
      

   

  

 

   

   

     

   



     
 

  

 

 

         

   

   
  

 
  

  
   
     

   
   

  
  

  
  

   
  

      
   

    





              
  

    
 

         
          

  

    
   

     

 

                  
     

    

   
  

  
  

  
  

      

               

       
            

      

                  
   

    

 

 

 

         

    
   

 

     

   

    

     

    

     

  

    

  

    
   

  

    
              



     
 

  

 

 





 

  
  

   
   

 
 

 
 

  
  

 

  

  
  

 
  

 
 

 
  

 

  
 

  

   
  

   
  

 

    

          
            
         

          
             
   

         
                 

             
        

      
              

               
                 

        
   

               
              
            

              
                
               

            
       

  
                  

   
                 

                
  

           
            

                 
         

           
                      
       

  
                 

               
     

   
 

            
           
             

            
          

            
                

  
               

               
         

           
              

      
            

           
            

                
                

        
           
        

             
          

            
             

 
              

          
            

    
              

              
             

          
     
            

             
             

           
            
        

  
             

             
             

          
    

                
            

         
           

    
            

      
              

            
 

       



        
          

       
       

          

       
              
          

  
   
          

          
              

 
 
           

        
         

          
           

          
       

    

              

             
           

        
         

             
    

        
              

 

              
         

 

 

         
       

         
        

        
         

            

  
               

               
         

           
              

       
            

           
            

                
                 

        
           
        

             
          

            
             

 
              

          
            

    
              

              
             

          
     

             
             

             
           

           
         

  
             

             
             
         

     
                

            
         

           
    

            
      

              
            

 
       





      

      
     

    

   

       
          

  

      
        
        

          

       
     

       
        

  
  

     
      

         
        

         
        

         
        

          
           

         

 
 

      
     

        
         

     
         

        
 

         
      

    
        

        
         

      

    
   

 
 

    
   
   
      

    

    

     
   

  

      

 

   
     

    

 

     
      

   
    

 

  
   

 

   
   
     
 

  

   
   
 

  
  
   

  
  
  
  

    
 

    
 

    
  

    

    

  
  

    

   

  
  

  
  

   

   

  
  

    

 
 

   
 
 

  
  

  
  
 

  
 

   
 

    

  
 

     

  
  

  
  

   
 

  
   

    
  

 
 
 
 

 
 
 

 

 

   



     
 

  

 

  





     
 

  

 

   
 









              
         

             
           
           

            
          

          
        

           
          

      
             

        
          

           
           

          
           
         

           
          
     

          
        
            

       
            

    
          

           
             
           

         
          

        

              
           

          

              
          

         
          

         
           

         
        

         
         

        
    

           
           

            
             

           
           

          
          
          

         
    

            
          

          
          

           
        

          
          

 

  

          

       

     
         

          
           

          
         

          
        

          
         

        
        
       

          
       

         
           

          
   

             
            

   
          

      
         

          
           

          
           
 

          
          

 
        

           
        

         
           

           
   
          

         
             

         
              

        
         
            

           
          

          
            

          
    

           
        

          
         

         
         

            
            

       
           

            
          

        
          

           
       



          

           

          
         

         
        

          

              

           

           

           

           

              

    
        

         

 
         

          

        

          
        

       

        
           

          
          

        
         

         
        

     

          
           

         

          
        

         

           
           

        

        

            

         
     

           

          

         

        

         

        

        

         

         

           

           

       

            

           

            

          
         

          
        

           

          

          

          

            

          

         
             

           

    
            

            

            

            

 
         

              

           

         
           

          

 
        

           

         

         

        

         

         

          
           

         

            
     

         

  
          

         

         

          
           

           
          

         
         

       
         

             
         

        

         
            

           

           

 
          

              

           

          

             

    

          

       

        

          

            

            

           

       

  
           

          

       

           
        

          

       



concerning any other treat ment given previously o r concurrently. 
and a full statement of adverse effects and useful results observed, 
together with an opin ion a.s to whether such effects or results are 
at tributable to the drug under investigation and a statement of 
where the underlying data are available for inspection. Ordinarily, 
the reports of clinical studies will not be regarded as adequate 
unless they include reports from more than one independent, 
competent invest igator who maintains adequate case histories of 
an adequate numb er of subjects, designed to record observat ions 
and permit evaluat ion of any and al l d iscernible effects 
attribu table to the drug in each individual treated and comparable 
records on any ind ividua ls emplo yed as controls. An application 
for a combinat ion drug may be refused unless there is substan tial 
evidence that each ingredient designated as active makes a 
contribution to the total effect claimed for the drug combination. 
Except when the disease for which the drug is being tested occurs 
with such infrequency in the United States as to make testing 
impractical, some of the investigations should be performed by 
competent investigators within the United States. 

d. Attach as a separate section a completed Form FD-1639, 
Drug Experience Report (obtainable, with instruct ions. on request 
from the Food and Drug Admin istrati6n, Department of HEW. 
5600 Fishers Lane, Rockville, Maryland 20852), fo r each actverse 
experience or. if feasible. for each subject or patient experiencing 
one or more adverse effects, described in I tern 12c, whether or not 
full information is availab le. Form FD-1639 should b e prepared by 
the applicant if the adverse experience was not reported in such 
form by the investigator. The Drug Experience Report should be 
cross-referenced to any narrative description included in hem 12c. 
In lieu of a F D Form 1639, a computer-generated report may be 
submitted if equivalent in all elements of information with the 
identical enumerated sequence of events and methods of 
completion; all formats proposed for such use will require initial 
review and approval by the Food arid Drug Administration. 

e. All informat ion pertinent to an eva luation of the safetY and 
effectiveness of the drug received or otherwise obta ined by the 
applicant from any source, including info rmat ion derived from 
other investigations or commercial marketing (for example, 

outside the United States). or reports in th e' scientifi~ ~~~'<'·t"'1 
involving the d rug that is the subject of the a pplicat ion &ttul~·ft!ll·' 
drugs. An adequate summary may be acceptable in lieu of a 
reprint of a published report which only supports other data 
submitted. Reprints are not required of reports in designated 
jOurnals, listed in §310.9 of the new-drug regulations, about 
related drugs; a bibliography will suff ice. Include th_e evaluation of 
the safety or effectiveness of the drug that has been made by the 
applicant's medica l depa rtment, expert committee, or consul tants. 

f. If the drug is a combinat ion of previously investigated or 
marketed drugs, an adeq4ate summary o f preexisting information 
from ·preclinical and c linical investigat ion and experience with its 
components. including all reports received or otherwise obtained 
by the applicant suggesting side effects, contraindications, and 
ineffectiveness in use of such components. Such summary should 
include an adequate bibliography of publications about the 
components and may incorporate by reference information 
concerning such components previously submitted by the 
applicant to the Food and Drug Administration. 

g. The complete composition and/or method of manufacture 
of the new d rug used in each submitted report of investigation 
should be shown to the extent necessary to establish its identity, 
strength , q uality, and purity if it differs from the description in 
Item 6 , 7, o r 8 of the ap plication. 

11. In vivo bioavailability data or information to permit waiver 
of this requ irement in accordance with Subpart B of Part 320 (21 
CFR' Part 320, Subpart B). 

13. If this is a supplementa l apPlication, full info rmation on 
each p roposed change concerning any statement made in the 
approved application. 
Observe the provisions of §314.8 of the new-drug regulations 
concerning supplemental applications. 

14. [Reserved l 
15. The appl icant is required to submit an environmental 

impact analysis report ana lyzing the environmental impact of the 
manufactu ring process and the ul timate use or consumption o f the 
drug pursuant to § 6.1 of th is c hap ter. 

Mead Johnson & Co . 

(Responsible official or agent) 

sociate Di rector 
Re gn] atb:cy Af fairs 

(Indicate authority) 

(Warning: A willfully false statement is a criminal offense. U.S.C. Tittle 18, sec. 1 001.) 

Note: This application must be signed by the applicant or by an authorized attorney, agent, or official. If the applicant or 
such authorized representat ive does not reside or have a place of business within the Uni ted States, the application must also 
furnish the name and post office address of and must be countersigned by an authorized attorney, agent, or official residing 
or maintaining a place of business wi thin the United States. 
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