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Fig.1. Influence of a meal load on the serum
concentration of zidovudine.
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Fig.2. Influence of a meal load on the serum
concentration of glucuronide - conjugated
zidovudine.

Table 1. Meal influence on the pharmacokinetics of zidovudine

AZT GAZT
Trmax Crax AUC (0-4h) T Toex Caax AUC (0-4h) Tie
Fasting 0.50 0.84 1.28 0.95 0.75 4.83 9.04 0.75
After meal 2.50 0.42 0.80 1.31 2.50 3.06 6.85 2.95
Before meal 0.75 0.73 0.92 0.69 1.00 7.97 11.11 0.71

AZT, zidovudine; GAZT, glucuronide-conjugated zidovudine.

Table 2, Meal influence on the urinary excretion of zidovudine

AZT (UR%) GAZT (UR%)
0-2 2—4 0—4 0-2 2—4 0—-4
Fasting 10.5 2.4 12.9 50.0 20.4 70.4
After meal 2.5 8.0 10.5 13.6 56.5 70.1
Before meal 7.6 2.4 10.0 525 36.8 89.3

UR: urinary recovery

AZT, zidovudine; GAZT, glucuronide-conjugated zidovudine.
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Fig.3. Effect of probenecid on the serum concen-
tration of zidovudine.
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Fig. 4. Effect of probenecid on the serum concen-
tration of glucuronide-conjugated zidovudine.

Table 3. Effect of probenecid on the pharmacokinetics of zidovudine

AZT GAZT
T max Comax AUC (0-4h) Tz Trax Chmax AUC (0—4h) Tus
Fasting 0.75 1.41 2.93 1.12 1.50 5.92 14.86 1.24
Before meal 0.75 1.03 1.73 0.74 1.00 7.70 17.61 1.15
AZT, zidovudine; GAZT, glucuronide-conjugated zidovudine.
Table 4. Effect of probenecid on the urinary excretion of zidovudine
AZT (UR%) GAZT (UR%)
0-2 2—4 0—4 0-2 2—4 0—4
Fasting 15.3 7.4 22.7 23.0 26.1 49.1
Before meal 11.5 2.9 14.4 41.8 29.6 71.4

UR: urinary recovery

AZT, zidovudine; GAZT, glucuronide-conjugated zidovudine.
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Fig.5. Serum concentration of zidovudine, simu-
lation curve and observed value.
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We investigated the effect of probenecid and the influence of a meal on the pharmacokinetics of
zidovudine (AZT) in HIV-1 positive patients and obtained the following results.

1. The meal load had a large influence on the pharmacokinetics of zidovudine, but the effect was
almost non-existent when the drug was administered 1 h before the meal.

2. Probenecid administered not only ‘before’ but also
3. The maximum concentration, area under the curve

‘with’ AZT was the most effective.
and T-half of AZT and AZT’s metabolite,

glucuronide-conjugated AZT (GAZT) increased with the co-administration of probenecid, but the

urinary excretion of GAZT was decreased.

4. Repeated dosing of AZT with probenecid co-administration seemed to cause an increase in the

serum AZT level.
The above results suggest that AZT administered 1 h

before a meal would be appropriate and

probenecid co-administration would reduce the dosage of AZT.



