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ABSTRACT =

Different formilations of 500 mg paracetamol tablets
commercially available' in Thailand were evaluated both in vitro end
in vivo. The in vitro /studies included both disintegration time
and dissolution rate. Urinary drug ‘excretion data was used to
compare their bioﬁailabilities. Forty-two brands of paracetamoi
tablets wefe tested for their disintegration times, eleven brands
with different aieintegration times were selected for dissolution
studies. Then, five brands were chosen for biecavailability studies
which included; paracetamol .tablets manufactured.by.G.P.0., Tylenol,
the brand with,the highest dissolution rate, the brend with the
slowestdissolutionysrateand, the representative of«the medium

dissolution rate brands.

The disintegrafion times of paracetamol tablets were range
from 0.31 to 95.68 minutes. Of the 42 brands studied, only 33 brends
met the B.P., 1973 specifications for disintegration time. Eleven
brands of paracetamol tablets were studied both for their rate and

extent of dissolution. The dissolution rates were range from 0.0420



. to 0.5143 per minute. The amount of drug.dissolved at 30 minutes
indicated that seven brands met the U.S.P. XXI specifications fpr
drug dissolution while one brand failed to meet tﬁe specificationé
~and three brands required extra experiments before any conclusion

coﬁld be made.

'The bioavailabilifies of paracetamol tablets were studied
in six Thai healthy male vdlunteers,iranging in age from 20-25 &ears.
After an overnight'fasted, two .tablets, each containing 500 ﬁg of
A paracetamol were administeréd orally. -The-sequence of brand
administration was baged on @a‘crossover manmer. Urine voidé were
collected for totél paragetamol determination at 0.5, 1, 1.5, 2,
3,'4, 6, 8, 12, 20, 28, 36, 44, hour postadministration. .Cumulativé
amount of drug‘excreted in the urine.in &4 hours([Du] o )s the rate
of drug excretion (dDu/ dt) and‘the absorption rate Constant (Ka)
obtained from fitting the data to a one-compargment model were
compared. No significant difference of both the extent and the
rate of absqrption could be observed_ambﬁg the five brands of
paracetamol tablets.studiedv(including the brand with the slowest

dissolution ‘rate which“failed  to ‘meet’ the~U.S.P. XXI specifications).

No signif icant correlations (p >0.05) were observed between
in vivo performance of bioavailability and in vitro measurements

of disintegration time and dissolution rate.

In this study, the cumulative amount of paracetamol excreted
in the urine in 44 hours was 72-76 percent of the administered dose,

the maximum rate of drug excretion which corresponding to the peak



plasma level was observed approximately 1.75 hours after the dose
and the elimination half-life of paracetamol in Thai male was
3.6208 hours (2.7661-4.3940 hours). These results are quite similar

to those previously reported in the foreign literatures.
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