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Azapropazone, a non-steroidal anti-inflammatory agent has been shown clinically 
to potentiate the action of warfarin (Powell-Jackson, 1 9 7 7 ;  Green e t  a2 1 9 7 7 ) .  
One possible mechanism of this drug interaction is a displacement of warfarin 
from its albumin binding sites by azapropazone giving rise to increased levels 
of free (non-protein bound), pharmacologically active warfarin in the plasma. 
Another mechanism may be induced changes in warfarin isomer metabolism by 
azapropazone. Preliminary investigations (McElnay and D'Arcy, 1 9 7 7 )  using pure 
albumin showed that azapropazone decreased warfarin binding. 
of importance to determine to what extent this displacement occurred in human 
serum over a range of azapropazone concentrations. 

The technique used in the present study was equilibrium dialysis (Harron e t  nZ, 
1 9 7 8 ) .  
receiving drug therapy. The separated serum was pooled, assayed for protein 
content and 1 ml samples were then dialysed (30 hours, 37OC) against 1 ml volumes 
of isotonic phosphate buffer (pH 7 . 4 ) .  The buffer contained racemic 14C-warfarin 
( 1 . 3 4  pg ml-'); these concentrations were used 
in a previous warfarin/ibuprofen study (Slattery and Levy, 1 9 7 7 ) .  Serum and 
buffer samples were then assayed using liquid scintillation counting. These assay 
results allowed the percentage of bound ( 9 9 . 2 1 9 % )  and free ( 0 . 7 8 1 % )  form warfarin 
to be determined. Free fraction ratio values (Slattery and Levy, 1 9 7 7 )  for 
warfarin in combination with azapropazone were then calculated by expressing 
the increases in free form warfarin, due t o  azapropazone displacement, as a 
ratio of the free form warfarin alone. These values (fig.1) increased 
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Fig.1. Changes in warfarin free 
fraction ratios over a range of 
serum azapropazone concentrations. 
Serum contained - (1) Albumin 
47 g L-l ( 2 )  Globulins 24  g L-'. 
Each point is the average of 4 
individual determinations. 
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Blood levels of azapropazone on a dosage regimen of 3 x 300  mg daily may reach 
9 6 . 5  ug ml-l (Leach, 1 9 7 6 ) ;  at this concentration the free fraction of warfarin 
would increase by about 40% and this would be expected to give increased 
anticoagulation. 

Green, A.E., Hort, J.F. & others ( 1 9 7 7 ) .  Brit. med. J., 1, 1 5 3 2 .  
Harron, D.W.G., McElnay, J.C. & others ( 1 9 7 8 ) .  Int. J. Pharmaceut., 1, 61-64 
Leach, H. ( 1 9 7 6 ) .  Curr. med. Res. and Op., 4 ,  35-43.  
McElnay, J.C. and D'Arcy, P.F. ( 1 9 7 7 ) .  Brit. med. J . ,  2 ,  773 -774 .  
Powell-Jackson, P.R. ( 1 9 7 7 ) .  Brit. med. J., 1, 1193-1194 .  
Slattery, J.T. and Levy, G. ( 1 9 7 7 ) .  J. Pharm. Sci., 6 6 ,  1 0 6 0 .  




