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Abstract:

Convulsions are a common complication of severe malaria in children and are associated with
poor outcome. Diazepam is used to terminate convulsions but its pharmacokinetics and
pharmacodynamics have not been studied in this group. Accordingly, we carried out a
comparative study of the pharmacokinetics of intravenous (i.v.) and rectal (p.r.) diazepam.
Twenty-five children with severe malaria and a convulsion lasting >5 min were studied. Sixteen
children received diazepam intravenously (i.v.; 0.3 mg kg-1) and nine rectally (p.r.; 0.5 mg kg-1).
Plasma diazepam concentrations were measured by reversed phase high-performance liquid
chromatography. The duration of convulsions, depth of coma, respiratory and cardiovascular
parameters were monitored. Median maximum plasma diazepam concentrations of 634 (range
402-1507) ng ml-1 and 423 (range 112-1953) ng ml-1 were achieved at 5 and 25 min
following i.v. and p.r. administration, respectively. All patients except three (one i.v. and two
p.r.) achieved plasma diazepam concentration >200 ng ml-1 within 5 min. Following p.r.
administration, plasma diazepam concentrations were more variable than i.v. administration. A
single dose of i.v. diazepam terminated convulsions in all children but in only 6/9 after p.r.
administration. However, nine children treated with i.v. and all those treated with p.r. diazepam
had a recurrence of convulsions occurring at median plasma diazepam concentrations of 157
(range: 67-169) and 172 (range: 74-393) ng ml-1, respectively. All the children in the i.v. and
four in the PR diazepam group who had recurrence of convulsions required treatment. None of
the children developed respiratory depression or hypotension. Administration of diazepam i.v.
or p.r. resulted in achievement of therapeutic concentrations of diazepam rapidly, without
significant cardio-respiratory adverse effects. However, following p.r. administration, diazepam
did not terminate all convulsions and plasma drug concentrations were more variable.



