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Abgtract: A sensitive and specific LC-MS/MS-based methods for measurement of plasma TSN, SAA, SAB, and SAD
was developed to support the pharmacokinetic evaluation of Cardiotonic pills. The negative ion ESI gave a high
ionization efficiency for the analytes. The precursor-to-product ion pairs m/z 197—135, 137—108, 493—295, 717—519,
and 417—197 were used for sensitive and specific SRM of TSN, PCA, SAA, SAB, and SAD, respectively. For the best
measurement of the analytes, two methods were developed, i.e., one for determination of plasma TSN and the other one
for simultaneous determination of plasma PCA, SAA, SAB, and SAD. The sample preparation both involved acidifying
the plasma sample with HCI following EtOAc-based liquid-liquid extraction. Matrix-matched standard curves are 2.74 -
2 000 pg'L ' for TSN, 1.37 or 4.12-1 000 pg'L "' for PCA, SAA, SAB, and SAD, with correlation coefficients > 0.99.
The inter- and intra-day accuracy and precision are 90%-112% and 2.5%-15%, respectively. Further, the applicability of
the analytical methods is demonstrated in a pilot plasma pharmacokinetics study in a beagle dog receiving an intravenous
dose of injectable extract from Cardiotonic pills.
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