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ABSTRACT
Carvedilol is a third-generation, nonselective 1-blocker that also possesses ;-

adrenergic blocking and antioxidants . Carvedilol is a multiple action oral
antihypertensive drug. This study was performed to compare the bioequivalence of a
locally made oral tablet (test product) of carvedilol with the innovator’s product
(reference product) by using data from plasma carvedilol concentration. Twenty-four
Thai healthy volunteers participated in the study that was of a crossover design, with
a one week wash-out period. After an overnight fast, a single 25 mg carvedilol tablet
of either the reference product or the test product was orally administered to each
subject. A venous blood sample of five milliliters was drawn prior to dosing and at
0.5,0.75,1,1.5,2,2.5,3,6,9, 12 and 24 hours after dosing. HPLC/fluorescence was
used to analyze the plasma sample for total carvedilol concentration.

The results showed that the maximum carvedilol concentration (Cyax) of all
subjects range from 23.3 to 96.9 and 31.0 to 101 ng/ml in reference and test product,
respectively. Mean + SEM of area under the plasma concentration-time profile curve
from time zero to last time (AUC.,s) was 231 + 15.2 and 224 + 17.2 hr*ng/ml in
reference and test product, respectively. Mean + SEM of area under the plasma
concentration-time profile curve from time zero to infinity time from observed
(AUC.inf (observed)) Was 246 + 16.9 and 238 + 19.8 hr*ng/ml in reference and test
product, respectively. Mean time to reach maximum plasma concentration (Tp,x) was
1.01 and 1.03 hours in reference and test product, respectively. Pharmacokinetic
parameters of carvedilol from all subjects were analyzed by the WinNonlin
professional edition version 3.1. This program was used for noncompartmental and
bioequivalence analysis. The difference mean Cpax, AUCq.1as¢ and AUCq.inf (observed)
between the two products was not statistically significant. The 90% CL for logarithm

transformation data of the ratio mean of Cpax, AUC.1at and AUC.infobserved) between
those two treatments were 99.6-106.5, 87.5-106.9 and 85.5-108, respectively.

It can be concluded that the test product was bioequivalent to the reference
product based on the criteria that the percent ratio of test parameters was within the
range of 80.00-125.00% with a 90% level of confidence.
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