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Abstract

Bioequivalence and dissolution testing of 50 mg and 100 mg of
two generic atenolol tablets (Prenolol®, Berlin Pharmaceutical and
Tenolol®, Siam Pharmaceutical) were compared to the innovative product
(Tenormin®, Zeneca [East Asiatic]). The first part involved dissolution
testing. Six tablets of each preparation were randomly sampled to

determine the dissolution compliance using the rotating paddle method



(the USP Apparatus II). The second part involved the pharmacokinetics
and bioequivalence testing following a single oral administration. Each
preparation was administered to twelve healthy Thai volunteers according
to a randomized balance two-way crossover design with one week
washout period. After drug administration, serial blood samples were
collected over a period of 24 h and 30 h for 50 mg and 100 mg atenolol
preparations, respectively. Atenolo! plasma concentrations were
measured using an HPLC technique. The results showed that means
percents dissolution of all preparations at 45 minutes were more than
90% which complied with the standard requirement of the USP. The
average pharmacokinetic parameters of T,,, V4 and Cl of all preparations
were comparable. The parametric means (with 90% confidence intervals)

ZLeno0L were 1.23 (1.07-1.38) and 1.16 (1.05-

Tenor min

for C,_,, and AUC,, of

1.27) for 50 mg doses, as well as 1.13 (0.95-1.31) and 1.10 (1.00-1.20)
for 100 mg doses, respectively. Similarly, the parametric means (with

Ternolol

90% confidence intervals) for C_,, and AUC,_ of ——— were 1.17
Tenor min

(1.00-1.34) and 1.08 (0.96-1.19), as well as 0.94 (0.77-1.12) and 0.98
(0.84-1.14) for 50 mg and 100 mg doses, respectively. These values
complied with the acceptable bicequivalence range of 0.70-1.43 and 0.80-
1.25 for ratios of C_,, and AUC,, respectively. The parametric point
estimates of the mean differences of T,,, were 0.38 h and -0.33 h for 50
mg [Prenolol®-Tenormin®] and 50 mg [Tenolol®-Tenormin®],
respectively. Likewise, the parametric point estimates of the mean

differences of T, between 100 mg [Prenolol®-Tenormin®] and 100 mg
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[Tenolol®- Tenormin®] were 0.33 h and -0.06 h, respectively. These
values were well within the stipulated bioequivalence ranges for the T,,,
differences (+ 20% of the T, of the reference formulation) of + 0.58 h
and + 0.72 h for 50 mg and 100 mg preparations, respectively. Based on
the result of this study, 50 mg and 100 mg of the two generic atenolol
preparations [Prenolol®and Tenolol®] were bioequivalent to the innovator
[Tenormin®] with respect to the extent and rate of absorption [AUC,_,,

Coax and T, . ].
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