
     

   
         

  

               
             
                  
  

      
 

 

 

 

 
 

  

   



    

 

 
 

 
 

 

       
 

 

 

   

  

   

   

  

  
  

   
    

   
 

   
  

  
 

 

 

  

              
  

       
    

      
  

      
       

(b) (4)



     

          
 

             
           

              
            
             

            
          

     



     

     

   
 

  

  

 

         

 

   
  

     

   
      

    

   



     

 

   

 
 
 

 
 

   

 
 

 
 

 

 

       

  

      

  

      
 

       

 

      

       

          
   

   

            
            

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



     

 
     

      
 

     

      

 
       

      

 
      

       

         

              

 

        

     

        
 

          

      

       

  
 

    

   
     

   
    

     

   

              

             
   



     

  

 
     

     
 

 

         

       

        

 
        

        

       

            

 
        

 
      

        

       

        

      

      

 
  

 

       
      

 
  
  

    

      

         

           

   

           
   



     

 
      
 

          
            

    
            

    
           

            

       
    

      
  

      
       

         

    

 
   

   

 

  
 

 
 

(b) (4)



     

   

     

     

  
 

 

   

     

    

     

        

        

  
  

  

       

           
   



     

  

 

 
 

 

    
       

       
    

      
  

         

    

   
       

   

 

 

 
 

 
 

     
             

       
    
        
  

     
           

 
      

   



    

      

 
   

  

 
 

  
 

       
        

       
       

      
   

    
    

    
   

   

   

   
     

   
 

 
 

 

     
           

        
      

      
 

     
     

    
   

              
       

   



     

 
 

        
         

        
      
       

 
     
   

    
    

             
       

       
   

             
              

            
          

           
            

        
     

          
 

                
             

 

       
    

      
  

      
       

(b) (4)



     

   

  

       
 

  

      

     
      

    

     
 

    

   

              
       

             

               
     

             
     

      

             
  

            
  



     

              
               

            

   
   

 

        
    

     
      

                
    
       

   

       
   

 

       

     

      
     

                
    
       

   

               
              

            

      
          

       

       
        

      
  

      
       



     

     

    

    
    

  

      

 
   

   

 

    

   

           
             
             

                
      

         

 

          

           
             

         
      

          
         

        
            

      
         

       

           
              



    

             
      

   
  

 

 
 

  
     

       
    

   
  

 
 

         
         

    
       

   

 

 



     

          
     

    
 

  

    

 

 

  
  

 

   
   

 

      
  

  

     
  

         
         

       
           

   

     

 
                

           
    

       
   

      
            

      
     



     

         

               
       

             
               

  

 

  
  

   

         
   

       
         

               
             

           

           
            

             
             

    

          
              

      

         
            

            



Reviewer: Elmore, C. Lee, Ph.D. NDA No.22-363

MICRONUCLEUS ASSAY IN RATS - RESULTS
-- -- ._..-..-......-...._......."'-"-- -- ._-." ......._.._..-.. ..._--, '''"'-''--.-'-''-'-' ..~._~.'.._'-..__. ._---..._....__.-_....-."..._.._..---_.._..,-------.....

'uab.:- ot "_tei '" If\l...t aC
Daae Hu.bel" of PCBs ..

cdii I " (M..n

errthl'Ocrtes Q PCB/B C"L ..
Co.pound Caa/t9/day) snilisi. observod KUMbet ot '" S.D.) observed M.an '" s.%). Mtn.-Xu:.
o.s" CII . . 6000 S 0.08 '" 0.08 6000 26.42 '" 1.69 24.20 - 21.60

Z . 6000 . I o.OT '" 0.01 6aao 26." '" . .ZI zS.iø - 21.00
1fK-'Ol I. . 6000 . 0.10 '" 0.0' fOOO Z7.Z. '" I." 2l.1D - 30.10

10 (SO) . 6000 7 0.12 '" 0.12 4000 26." '" 1.31 24.00 - 21.90

M Polycbco..tic erythcocrtes
w ..icl'oauc1..ted polrc1ro..Uc erythrocyt..
a Tot.i DqttirocJ't.. (polychro..Ue: and noi:.ochi:oaatic erytbirouyt..)
~_~. r.t~a Of-.~~~~tic errtMocr~~tal erytbroertes

(Sponsor, M4, KW921 17, p4)

I A819- Sinil' cell gel(SCG)åssayofNK-104with mice (ComelAssay) Key findings: .. .
. NK - 104 was negative for genotoxicity in an in vivo! in vitro Comet Assay after twice

administering NK -104 in mice at 500 mg/kg.

Volume #, and page #: M4, 3140, 1-22
Conducting laboratory and location: 
Date of study initiation: May 15, 1992
GLP compliance: Yes.
QA reports: yes (X) no ( )
Drug, lot number, and purity: NK-I04, NKOIIN06M, 99.9% purity

Methods:

Strains/species/cell line: Slc:ICR(SPF) mouse

Doses used in definitive study:

Group
Dosage Admstraton Nwnber of anmas and

(mwg) ti~ anma ID No.

Vehicle control 10mLlkg 2 S (1001 to 1(05)

12S 2 5 riiOl to iiosi

Tes substace 2S0 2 5 (1201 to 120S)

SOO 2 S (1301 to 130S1

Positive control. 300 1 S (1401 to 14OS)

COMET ASSAY IN MICE- GROUP ASSIGNMENTS

(Sponsor, M4, A819, p21)

Basis of dose selection: Dose selection was based upon results of study RFG251 0, in
which the lethal dose ofNK-104 in mice was determined to be 1000 mg/g after
administering a single oral dose. Decreases in locomotor activity were noted at 500 in
males. Therefore the high dose was set at 500 mg/kg in male mice in this Comet assay.

Negative controls: Negative controls were administered 0.5% carboxymethylcellulose in

water.
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