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Pharmacokinetics of Amlodipine Besylate/Benazepril Hydrochloride Combination Tablets in Healthy
Volunteers
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ABSTRACT: OBJECTIVE The pharmacokinetics of amlodipine besylate and benazepril hydrochloride was investigated in
male healthy volunteers after single and multiple administrations of amlodipine besylate/benazepril hydrochloride combination
tablets. METHODS Concentrations of amlodipine, benazepril and benazeprilat were determined by LC-MS/MS and the
pharmacokinetic parameters were calculated with software DAS. RESULTS The pharmacokinetic parameters of amlodipine,
benazepril and benazeprilat from single-dose study were as follows: #;, were (47.3£10.6), (1.3+0.4) and (4.5+£0.6)h, Cy,.x were
(6.4%1.5), (136.5+40.2) and (158.3%46.7)ug'L™!, AUC,, were (267.7£88.4), (144.3+46.7) and (891.4£265.4)ug-h-L™",
respectively. The pharmacokinetic parameters of amlodipine, benazepril and benazeprilat from multiple-dose study were as
follows: #;,, were (45.128.7), (1.42£0.4) and (5.320.8)h, Cpy were (8.241.8), (142.4+47.5) and (165.2+40.8)ug-L™", AUC,. were
(413.5£102.4), (155.7£52.8) and (915.7+316.9)ug'h-L™", R were (1.6£0.6), (1.0+0.1) and (1.2+0.1), respectively.
CONCLUSION The results suggested that the absorption and elimination rates of amlodipine, benazepril and benazeprilat
were not changed after multiple oral administrations, but there was slight accumulation of amlodipine besylate in plasma found
after repeated administration.

KEY WORDS: amlodipine besylate/benazepril hydrochloride combination tablets; pharmacokinetics; LC-MS/MS; amlodipine;
benazepril; benazeprilat
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Fig 1 Chromatograms of amlodipine, benazepril, benazeprilat and IS determined by LC-MS/MS in multiple reaction onitoring

(MRM) scan mode

A-blank serum; B—blank serum spiked with amlodipine, benazepril, benazeprilat and internal standard (IS); C—serum sample from healthy volunteers;
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Fig 2 The mean concentration-time curve of amlodipine, benazepril and benazeprilat after single and multiple doses of
amlodipine besylate/benazepril hydrochloride combination tablets (n=10)

A—amlodipine; B—benazepril; C—benazeprilat
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®3 BRAERZANEORET KERAANT/RRINMERN 5N ELH ¥ 55 (n=10)
Tab 3 The pharmacokinetic parameters of amlodipine, benazepril and benazeprilat after single and multiple doses of
amlodipine besylate/benazepril hydrochloride combination tablets (n=10)
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