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SUMMARY 

The effects of phenobarbital (PB) and 3-methylcholanthrene (MC) pretreatment on the phannac~kinetics of praziquantel (PZQ), a 
schistosomicide were studied in Spnrgue-Dawley rats. Blood samples at different time intervals were obtained by severing the tail 
vein and were analyzed for unchanged PZQ by HPLC. The PB-pretreated rats showed a &fold decrtase in AUC, a 5-fold decrease in 
Cmax and an 8-fold increase in C h  compared to the saline treated controls. The MC-pretreated rats and their oliveoil treated 
controls did not show any statistically significant diffmnces in the above parameters. These results suggest that PZQ is extensively 
metabolised by PB-inducible cytochrome P-450 isoforms and not by MC-inducible isoforms. These findings also suggest that the 
bioavailability of praziquantel could be altered to a significant extent in humans taking drugs that are phenobarbital type inducers. 

INTRODUCTION 

Praziquantel, (2-cyclohexylcarbonyl [1,2,3,6,7,11 b] 
hexahydro-4H-pyrazino [2,1-alisoquino-lin-40ne) 
(PZQ) is an antihelminthic drug being used extensive- 
ly in the treatment of schistosomiasis and cestodiasis. 
It undergoes rapid and extensive f~st-pass metabolism 
in the liver (1, 2). The pharmacokinetics of this drug 
have been shown to be altered by co-administration of 
dexamethasone, which increased its elimination in hu- 
mans (3). In contrast, cimetidine, ketoconazole and 
miconazole each increased the bioavailability of PZQ 
in rats in vivo and inhibited microsornal metabolism 
of PZQ in vitro (4). 

The activity of cytochrome P-450 and other 
enzymes involved in drug metabolism are subject to 
alteration by interaction with inhibitors (5, 6) and in- 
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ducers (7, 8). The resulting modification in the meta- 
bolism of drugs can have toxicological (9) and thera- 
peutic (10) consequences. Inducers and inhibitors of 
cytochrome-P450 can change the bioavailability and 
blood levels of drugs which undergo extensive first- 
pass metabolism. 

In this paper we report the effect of pretreatment 
with phenobarbital (PB) and 3-methylcholanthrene 
(MC), inducers of cytochrome P-450, on the pharma- 
cokinetics of PZQ in rats. 

MATERIALS AND METHODS 

Chemicals 

Praziquantel (PZQ) was a generous gift from Merck 
(Germany). Sodium phenobarbitone (PB) and olive 
oil were from Geddes Ltd (Zimbabwe) whilst 3- 
methylcholanthrene (MC) was from Sigma (USA). 








