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SUMMARY 

Reversed-phase high-performance hquld chromatographlc methods have been developed to 
quantltate the R- and S-enantlomers of flurblprofen and Its major metabohtes, 4’-hydroxyflur- 
blprofen, 3’-hydroxy-4’-methoxyflurblprofen, and 3’,4’-dlhydroxyflurblprofen The compounds 
are extracted from plasma or urine and derlvatlzed with S- (cx)-methylbenzylamme to form dla- 
stereomerlc amldes which are readily separated on a C,, column Fluorescence detectton resulted 
m detection hmlts that readily allowed us to characterize the dlsposltlon of R- and S-flurblprofen 
and its major metabohtes m man followmg therapeutic doses 

INTRODUCTION 

Flurblprofen 1s an arylproplomc acid non-steroldal anti-inflammatory drug 
used m the treatment of arthrltls and mild to moderate pam [ 1,2] In humans, 
flurblprofen 1s eliminated primarily via metabohsm either by coqugatlon to 
glucuromde or sulfate coqugates or by oxldatlon to 4’-hydroxyflurblprofen 
(4’-OHF), 3’-hydroxy-4’-methoxyflurblprofen (3’-OH-4’-0CH3), and 3’,4’- 
dlhydroxyflurblprofen (3’,4’-OHF) (Fig 1) The oxldatlve metabohtes also 
undergo corqugatlon before appearing m urine [ 3-5 ] 

Flurblprofen contains an asymmetric carbon atom and 1s admmlstered as a 
racemate despite the fact that the therapeutic activity 1s beheved to reside 
predominantly m the S-enantlomer [6] All of the identified metabohtes re- 
tam the asymmetric center and therefore may exist m the R- or S-conflgura- 
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tlomerlc composition was not examined In the study noted above [19] ap- 
proximately 17% of the administered dose was excreted m urine as flurblprofen 
and conJugates with an S/R ratio of 0 8 which is in good agreement with our 
data. 

CONCLUSIONS 

Derlvatlzatlon to form dlastereomeric amide derivatives with S- (a) -meth- 
ylbenzylamme followed by reversed-phase HPLC is suitable for the quantlta- 
tlon of R- and S-flurbiprofen and the R- and S-enantlomers of its major me- 
tabohtes These methods may provide mechanistic insight mto factors which 
influence the pharmacokmetlcs of the active S-enantiomer and the degree of 
enantloselectlvlty m flurblprofen disposition 
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