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SUMMARY 

A sensltlve IsocratIc high-performance liquid chromatographlc method IS described,, which al- 
lows the precise and accurate quantlficatlon of flurazepam and four metabohtes with a single 
determmatlon A pharmacokmetlc study was performed on nine volunteers and the mam phar- 
macokmetlc data are reported The method was used to demonstrate that monodesethylfluraze- 
pam and dldesethylflurazepam are maJor metabohtes m men One more unidentified flurazepam 
metabohte was detected 

INTRODUCTION 

Flurazepam, a benzodlazepme derivative, is very effective in the treatment 
of msomma Synthesized by Sternbach et al [ 11, flurazepam has gamed a lot 
of scientific interest due to its hypnotic properties and extensive metabolism 
[ 21 The parent drug disappears very quickly from the human body, producmg 
a number of metabohtes monodesethylflurazepam (I ), dldesethylflurazepam 
(II), N-1-hydroxyethylflurazepam (III), N-1-hydroxyethyl-3-hydroxyflura- 
zepam, N-1-desalkylflurazepam (IV), N-1-desalkyl-3_hydroxyflurazepam, 
flurazepam-N-l-acetaldehyde and flurazepam N-l-acetic acid A number of 
intermediates have been suggested and uncharacterlsed metabohtes detected 
by several authors [ 3-51 

Over the years, the attention of researchers was mamly focused on the par- 
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There 1s one more flurazepam-related peak seen m chromatograms of chmcal 
samples, with a retention time of 7 8 mm While this minor metabohte remams 
unidentified for the moment, Its profile might be drawn using peak-height ratio 
(drug/internal standard) mstead of concentration, since concentration 1s slm- 
ply a function of this ratio (Fig 4) It has a half-life of 2 2 h and the peak 
plasma levels are achieved 15 h after the dose It does not appear that this 
metabohte 1s flurazepam aldehyde, since the latter has a much longer half-life 
(6 9 h) and cannot be detected using back-extractlon with acid [ 61 

CONCLUSIONS 

The described method 1s simple, quick and sensitive enough to be used m 
pharmacokmetlc, bloavallablhty and bloequlvalency studies m man It allows 
for quantltatlon of flurazepam and its four metabohtes and detection of one 
more umdentlfied metabohte The pharmacokmetlc study indicates that I and 
II should be consrdered maJor metabohtes, at least from a quantltatlve point 
of view 
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