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[ ABSTRACT] AIM To establish a LC-MS/MS method for the determination of azithromycin in rabbit
conjunctiva and to study the pharmacokinetics of azithromycin eye drops after single and multiple dose
administration. METHODS  Following a deproteinization procedure, the azithromycin concentrations in conjun-

ctiva were determined by HPLC-MS/MS and the pharmacokinetics were evaluated in 184 New Zealand albino
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rabbits after single and multiple dose of azithromycin eye drops, respectively. Clarithromycin was taken as
internal standard and the samples were eluted utilizing a mobile phase containing of 0.01 mol :L™" ammonium
(containing 0.1% acetic acid) -acetate (25 :75, V/V) and an Ultimate XB-Phenyl column (100 mm x 3.0 mm,
3 pm). ESI and SRM were used with positive ion scans and the mass transition pairs of m/z 748—m/z 590 and
m/z 749—m/z 591 were used to detect internal standard and azithromycin. RESULTS = The method demonstrated
that good linearity ranged from 10.128 to 8 102.4 pg-L™" with r = 0.998 7; the lower limit of quantification for
azithromycin in conjunctiva tissues was 10.128 wg-L™; the intra-and inter-batch precision (RSD) values were
below 10% and the accuracy ranged from 85% to 115%. The main pharmacokinetics of standard formula-tion and
test formulation after single administration were as follows: #,, 2 h versus 2 h; p,. 22.29 pg-g™ versus 21.80 pg-
gy AUC, e 528.0 pg-h-g™ versus 536.5 pwg-h-g™, t,, 25.5 h versus 24.1 h, respectively. The parameters
after multiple administration were as follows: t#,, 8 h versus 8 h; p,. 53.10 pg-g™ versus 51.62 pg-g™; AUC,
15849 pwg-h-g™ versus 1 379.4 pg-h-g™, t,, 28.8 h versus 23.7 h, respectively. There was no significant
difference of the pharmacokinetics characteristics between two formulations. CONCLUSION  The method is

convenient and sensitive. There is a gentle accumulation of azithromycin after multiple administrations.
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