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ABSTRACT Objective: To determine ivabradine in human plasma by a LC/MS/MS method, and to investigate its pharmacokinetics.

Methods: Ivabradine concentrations in plasma were determined by LC-MS/MS. The test and reference formulations of ivabradine were

given to 30 healthy male volunteers. Results: The linear range for rosuvastatin was 0.101-101 ng-mL-1(r = 0.998). The quantitation limit

for rosuvastatin was 0.101 ng-mL". The draw recovery rates were 93.2 %, 86.6 % and 87.5 %, and RSD for intra-day and inter-day was

both less than 15 %. Conclusion: LC-MS/MS method is sensitive, accurate and simple, and suitable for the study on pharmacokinetic of

ivabradine in human.
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Fig.2 Full scan MS/MS spectra of ivabradine (A) and internal standard of
diazepam (B)
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Fig.3 Determination the typical Chromatograms of ivabradine and L.S. (diazepam) by MRM scan mode in human plasma samples:
A:Chromatogram of blank plasma;B:Chromatogram of ivabradine;
C:Chromatogram of I.S.;D:Chromatogram of plasma spiked with ivabradine and .S
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Fig.4 Average plasma concentration-time curves of ivabradine tablets CI8
after a single oral does of 2.5 mg, 5.0 mg and 7.5 mg in 30 volunteers 0.1 ng/ml 13.3 min P9,
1 2.5mg.5.0mg 7.5mg

Tab.1 The main pharmacokinetics parameters of ivabradine tablets after a single oral does of 2.5 mg, 5.0 mg and 7.5 mg

in healthy volunteers x* s, n=30

Group
Parameter
2.5mg 5.0mg 7.5mg
Cmax/ng-mL" 14.92+ 4.05 35.98+ 8.68 48.62% 9.62
Tmax/h 0.85% 0.43 1.15+ 0.24 1.00£ 0.46
AUCO-t/ng-h-mL" 64.23% 13.87 169.60+ 33.09 215.92+ 57.21
AUCO0-= /ng-h-mL" 64.88+ 13.97 171.19+ 33.45 217.95+ 56.42
t1/2/h 3.87+ 1.30 5.03% 1.19 5.00+ 1.84
CL/F/L-h" 0.04+ 0.01 0.03+ 0.01 0.04+ 0.01
Vd/F/L 0.23%+ 0.09 0.21% 0.03 0.26% 0.10q

2.5 min
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