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ABSTRACT 

 The objective of the study was to assess the bioequivalence of two oral 

formulations of donepezil HCl, a cholinesterase inhibitor in 20 healthy Thai male 

volunteers.  The study was conducted as a randomized, balance two-period, two-

sequence crossover design with a three-week washout period.  A single dose of  5-

mg donepezil either the reference formulation (Aricept®) or the test formulation was 

given after overnight fast.  Blood samples were collected before and at 1, 2, 3, 4, 5, 

6, 8, 12, 24, 48, 72, 96, 120, 144, 168, 192 and 216 h after drug administration.  

Plasma donepezil concentrations were determined by using high performance liquid 

chromatography (HPLC) with UV detection.  The linearity of the calibration curve (r2) 

were  0.9988 and the lower limit of quantification was 2.0 ng/ml.  The 

pharmacokinetic parameters were analyzed by non-compartmental analysis, thereafter 

the analysis of variance (ANOVA) was carried out using logarithmically transformed
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data of the AUC, Cmax and untransformed Tmax for bioequivalence analysis.

Bioequivalence was obtained according to 90% confidence interval (90%CI) of the 

difference between formulations within 0.8-1.25 for the AUC and Cmax.  The results 

showed that the median Tmax of the test and the reference (2 h) were similar and the 

mean (90%CI) for the Tmax difference of 0.05 [(-0.19)-0.29] was within the 

bioequivalence range of  ± 0.41 h (  20%  of  the  Tmax of the reference product). The 

mean (90% CI) for the ratios T est
R eference

 were 1.07 (1.02-1.13), 1.08 (1.02-1.14) 

and 1.08 (0.99-1.17), respectively for AUC0-t, AUC0-  and Cmax.  Since these values 

were within the bioequivalence range, this study demonstrated the bioequivalence of 

the two preparations. 
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(non-compartmental model) 
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