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Effects of Pyruvic Acid on Acetylation of Drugs.
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Polymorphism is an important factor that affect the metabolism of drugs. Mechanism of acetylation polymorphism is more certain in
recent decade. Most of the related researches focus on the N-acetyltransferase. However, in our previous report, we indicated that



there were different level of endogenous pyruvic acid concentration between slow and rapid acetylation rabbits. There also existed a
reverse relationship between acetylation and pyruvate-conjugation of INH. The purpose of this study was to assess the influence of
pyruvic acid on the pharmacokinetics of sulfadiazine in rabbits. Acetylation phenotype of rabbits were determined by using
sulfadiazine as an indicating drug, and there were twelve slow acetylation rabbits and fourteen rapid acetylation rabbits used in this
experiments. After different dose administration of pyruvic acid (100mg/kg-200mg/kg), elimination of pyruvic acid represent a dose
independence in rabbits. AUC (area under curve) is proportional to various doses (time: from 0 to infinite, Y=21.570X-535.508, t/sup
2/=0.9396; time: from 0 to 40 min, Y=12.275X-518.391, t/sup 2/=0.9997). There were no significant differences between acetylation
phenotype and the elimination of pyruvic acid. (p>0.05)< Maintaining 100mg/ml plasma concentration of pyruvic acid by V.
infusion to rabbits, the influences of pyruvic acid to the elimination of sulfadiazine were evaluated. ANOV A was used to analysis the
differences of pharmacokinetic parameters of sulfadiazine between control and PA infused rabbits. On rapid acetylators, there were no
significant differences in all pharmacokinetic parameters (p>0.05). On the other way, difference of .beta.-half life in slow acetylators
were obtained (p<0.01). .beta.-half life were 115.74.plmin.37.41 min in control and 62.96.plmin.13.09 min in PA infused. The reason
of influence of PA on slow acetylation rabbits may be pyruvic acid enhance the acetylation of sulfadiazine or the conjugation of
pyruvic acid and sulfadiazine.



