
 
 
 
 

   
 
 

      
         

          
           

 
 

   
 
 

 
 
 

      



     
       

  

   

      

      

       
          

           
        

  

 

          

 

 

     

        

        

        

        

 

 

 

   
   

   
    

    

 

 

 

 

 

   
   

 



     
       

  

    

 

    

 

       
          

          
           

 

 

    

           

           

 

  

 

 

  

     

 

 

 

 

                               

 

 

 

 

                               

 

 

           

 



     
       

  

   

   

   

        

  

      

         

      

    

    

     

     

       

      

     

      

    

     

     

     

     

       

   

      

       

      

      

    

   

    

      

    

 



     
       

  

      

   

    

        

     

    

   

       

    

        

    

    

       

    

    

       

   

      

      

      

   

     

   

      

        

     

      

        

      

    

   

        

     

 



     
       

  

    

   

     

    

    

   

      

        

     

    

    

    

     

    

   

         

     

       

     

     

     

 

 



     
       

  

   

       

            

      

          

          

 

   

       

 

 

 



     
       

  

   

           
            

 
 

       

   
 

      
  

     
   

   
 

      
  

     
   

   
 

      
        

      

  

   
 

     
  

  

   
 

       
     

      

   

   
 

     
  

  

   
 

       
         

        

        
  

   
 

       
        

        
  

   
 

     
  

   

   
 

   
   

     

   
 

     
       

    
  

   
 

    
    
 

 

   
 

     
    
     

      
 

   

 



     
       

  

 
 

       

   
 

     
     

      
     

       
         

    
 

   

   
 

     
     

      
     

   
 

   
     
       

      
     

   

   
 

     
    

      
      

     

   

   
 

     
     

    

   

   
 

       
     

      
 

    
  

   
 

       
     
      
      

  

 

   

   
 

      
 

      
    

      
  

   
 

    
    
 

 

   
 

     
    

       
      
       

   

    
  

 



     
       

  

 
 

       

   
 

        
      

  

    
  

   
 

     
        

   

   

   
 

    
    

     
 

     
  

   
 

       
       
       

    

   

   
 

     
     

       
    

    
 

   
 

      
     

    
   

   
 

    
     

    
  

   
 

   
 

 

   
  

   
 

      
 

   
  

   
 

     
       

   
  

   
 

     
     

   
  

   
 

      
 

   
   

   
 

     
 

   
  

   
 

     
 

   
  

   
 

      
 

   
  

   
 

      
   

   
  

   
 

     
 

   
 

 



     
       

  

 
 

       

   
 

      
      

   

    
   

     
 

   
 

    
     

   

 

   
 

     
       

  

 

   
 

          
   

   
 

       
        

       
  

   

   
 

      
      

    
   

   
 

       
  

 

   
 

     
     

   

   
 

     
  

    

   
 

      
   

    
   

   
 

       
      

       
  

   

   
 

       
   

   

   
 

      
 

 

   
 

     
 

 

   
 

      
  

 

    
   

   
 

      
       
 

 

   
 

       
    

   
  

 



     
       

  

 
 

       

   
 

      
      

     
 

 

   
 

     
        

    
      

     
     

      
     

   
 

     
  

    
     

     

   
 

      
       

  

     
   

       
    
      
     
  

 

   
 

     
  

    
     

     

   
 

     
        
     

     

      
     

      
  

   
 

     
 

 

   
 

       
     

      
 

   

   
 

      
 

 

   
 

     
      

      
      

    

   
 

     
        

  

   

   
 

      
    

 

     

 



     
       

  

 
 

       

   
 

      
 

    
      

    
     

   
 

     
 

     
     

 

   
 

      
 

     
     
  

   
 

      
      

    
      

     
 

   
 

     
   

      
       

   

   

   
 

     
 

 

   
 

     
    

    
     

     
 

   
 

       
  

 

   
 

      
     

    

 

   
 

      
      

     
 

   
 

     
    
     
  

      
     
   

     
     

 

   
 

      
 

   
 

   
 

     
 

 

   
 

   
 

 
 

 

 



     
       

  

 
 

       

   
 

   
 

 
 

 

   
 

   
 

 

   
 

   
 

 
 

   
 

   
 

 

 
 

 

   
 

   
 

 
 

   
 

   
 

 
 

 

   
 

     
   

 

   
 

          
 

   
 

     
     

    

     
 

   
 

      
      

 

   
  

   
 

      
       
      

  

   
  

   
 

      
 

 

   
 

      
  

 

   
 

       
    

   

    
  

   
 

        
   

     

   
 

      
 

 

   
 

      
  

 

 



     
       

  

 
 

       

   
 

        
         

   
     
        

     
     

 

   
  

   
 

       
    

   
  

   
 

      
 

   
  

   
 

        

   
 

      
         
 

 

   
 

       
  

    
  

 



     
       

  

        

  

   

   

    

    

    

     

  

   

    

    

    

    

    

  

   

      

     

    

   

      

      

   

       

   

    

    

    

  

   

   

    

    

    

 



     
       

  

  

             
         

        
           

                
         

                   
             

        

                 
              

              
             

                
 

 



     
       

  

      

         

           

  

    
      

   
     
    

   

          
         
           

  

    
     

  
   

   
   

        

         
    

       

          
       
     

         
      

     

         
     

    
     

   
   

    
    

   

       

         
          
           

 

           
         

        

          
           

          
  

         
        

 



     
       

  

  

       
         

            
         

            

    
      

  
   

   
   

   
   

 

        
          

         
  

      

 

  
 

  

  

  
 

 

  
 

 

  
 
 

  
 
 

 

  
 

 



     
       

  

  
 

 

  
 

 

  
 

 

  
 
 

 

  
 

 

  
 

 



     
       

  

    

    

         
               
             

           

              
              
              

                 
       

              
 

       

       

               
   

            
   

            
   

       

               
            

            

              
                 

                 

              
                

                
    

                
         

               
            

               
             

               

 



     
       

  

                  
                 

              
              

          

               
       

                 
  

 



     
       

  

       

 
 
 

 

   

 



     
       

  

     

               
           

            
             

               
                

                 
             

        

               
             

           
             

                  
               
             

                  
                

                
        

               
                 
            
     

                  
             

               
                 
              
     

     

          

       

             
              

                  
                  
            

     

 



     
       

  

             
  

      

       

     

              
               

               
         

      

                  
             
         

               

              
           

 



     
       

  

    

       

          

                 
        

     

                 

               
          

       

                 
                 

     

     

                
           
            

               

 



     
       

  

       

   

            
           

            

           
        

      

             
             

             
               

               
                
                    

                 
              

              

      

         

            

       

              
            

    

         

         

                
  

           

            

                 
   

 



     
       

  

       

                   
             
                
                 

              
           

              
                    
                

                   
              

                   
           

      

                 
                     

                
                       

       

              
                   

                   
                  

                  
                  

                   
                     

                 

               
   

               
               

                
   

              
                 
          

 



     
       

  

      

                  

       

  

    

          

 

 



     
       

  

    

   

               
              

            
             

          

    

              
           

               
              

             
              

              
  

      

                
             

           
              

              
           

           
          

             
          

    

             
             
             

                
      

      

              
                 

 



     
       

  

             
    

             
               
               

            

            

       

          

         

    

       

    

       

    

       

           

  

   

          
             

   

    

              
          

        

              
               

            

     

                
                  

       

 



     
       

  

    

   

             
             

                 
             
              

           

                 
               

                   
                 

                

                 
   

               
                 

              
                   

           
             

              
    

               
              

  

          
  

            

            

              
               
               

               
              

              

            

            
     

 



     
       

  

                
               

             

            

            
       

               

           

           
      

               
   

  

 
    

               
               
                  

               
           

               
     

             
 

       

                   
      

               
         

               
          

  

        

    

            

          

               
              

  

 



     
       

  

             
           

          
              
             

             
             

             
               

            

     

  
 

     
      

       
      

     
 

     
      

                   
              

                  
         

       

         

   

              

              
             

        

              
              
             

               
                

             
           

           

     

     

 



     
       

  

         

          

      

  

                  
             
  

    

    

            
                 

             

                
                  
                  
                 

    

             
             

              
              

              
              

             
              

            
             

             

              
            
          

         

     

       

           

                
   

                           

 



     
       

  

       

              

                
      

               
   

       

               
               

                    
       

                
                  

         

           

         

           
          

          
              
           

 
              

 
               

 
              

 

               
                  

   

      

                
                

               
                 

                
       

 



     
       

  

      
     

      
     
     
     

 

              
                
                 

               
             

          

    
   

       
          
           
     

 
        

                 
               

               
         

   
     

  
  

  

 
         

    

               
       

    

               
                 

    

            

 



     
       

  

        

         

     

     

    

    

                
           

              
               

             
                 

             
              

             
                

                
               

     

                
            

               
                 

    

       

       

             
              

    

              
              

             
               

     

             
              

  

                 
           

 



     
       

  

             
             

 

   

      

               
               

                  
            

              
           

              
                  
                   

            

               
                  

      

      

           
               

                 
              

             
                     

                    
              

   

      

               
               
                
                 
               

                   
                

              
             

                 
                  

 



     
       

  

                
             
                
                
                

                      
        

   

                
                
              
              
               

                
             

          

          
             

      

                    
               

              
  

              
               

                 

              
         

               
            

       

                
    

                
               
              

             
               

               
   

          

 



     
       

  

   

    

        

             

                
    

  

               
               
      

              

              
     

         

     

 

  
 

 

  
 

 

  
 
 

  
 
 

 

  
 

  
 

 

  
 

 

 



     
       

  

  
 

 

  
 
 

 

  
 

 

  
 

   

      

 
 

  
 

 

  
 

 
   

 
 

 
 

   
  

 
 
 

 
   

 
  

 
 

 
   

 



     
       

  

 
 

 

 
 

 
 

   
 

 
 

 

 
 

 
 
 

 
 

        

 
 

 
 

     

      

 
 

 
 

 
 

  
 
 

  
 
 

 

 



     
       

  

  
 

 

  
 
 

 

 
 

  
 

 

  
 

 

  
 

  
 

 

  
 

 

  
 

 

        

 
 

 



     
       

  

      

             
            

              
               

        

             
              

             
  

              
               

        

              
              
              

  

             
              

            

                 
              

       

                
               

                
                

      

 



     
       

  

    

   

               
             
              

            
                

         

             

        

                 
                  
                   

                 
                 
          

                
             

         

     

  

    

             
  

                 
               

            

             

               
           

           

                
                

                  
            

            
              

 



     
       

  

              
            
  

             
            

             
               

             
            
            

            
            
             

              
               

                   
           
               
               
            

            
            

           
            

              
                 

               
                 

             
       

                 
 

   

                 
              

     

           
               
            

 



     
       

  

      

      

 

 

 

 

 

 

 

 

 

 

 

 

  

  

  

 

 

 

    

 

 

  

  

   

   
 

   

 

 

 

 

 

 

 

  

   

 

   

 

 

 

 

  

 

 

 

  

  

 

 

 

 

 

       
       

   

            
             

              
              

         

               
         

      

     

                
                

            
            

           
            

       

 



     
       

  

          

      
 

     
 

    

       

       

       

       

       

       

       

      

   

        

         

        

         

       

    

     

    

   

       

       

    

     

    

   

           

           

           

            

   

   

        
        
            

    

 



     
       

  

              
                   
              

    

             
               

                
   

            
              
               

            
         

    

              
               

         

               
               

           

               
          

            

             
              

                
                

            
          

 



     
       

  

          

     
  
  

   
  
 

   
 

            

           

               

             

              

            

       

         

   

            

   

             
           

               
            

                 
               

             
                 

    

                   
            
              

                
       

      

                
               

                
                

                 
              

   

 



     
       

  

                
        

               
              

            
                

             

             
       

       

          

         

    

       

    

       

    

       

           

  

        

              
                
                

            
               
             

                
             

              
         

 



     
       

  

      

              
  

            
             

     

               
             

    

              
    

       

                

                

         

 



     
       

  

    

          
        

            
       

 



     
       

  

    

        
           

        

         
             
       

 



     
       

  

    

                
          

  

 



     
       

  

     

              
               

               
        

 



     
       

  

    

               
 

 



     
       

  

   

              
   

            
 

               
    

                
            
          

               
           
           

           
    

               
          
   

 



     
       

  

        
  

             
                 

       

            
               

                
            

 











     
       

  

     

             
                   

                  
                

             
 

               
                   

                   
     

                
                  

                  
                 

                 
                 
 

                    
                  

                    
               

 

      

 

 



     
       

  

       

     

      

    

    

    

 



     
       

  

     

             
              

                
                

              
               

             
   

        
          

           
            
    

               
             

                 
                  

   

                   
                  

                 
                 
                  
            

                
                

              
             

                   
                   

 



     
       

  

     

               
               

                  
                

                   
                  

        

    

   

    

   

    

   

    

 

 



NOTE TO FILE

TV48125-CNS-30083: Migraine Day Definition Discrepancy

From: 

Protocol: TV48125-CNS-30083

Date Originated: 29-May-2025

Date Issue was identified: 18-Mar-2025

Topic: Migraine Day Definition Discrepancy

Description: In reviewing the documentation for TV48125-CNS-30083, a discrepancy was 
identified in the definition of a migraine day between the main body of the Statistical Analysis 
Plan with Amendment 04 (SAP; dated: 17 April 2024) and its Appendix B.

The main body of the SAP defines a migraine day as a headache lasting 2 hours and 
accompanied by 1 migraine symptom(s).

In contrast, Appendix B of the SAP provides a more detailed and stringent definition requiring 
multiple symptoms. Specifically, Appendix B defines a migraine day as one where the 
participant has a headache lasting 2 hours plus at least two of the following: at least moderate 
severity, unilateral location, throbbing/pounding quality, and difficulty with usual activities, plus 
one of the following: photophobia and phonophobia, or nausea/vomiting.

The trial analysis was conducted using the definition outlined in Appendix B, which reflects a 
stricter threshold of 2 migraine-related symptoms. This is noted here for clarity and 
transparency.

This discrepancy is not anticipated to impact the trial’s results or conclusions.

Study statistician:                                                                        Director, Statistics:
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