
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 
 
 
 

APPLICATION NUMBER: 
 

125360 
 
 
 

ADMINISTRATIVE and CORRESPONDENCE  
DOCUMENTS 

 



 
        

 

 

  
  

     

  

  
  

  

   

             
 

              
           

      
          

  

            
      

       
            

      

             

                  

              
     

          
            

      

        
       

               

    
      

         
          
          
           
           

              

(b) (4)



  

                 
         

             

         

      
       

      
             

              

              
              

              
              

             
               

 

  
                

             
    

        

               

               

     

  

   

             
             

               
 

  

         
      

       
      

   

             
                

              



  

     

   

               
             

              
              

              
                

  

             
              

             
            

          

  

               
                 

                
                

                 
                

                     
 

       

              

  
      

  

  

 

       

     

         

         

   

   

              



  

  

                  
                

                  
                

                 
               

                  
 

                
               

          

         

   

  

    

     

  

  

          

             
             

               
                 

  

              



 

           

 

             
      

 
 
 

        

             
             

              
                 

    

              
              
                 

             
              

            
          

             
           

 

 
 

 

      

             
             

                
           

              



  

              
                
    

     

    

  

 

                 

              



  

 
            

    

      

        
       

               

    

      

         

          

          

           

           

                 

          

             

         
      

       
      

            
              

              
              

              
              

             
               

 

  
                

             
    

              



  

        

               

               

     

  

 

             
             

               

  

         
      

       
     

   

             
                
     

   
              

              

              
              

             
             

   

  

             
              

             
            

          

  

               
                 

                
                

                 
                

              



  

                     
 

          

              

      
  

  

  

   

 
  
 

       

     

         

         

  

                  
                 

                  
                

                 
               

                  
 

                
               

   

   

              



 

          

 

         

   

  

   

  

    

   

          

             
             

               
                 

  

           

              
      

        

             
             

              
                 

    

              



  

              

              
                 

             
              

            
          

             
           

 

 
 

 
      

             
             

                
           

              
                 

       

    

    

  

           
  

 

              



 
    

   
   

          

              
             

             
        

   

 
   

   
   

   
   

 
     

 
        

                
             

       
   

 
  

 

             
            

    

             
  

  
 

             



 

                

           
            

          
         

         
     

     

              

      

                
   

  

  
  

  

           

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



 
      

 

    
  

 

  
  

 
  
  
  
  

 

  
  
 

   
   
     

    
     
    
  

    
       
   
  

  
  

  
 

 

   

  
  
    

     

     

 

 

    
   

             

      
        

              
           

  

(b) (4)



(b) 
(4)

(b) (4)

 

(b) (4)

 

(
b
) 

(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)



    
  

            
           

  

             
            
              
              

              

              
                 

   

      
       

             
 

  

  
    
     





 

   

     
    

 
  

   

   
   
 

  
     

     

 
     

  
     

     
 

     

      

      

        

           

          

               

 

   

  

           

               
           

           
                 

 
  

              
 
 

                      
                      

                   

 



 

 

           

            
          

           
           

 

           
           
           

 

           
           
           

 

          
            

          
   

             
          

            
   

 

 

   
    
  

   
     

 

   
     

 

   
     

 

   
      

  

    

  
    

  

            
             

 

    
             

            

     

          
             

            

          
            
         

         
            

            
 

 

     

  

   

 

   

   

    
   

      
 

 



 

          
            

   

        

            
  

           
         

          
          

         

              

 

                
             

        
     

              
            
         

      

           
        

          

            
            

            
           

    

               
             
              
        

               
             

         
     

              
            
          

      

 

 

 

 

  



 

           
          

          

  

          
             

            
            

           
          

          
   

              
             

         

                
             

             
   

             

    
   

 

      

         

 



 

      

          

            
 

   

      

        

          
      

   

 
   

   

 

  

    
   

   

 

        

 
  
 
 
 
  

         
   

            

        

        

        

     

      

          

          

   

      

     
          

    
   
   

   

   

   

    

  

          
            

   

   

             

   



   

 

       

  
   
    

 

  
    

   
   

        
     

                   
    

        
    

        
    

          

   
 

  

   

          

           

           

          

     

         

       

   

   

           

          

            
        

         
   

         

 

 

  

         

    



 

  

        
      
          

          
  

           

 

 

  

         

 
  

 
  

  

          

        

            

   

          
 

         
 

         
  

          

  

          

    

          

 

 

 
    

  

 



 

 
   

        

        

        

   

  
 

 

   

 
  

        
   

      
     

 
 
 

        

    

        

 

        

        

       

         

 

          
            

          

              
    

 

 

  

  

  
 
  

          

 
 

   

    

                        

    
 



NDAlBLA#
Page 10

Appendix to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b )(2) application if:
(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written

right of reference to the underlying data. If published literature is cited in the NDA but is not necessary for
approval, the inclusion of such literature wil not, in itself, make the application a 505(b )(2) application.

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the
applicant does not own or have right to reference the data supporting that approvaL.

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the

safety or effectiveness of the particular drug for which the applicant is seeking approvaL. (Note, however, that this
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b )(2) applications are likely to be submitted include: fixed-dose combination drug
products (e.g., hear drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR
330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(l) or a (b)(2) regardless of whether the original NDA was a (b)(l) or a (b)(2).

An effcacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the
approval of the change proposed in the supplement. For example, if the supplemental application is for a new indication,
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of
reference to the data/studies).

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
change. For example, this would likely be the case with respect to safety considerations if the dose(s) was/were
the same as (or lower than) the original application.

(3) And all other "criteria" are met (e.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on published literature based on data to
which the applicant does not have a right of reference).

An effcacy supplement is a 505(b )(2) supplement if:
(1) Approval of the change proposed in the supplemental application would require data beyond that needed to

support our previous finding of safety and efficacy in the approval of the original application (or earlier
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a new indication AN a higher
dose, we would likely require clinical effcacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b )(2).

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b )(2)
supplement.

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE's
ADRA.
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