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Study on stereoselectivity of fenfluramine enantiomers in rat liver microsome

MAO Hai—qiong]’2 , ZENG Su'(1. College of Pharmaceutical Sciences, Zhejiang Universitys Hangzhou 310031, China; 2. Ningbo
Institute for Drug Quality Control, Ningbo 315041, China)

ABSTRACT: OBJECTIVE To develop an enantioselective assay method for |- and d- fenfluramine and study the stereoselectivity of
the phase [ metabolism of fenfluramine enantiomers in rat liver microsome. METHODS  Separation and quantitation of the diastereo-
meric fenfluramine derivatives were carried out by a capillary gas chromatographic system with flame ionization detection. The time
course and the parameters of enzymatic kinetics of fenfluramine enantiomers in the phase | metabolism were determined. RESULTS

The assay was linear from 1 to 50pg/ml for each enantiomer. The analytical method affords average recoveries of 92. 4% and

95.5% for 1- and d- fenfluramine, respectively. The limits of detection and quantitation of the assay were 0. 1 and 1. Opg/mL for 1- and
, Cl,,, measured were (0.15 +0.01)

max int

"emin”', (33.3+3.0) and (35.3+3.1) mL*
The method allowed study of the depletion of 1- and

d-fenfluramine, respectively. The reproducibility of the assay was RSD <10% (n=6). K, V
and (0.27 £0.02) wmol * mL. ™", (4.99 +0.52) and (9.53 £0.87) nmol * g~
min "'« gCprotein) "' for I- and d- fenfluramine, respectively. CONCLUSION
d- fenfluramine in rat liver microsomal incubates. The stereoselectivity of fenfluramine phase | metabolism was observed.
KEY WORDS: fenfluramine; enantiomer; liver microsome; metabolism
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Fig 1 The molecule of fenfluramine
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Tab 1 Recoveries of assay for mexiletine enantiomers in rat liv-

er microsomal incubates( n =5,% +s)

Target concertration Rescovery (% )

(pg / mL) |-fenfluramine d-fenfluramin
1 91.0+£2.7 97.6 £6.8
25 92.8+7.6 93.6 +8.4
50 93.5+5.8 95.3 £3.2

T2 FRAALY X BRI A B RER EAERE(n =6,k %s)
Tab 2 The reproducibility and precision of the assay for 1-fen-
fluramine and d-fenfluramin enantiomers in the microsomal incu-

bates( n =6,x =)

Target concentration Measured concentration( pg / mL)

Cpg / mL) R-( - ) -mexiletine S-C + ) -mexiletine
Within-day
1 0.910 £0.09 0.976 £0.08
25 23.2+1.9 23.4+2.1
50 46.8 +4.3 47.6 £3.5
intra-day
1 0.878 £0.12 0.956 £0.11
25 22.6 2.9 22.3+2.6
50 48.2+5.6 47.5 6.1
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Fig2 The reaction-time curve of oxidation metabolism of fenflu-
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Fig 3 The time course of the concentration ratio between the [-
and the d- enantiomers (1/d ) of oxidation metabolism
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Tab 3 Enzymatic parameters in fenfluramine enantiomer metab-

olism( x +s5,n=3)

K V Cl,

. m max int
enantiomer

Cpmol * mL=") Cnmol * g~

e min =" [mL * min ="+ g(protein) =]

1- 0.15+0.01
d- 0.27 £0.02

4.99 +£0.52
9.53 £0.87

33.3+3.0
35.3+3.1
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