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Abstract

The aims of this investigation were to study and compare pharmacokinetics of
zidovudine (AZT) in Thai subjects and Thai AIDS patients as well as to study the
bioequivalence of AZT products marketed in Thailand, Retrovir® (the original product)
and T.O Vir® (the local made product). Twelve healthy male Thai subjects and 7
outpatients attending AIDS clinic at Bamrasnaradura Hospital participated in this study.
The age of subject was between 23-54 years with body weight within +10% of ideal
body weight. They had normal liver and kidney functions. Healthy volunteers received
a single dose of 200 mg AZT (2 x100 mg capsules, Retrovir®) orally with 150 ml water
after an overnight fast. Blood samples were taken at 0, 0.25, 0.50, 0.75, 1, 1.5, 2, 2.5, 3,
4,5 6 and 8 h after drug administration. = Bioequivalency study was performed in
the same group of healthy subjects.  The local made product, T. 0.Vir®, was given at
the same dose after 7day washout period and blood samples were collected at the same
time intervals as those mentioned earlier. The patients received AZT at the dose

normally prescribed to HIV positive outpatients ,100 mg of AZT (1x100 mg capsule,



Retrovir®). Blood samples were taken up to 4 h after drug administration. The plasma
samples were kept at -70 ©C for further analysis by HPLC method which had been

developed m our laboratory with satisfactory validation.

AZT was rapidly absorbed after oral administration both in the healthy subjects
and the patients though marked interindividual variation among subjects was obvious.
The plasma drug level declined to undetectable level within 3-4 h. The decay of AZT-
time profile showed first-order kinetics. The mean peak plasma concentrations (Tmax)
were obtained within 1 h. When adjust the pharmacokinetic values obtained with the
dose difference between the healthy subjects and the patients, no significant differences

were detected when the peak plasma concentration (Cmax), area under the plasma

concentration time curve (AUC) of AZT, t;/, and clearance (CL) calculated from these

two groups were compared. The Cmax, AUC, ty/, and CL calculated from the healthy

subject group were 387.9+221.5 ng/ml, 18,821%5,821 ng.min/ml, 50.9+11.8 min
and 50.5+15.4 ml/min/kg, whereas those from the patient group were 319.7£165.3
ng/ml, 24,01849,092 ng.min/ml, 55.3+32.0 min and 61.6+25.2 m/min/kg, respectively.
It was concluded that pharmacokinetics of AZT were similar in  Thai HIV positive
patients with normal liver and kidney function and Thai healthy subjects. Closed
observation revealed that in Thai subjects Cmax and AUC of AZT secemed to be lower
if not comparable to those reported in the Caucasian subjects receiving the same brand
name at the same dose. The reasons for this difference is not clear but probably be due

to difference in the rate of biotransformation rather than incomplete absorption.

Study on the bioequivalence of AZT products revealed that Cmax, Tmax and
AUC after Retrovir® administration were 775.7+442.8 ng/ml, 36.3+20.7 min and
37,641+11,654 ng.min/ml, respectively, whereas those of T.0.Vir® were 912.2+436.8
ng/ml, 33.8+14.5 min and 41,552+12,703 ng.min/ml, respectively. The ratio of AUC of



the test product /AUC of the original product was 1.1. It was concluded that these two

marketed products were bioequivalence.
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