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[bookmark: N109C1]
Summary


The interaction between warfarin and the new lipid lowering agent halofenate (MK 185) [2 - acetamidoethyl (p-chlorophenyl) (m-trifluoromethylphenoxy) acetate] was studied in dogs in both short- and long-term experiments. Our data suggest that halofenate potentiates the anticoagulant effect of warfarin by increasing the degradation of prothrombin (factor II) (Kdeg on placebo = 211 ± 32 × 10−4 × Hr−1 mean ± SEM; on halofenate = 268 ± 39 × 10−4 × Hr−1 mean ± SEM; P < 0.01). However, a concomitant increase in factor II synthesis of 34% results in resistance to warfarin’s effect if halofenate is administered prior to warfarin. The mean prothrombin time of 4 dogs on 2 mg of warfarin following halofenate pretreatment for 8 weeks was 74.8% ± 17.3 (SE) of the anticoagulated control dog. On 2 mg of warfarin alone, it was 133.7% ± 42.0 (P < 0.001). Cessation of halofenate from combined therapy results in a delayed augmentation of warfarin effect. These data suggest that the nature of the interaction between warfarin and drugs such as halofenate which alter the kinetics of prothrombin may depend on the sequence of administration.


[bookmark: FN1403-1]


* Assistant Professor of Pharmacology and Toxicology and of Medicine.




[bookmark: FN1403-2]


** Professor of Medicine.







 

[bookmark: ]

[bookmark: N109FA]
	
References


	
[bookmark: BR1403-1]1 

Alexander B. 

1955. Estimation of plasma prothrombin by the one-stage method. In: 

Tocantins L. M. 

(ed.) 
The Coagulation of Blood; Methods of Study. Grune &Stratton, Inc.; New York.: 89. 





Google Scholar





	
[bookmark: JR1403-2]2 

Hellemans J, 


Vorlat M, 

and 

Verstraete M. 

1963; Survival time of prothrombin! and factors VII, IX, and X after complete synthesis blocking dores of coumarin derivatives. British Journal of Haematology 9: 506. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR1403-3]3 

Hucker H. B, 


Grady L. T, 


Michniewicz B. M, 


Stauffer S. C, 


White S. E, 


Maha G. E, 

and 

Mc Mahon F. G. 

1971; Metabolism of a new hypolipidemic agent, 2 acetamidoethyl (p-chlorophenyl) (m-trifluoromethylphenoxy) acetate (Halofenate) in the rat, dog, rhesus monkey, and man. Journal of Pharmacology and Experimental Therapeutics 179: 359. 





PubMedGoogle Scholar





	
[bookmark: JR1403-4]4 

Hucker H. B, 


Staitffer S. C, 

and 

White S. E. 

1972; Effect of halofenate on binding of various drugs to human plasma proteins and on the plasma half-life of antipyrine in monkeys. Journal of Pharmacologic Sciences 61: 1490. 





PubMedGoogle Scholar





	
[bookmark: JR1403-5]5 

Mc Mahon F. G, 


Jain A, 


Ryan J. R, 

and 

Hague D. 

1970; Some effects of MK 185 on lipid and uric acid metabolism in man. University of Michigan Medical Journal 36: 247. 





PubMedGoogle Scholar





	
[bookmark: JR1403-6]6 

Nagashima R, 


O’Reilly R. A, 

and 

Levy G. 

1969; Kinetics of pharmacologic effects in man: The anticoagulant action of warfarin. Clinical Pharmacology and Therapeutics 10: 22. 





PubMedGoogle Scholar





	
[bookmark: JR1403-7]7 

O’Reilly R. A, 


Sahud M. A, 

and 

Robinson A. J. 

1972; Studies on the interaction of warfarin and Clofibrate in man. Thrombosis et Diathesis Haemorrhagica 27: 309. 





PubMedGoogle Scholar





	
[bookmark: JR1403-8]8 

Vesell E. S, 

and 

Passanti G. T. 

1972; Differential effects of chronic halofenate administration on drug metabolism in man. Federation Proceedings 32: 538. 





PubMedGoogle Scholar





	
[bookmark: JR1403-9]9 

Ware A. G, 

and 

Stragnell R. 

1952; An improved one-stage prothrombin method. American Journal of Clinical Pathology 22: 791. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR1403-10]10 

Weintraub M, 


Breckenridge R. T, 

and 

Griner P. F. 

1973; The effects of dextro -thyroxine on the kinetics of prothrombin activity : Proposed mechanism of the potentiation of warfarin by D-thyroxine. Journal of Laboratory and Clinical Medicine 81: 273. 





PubMedGoogle Scholar










 









    
  

  
    
      
        


      

    

    
      
        
        


      

    

  


  

  
  
    
      
      
    
    
      
        
        
      

    
  




  
  
    
      
      
    
    
      
        
        
      

    
  



  







    
    


















  






      

      

  
    Top of Page
  

  
    
      ©  Georg Thieme Verlag KG | 
      
      
        Imprint |
        Privacy policy statement |
      
      Smartphone Version
      

      
        Your Current IP Address: 34.239.227.49
      

    

    

  




      


  
    
  
  
  
    
    
      
        
        
        
        
      
      
      
      
    
  
  




    

    






    

    
      
        
      
    

    
    


    
      
      
      
    

  