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Fig 1 Pre-column derivatization of propafenone enantiomers with SC+ )-NEIC.
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Fig 2 Representative chromatograms of blank
plasma (A)D, blank plasma spiked with 160
ng*'ml”' R(C—)- and 320 ng*ml ' SC+ -
propafenone (B) and a sample 2 h after oral
administration of 300 mg  propafenone
hydrochloride to a healthy volunteer (C); peaks
1 and 2 are derivatized R ( = )- and S ( + )-

propafenone, respectively.
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Fig 3 Mean plasma concentration vs time

profiles of R ( — )-propafenone and S ( + )-
propafenone after oral administration of 300 mg
of the racemate to 10 healthy volunteers. © — ©
S (C + )-Propafenone; =« — o R ( — )-

Propafenone.

Precision and accuracy of the method to measure R ( — )/S ( + ).

propafenone enantiomeric ratios in plasma samples

Precision (RSD% )

Accuracy (RE% )

Total concentration

240 ng*ml ! 480 ng*ml ™! 240 ng*ml ™! 480 ngeml ™!
S(+)/R(—) enantiomeric ratio
1.00 3.57 3.17 —2.60 —0.40
2.00 5.33 2.47 —3.05 0.56
3.00 2.93 4.71 —1.30 —0.80
(n =9, triplicate assays in 3 runs)
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A REVERSED PHASE HPLC METHOD WITH
PRE-COLUMN DERIVATIZATION TO DETERMINE
PROPAFENONE ENANTIOMERS IN HUMAN PLASMA

Wang YaqinlWang YQ), Zhong Dafang(Zhong DF) and Chen Rendi(Chen RD)

( Laboratory of Drug Metabolism and Pharmacokineticss Shenyang
Pharmaceutical Universitys Shenyang 110015)

ABSTRACT A reversed phase HPLC method to stereoselectively determine enantiomers of
propafenone in human plasma has been developed. After extraction of 1 ml plasma with 3 ml of 7-
CeHy2: CH,CL : 2-C3H;0H (100:50:5, /) and dried under N»» the enantiomers of propafenone
were allowed to react with homochiral S (+ )-1-(1-naphthyl) ethyl isocyanate (5.66 pg in 60 ul
CH,CLy) at RT for 30 min, to give the diastereomeric derivatives. Their separation was achieved using
HPLC with a Cg-column and UV-detection (220 nm) and the enantiomeric ratios were measured.
The concentrations of each enantiomer were then calculated using the enantiomeric ratios and the
racemic propafenone concentrations previously measured. This method after validation procedures has
been applied to the multisample analyses of a human pharmacokinetic study with 10 healthy volunteers
after an oral dose of 300 mg propafenone hydrochloride. The method was shown to be sensitive (7.5

ng*ml” 1), convenient and reproducible.
KEY WORDS Propafenone; Enantiomers; Derivatizations HPLC method





