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Pharmacokinetics and bioequivalence of doxazosin mesylate extended-release
tablets in healthy Beagle dogs
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Abstract: Objective To develop a validated LC-MS/MS method for determining doxazosin mesylate (Dox) in Beagle dogs, and
investigate the pharmacokinetic profiles and bioequivalence of Dox extended-release tablets. Methods Eight healthy Beagle dogs
were ig given Dox sustained-release tablets or reference tablets of 4 mg in two-cycle, double-crossover and single-dose respectively.
A method for the determination of Dox in plasma by LC-MS/MS was established. The method was validated for precision, accuracy,
recovery, matrix effect and stability. The blood concentration of Dox in plasma was determined before (0 h) and 2, 3, 4, 5, 6, §, 10,
12, 14, 16, 24, 36, 48, 72 h after administration. The pharmacokinetic parameters were calculated by DAS 3.2.8 and its
bioequivalence was evaluated. Results LC-MS/MS methodologies were verified to meet the detection requirements. The main
pharmacokinetic parameters of Dox test and reference preparations after a single dose were as follows: C, . ,(29.998 + 3.725) and
(31.207+5.586) ng/mL; T,,, (11.5+2.33) and (11.25+1.035) h; AUC,, ,(528.549+84.526) and (539.852+94.232) ng-h/mL;
respectively. The 90% confidence intervals of AUC,, , AUC,, and C,  were respectively 84.6% ~ 113.9%, 88.6% ~ 107.5% and
90.2% ~ 104%, which were all within the range of 80% ~ 125%. Conclusion Statistical analysis shows that Dox extended-release
tablets was bioequivalent to reference tablets.
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Fig.1 MS2 full scan mass spectra of Dox and internal standard-prazosin
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Fig. 2 Typical MRM chromatograms of doxazosin and prazosin in plasma
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Table 1 Main pharmacokinetic parameters of Dox in

Beagle dogs (X +s, n =8)
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