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SUMMARY 

A high-performance hquld chromatographlc method has been developed for the detection and 
quantlflcatlon of pentamldme and pentamlclme analogues of chemotherapeutic value m order to 
measure their concentration m physlologlcal fluids The compounds were extracted from urine 
over octadecyl solid-phase extractlon columns, followed by chromatographlc separation with an 
octadecyl reversed-phase column For the mobile phase, a gradlent of 31 5-37 5% acetomtrlle m 
water, with sodium heptanesulfonate and tetramethylammonmm chloride as ion modifiers, was 
used This method was used to rehably detect levels as low as 341 ng/ml without concentration of 
the compounds during the sold-phase extraction The assay was used to determme the effectlve- 
ness of several solid-phase extractlon columns for lsolatmg the compounds of interest and to 
quantify the amount of pentamldme and its analogues contained m the urme of dosed rats 

INTRODUCTION 

Pentamldme lsethlonate, an aromatlc dlamldme first synthesized m the late 
193Os, has been utlhzed m African trypanosome prophylaxis since the 1950s 
and was first shown to have actlvlty agamst PneumocystLs carmz m 1957 [ 1 ] 
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or 4 mg/kg Inhaled pentamldine excreted 0 131-O 083 fig/ml of urine, with a 
total of 0 214 + 0 156 pg bemg excreted over the first 24 h after treatment 
Patients given 3 or 4 mg/kg pentamldme mtravenously excreted 2 10 pg/ml of 
urine, with 4 23 2 1 60 ,ug excreted over the first 24 h Our findings are almost 
identical to the values for inhaled pentamldme (0 15-O 21 pug/ml versus 0 131 
pug/ml) Why excretion rates in mtravenously dosed rats should approximate 
humans treated with inhaled pentamldme 1s a point for speculation The fact 
that two different species were used for these studies could well be the source 
of this correlation As well, the humans treated mtravenously m the Conte and 
Golden study [ 81 were given the pentamidme using a 2-h mfuslon, which would 
increase the urine output due to the large volume of fluid introduced into the 
patient. The rats m our study were given the drugs m a single nqectlon, so 
there was no major change m the amount of fluid m the plasma However, 
further study on the time course of urme excretion of pentamldme m lmmu- 
nosuppressed rats 1s necessary before accurate comparison can be made with 
human clearance 
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