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ABSTRACT

The objective of this study was to compare the steady-state bioavailability of
three sustained release theophylline preparations available in Thailand,; Uni-Dur®,
Theo-Dur® and Xanthium® in 10 healthy Thai male volunteers. FEach SRT was
given as a 400-mg once daily dose in the morning for 7 consecutive days with one-
week washout period in a crossover fashion. Serial blood samples were collected

prior to the dose of day 4, 5 to ascertain steady-state and at schedule time points over



24 hours on day 6 and 7." Serum theophylline concentration was determined by
fluorescence polarization immunoassay technique. We found that the Css_, (nug/ml)
of Uni-Dur®(5.07), Theo-Dur® (4.29) and Xanthium® (4.18) were bioequivalence,
whereas, the Css___ (ng/mli) of Theo—Dur® (11.02) was statistically higher than those
of Uni—Dur® (8.51) and Xanthium® (7.65). Similarly, the extent of absorption
asseésed by AUCss,,, of Theo~Dur® was significantly greater than Uni-Dur® and
Xanthium®. Fluctuation index of Theo-Dur® (232) was twofold higher than Uni-
Dur® (137) and Xanthium®(113). The relative bioavailability for Uni-Dur®, Theo-
Du.r® and Xanthium® were 85, 97 and 77 %of the reference drug Franol®,
respectively. There were no statistically different in pharmacokinetic profiles between
Uni-Dur®and Xanthium® regarding the bioavailability, the minimum and maximum
theophylline concentrations as well as the fluctuation index. However, the plateau-
shape and the average Tss_ , of Uni-Dur® (10 hr) were significant longer than
Xanthium®(7.8 hr). In conclusion, once daily dosing of Theo-Dur® was not
recommended due to the large fluctuation in serum theophylline concentrations, and
an increased risk of undesired effects. Although Uni-Dur® and Xanthium® had
acceptable fluctuation index, Uni-Dur® was preferred because a longer plateau-
shaped serum theophylline concentration would provide the therapeutic drug levels

during the 4" t0 16" hour post dose for nocturnal asthma.
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