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Stereoselective Metabolism of Pentoxifylline in Human.
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Pentoxifylline (PTX), an orally active haemorhealogical agent is primarily metabolized to pharmacologically active penthdroxifylline
(PTH) in man. Both PTX and PTH could enhance blood microcirculation, increase erythrocytes flexibility and lower blood viscosity.



It would be of interest to know the stereochemical course of reduction of pentoxifylline in man. The present research will report on
the metabolic stereoselectivity in pentoxifylline reduction in man. (.plmin.)-PTH was prepared from PTX by NaBH/sub 4/ and
derivatized with carbobenzyloxy-L-proline (L-CBP) to form diastereoisomeric esters which were separated by preparative silica gel
HPLC. Each PTH enantiomer was obtained after alkaline hydrolysis. Human plasma (0.5mL), washed with n-hexane was extracted
with methylene chloride and then reacted with L-CBP and carbonyldiimidazole (CDI) at 40.degree.C for 2 hours. A C/sub 18/ column
was used to assay the PTH enantiomers with methanol/acetonitrile/water (60/1/39) as the mobile phase. UV detection was used to
monitor at 275nm. This assay method show a good linear relationship over the range of 45-750ng/mL and satisfactory resolution
(.alpha.=1.13) and presision (C.V.<10). The recovery of (+)-PTH and (-)-PTH by organic solvent extraction is 80-90%. Sustained
release product of PTX (400mg) was administrated to eight healthy male volunteers every 12 hours for 5 days, and their plasma
concentrations of (+)-PTH and (-)-PTH at 24, 48, 72, 96 hrs were measured. The results demonstrated that only the S-(+)-PTH isomer
was found in each one of all volunteer plasma. The present study concluded that the stereochemistry of pentoxifylline reduction is
stereospecific in man.



