

     

  

  
       

         
      

   
  
      
     

         
      

  
  
  
   

      

  
  

    
     

    
        

  
   

  
  

  
       

        
     
    

          

 

 

 

(b) (4)

(b) (4)

(b) (4)



Reference ID: 4066597

  

    

       
        

     
    
  
  
      
     

        
     
  
  
  
   

         
    

  
  

       
        

     
   

      
       

       
   
  
      
       

      
    

  
      

        
      

   
  
  

      
   
  

 

(b) (4)

(b) (4)



Reference ID: 4066597

  
       

 
 

     

   

  

     

   

     



Reference ID: 4066597

  

    

      

          

   

  



Reference ID: 4066597

     

  

  



MEMORANDUM

NDA 208264: TEPADINA® Thiotepa for Injection

Date: June 01, 2016

Reviewer: Anamitro Banerjee

Applicant: ADIENNE SA

Indication: To reduce the risk of graft rejection when used in conjunction with high-dose busulfan 

and cyclophosphamide as a preparative regimen for allogenic haematopoietic 

progenitor cell transplantation for patients with class 3 β-thalassemia.

Background

NDA 208264 (TEPADINA® Thiotepa for Injection) was received by the FDA on March 31, 2016.  

The CMC section (m3) was submitted to the agency on February 26, 2015.  In the original February 

26, 2015 submission, the applicant provided a letter of authorization (LOA) for the DMF  

(DMF holder: .  Subsequently, on August 27, 

2015, the DMF was administratively closed as the DMF holder did not respond to the Overdue 

Notification Letter (ONL) dated March 18, 2015.

The applicant was notified of the DMF status via an IR letter dated May 13, 2016 and during a 

teleconference on May 18, 2016.  The NDA applicant indicated that a new DMF (DMF ) was 

submitted for  by the same DMF holder.  The applicant indicated that 

they will provide an LOA for the new DMF.  The new DMF was received by the agency on April 25, 

2016 and was deemed active on May 26, 2016.  In response to an IR, the applicant indicated that they 

will provide the LOA as soon as the DMF holder provides them the LOA upon receipt of an official 

notification on the status of this DMF from the agency.  The applicant anticipates that they will 

submit the LOA to the agency during the week of May 30, 2016.

Comments:

The applicant provided the LOA for the DMF at the time of submission of the CMC section.  The 

DMF was administratively closed after the NDA submission; and the applicant has committed to 

provide LOA for the replacement DMF from the same DMF holder.  ONDP recommends filing this 

NDA from the CMC perspective.
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