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A Comparative Study of the Influence of Niflumic Acid

and Phenylbutazone on Warfarin-Plasma Protein Binding

Abstract—To determine in vitro effects of phenylbutazone and niflumic acid on warfarin binding to
rabbit serum protein, warfarin was added to the rabbit plasma, and the bound fraction was determined by
warfarin-protein complex fluorescence. The bound fraction was decreased by phenylbtazone and niflumic
acid. From this effect niflumic acid was found to have the more potent ability to displace warfarin from

protein binding sites than phenylbutazone.
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Fig. 1—Fluorescence emission spectra of RSA- Fig. 2—Fluorescence emission spectra of rabbit

warfarin complex (A), rabbit plasma- plasma (0.2m//m/) in pH 7.4 tris

warfarin complex (B), warfarin (C), buffer (A). Spectra B is the emission
and rabbit plasma (D) in pH 7.4 tris spectra of warfarin-plasma complex by
buffer. Ex wavelength: 319 nm. (Plasma addition of warfarin (10 meg/ml),

concentration (. 025 m/,/mi} spectra C is the spectra of warfarin in

pH 7.4 tiis buffer. (Ex. 319 nm)
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Ful (LR RSA = 3) & ] warfarin & “Hale] Al7]= AslEslel Bosgch rage
0.2ml/ml 2] ¥ %ol 4 ol9nm o ol 7l =hAe] o dte] @ 3}FsbA 439nm OM AP LA =& 743
= gt shx 3 glolen] RSA Sl& Ay zHo] A dspasl EelE vhehlx] okgk

o} (Fig. 2 9] A).
=3 0.2ml/ml 8] 7FEE Ao warfarin 10ug/ml FEE 7heE S wWe] Av] =S
¥ Eebi= Fig. 29 B b =3l 71283 0. 025ml/ml 292k warfarin )
e A

A7e BF7AEE 712 A warfarin & 0. 2~20pg/ml 744 2] 58 9] o]
7hetgd ot (Fig. 3).
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Fig. 3-—Fluorescence titration curve of rabbit Fig. 4—Effect of niflumic acid on plasma protein binding
plasma with warfarin in pH 7.4 tris of warfarin in rabbit.
buffer. (a) Plasma concentration: 0.2ml/ml, warfarin

concentration: 1ug/ml.

(b) Plasma concentration: 0. 2m//m/, warfarin
concentration: 10uxg/mi:

(¢) Plasma concentration: 0.025m//ml,

warfarin concentration: 1.54ug/ml.
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