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Abstract: A rapid and selective LC-MS/MS method was developed for the simultaneous determination of
cefoperazone and lactamase inhibitor tazobactam in human plasma and urine. Plasma samples were pretreated with
acetonitrile, dryed with N, and reconstructed with mobile phase. Urinary samples were diluted with buffer and
analyzed directly following centrifugation. The post-treatment samples were applied to a prepacked Waters Atlantis
C;s column interfaced with a triple quadrupole tandem mass spectrometer. Negative electrospray ionization was
employed as the ionization source. The mobile phase consisted of ammonium formate-methonal (60:40, V'/V). The
analytes and I.S. cefuroxime were detected by the use of selected reaction monitoring mode. The method was linear
in the concentration range of 20-20 000 pg-L™" for cefoperazone both in plasma and urinary samples, 10-10 000
pg'L™" for tazobactam. The lower limit of quantification (LLOQ) for cefoperazone and tazobactam were 20 and
10 gL', respectively. The intra-day and inter-day relative standard deviation for cefoperazone plasma samples
across three validation runs over the entire concentration range was less than 2.98%. The accuracy determined at
three concentrations (300, 6 000 and 18 000 pg-L ™" for cefoperazone) ranged from 95.69% to 101.93% in terms of
recovery. The chromatographic run time for each plasma sample was less than 5 min. The method herein described
was successfully applied for the evaluation of single and multiple doses pharmacokinetic profiles of
cefoperazone/tazobactam compound preparation in healthy volunteers.
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