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Simultaneous Deter mination of Paracetamol and Salicylic Acid
in Human Plasma Using Sequential Positive and Negative | onization
Liquid Chromatography-Tandem M ass Spectrometric Detection

DAI Xiao-jian, CHEN Xiao-yan, ZHONG Da-fang
(Shanghai Institute of Materia Medica, Chinese Academy of Sciences, Shanghai 201203, China)

Abstract: A rapid and sensitive liquid chromatographic-tandem mass spectrometric method for simultaneous
determination of paracetamol and salicylic acid was developed and validated. After a simple protein precipitation using
acetonitrile, the analytes and the internal standards were chromatographed on UltimateTM XB-C;g column. Detection
was performed on a tandem spectrometry in multiple reaction monitoring (MRM). An atmospheric pressure chemical
ionization interface was chosen to reduce ion suppression from sample matrix components and provide high sensitivity.
Paracetamol is readily ionized under positive APCI conditions, while salicylic acid required negative APCI conditions to
obtain adequate sensitivity. The method was linear in the concentration range of 0.025-10.0 mg-L™" for each analyte
using 50 pL plasma. The method produced acceptable precision and accuracy over the standard curve range. The method
was successfully employed in a bioavailability and bioequivalence study of benorilate after oral administration of a multi
component formulation to healthy volunteers.
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Fig.l Product ion spectra of(A) paracetamal, (B)ambroxal, (C)salicylic acid and (D)naproxen
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Fig.2 Mean plasma concentration-time curve of paracetamol and salicylic acid after a single oral administration

of amulti component for mulation containing 300 mg benorilate (n = 22)



