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Fig 1 Structures of propafnone and its two major metabolites in man.
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iK% PPF (L#{FEM#)), 5—OHP Kk NDP(# E Dr. Margarete Fischer— Bosch
WL ), & (diazepam, IS, L¥ERFIHIZE) ), LA kx4 53 A P BEACHIAR 1 mg/ml
RIS, —20C °7F. PEE(HPLC #IEH), BME %, SR _E#H 3R LY h5y
B AR
=% e |
A EM G 4.6 mm x 250 mm. FE¥EEA Ultrasphere — ODS, § pm, MK 254 nm ,
REPE 0.01 AUFS. FRH 2000 psi, 8 0.25 cm /min,
A T, b #3510 mmol/L BEE B (pH )2. T—F B¥
(43:57). & 1.0 ml/min, Ein. GiEENLAE 2.
HaFsLE
BERREZME0.5ml F 10ml HERXEP,
MJ A MR % Z(0. Smg/ml) 1 pl, B iMZ8 10 ml,

=R BEL, EFHERE 3 min, B .0 (4000 r/min)

UL smin ERBZBE, A#SkERERLRRE P,

T 50 T ki gk, FMETFkELEK, HEMO. 1ml B
ta(min) BEVAAR, 1874, B 20 ul 47 HPLC M.

P;ig2 HPLC chromatograms. A. Blank serum; BHEXR

B. Extracted serum spiked with S—OHP (1), K 0.5 ml Z A %52 5 E WAL R R PPF,
NDP(2), PPF (3)and IS (4). 5-OHP #MINDP, 28 R B ® &k HPLC o+ ¥

Ja, 5 B E ik B 5 bR LL(Hs /Hi ) A7 £ R, KB BBERE R 2254
250 ~5000 ng/ml, Y= 0. 4520X+ 0. 003029; 100 ~ 2000 ng/ml, Y= 0. 7494X - 0. 02046;
40 ~750 ng/ml, Y= 1.1373X+ 0.012740.
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" Tab1 Recovery and precision of the method

Drug Within day Day —to—day
Added Found Recovery Mean RSD  Added Found Recovery Mean RSD
(ng/ml) (ng/ml) (%) (%) (%) (og/ml) (ng/ml) (%) (%) (%)

T 1 v Y
0 5 10 15
" ta(min)

J_

PPF 249 256 102.81 249 252 101.20
498 490 98.39 498 511 - 98.59
996 1002 100.60 99.54 2.13 996 1032 103.61 99.35 3.00
1992 1981 99.45 1992 1967 98.74
4980 4803 96.45 4980 4711 94.60_
5—-OHP 93 9 106.45 93 101 108.60
185 178 96.22 185 188 101.62
370 367 99.19  100.02 3.66 370 368 99.46 101.05 4.17
740 749 101.22 740 736 99.46
1850 1795 97.03 1850 1778 96.11
NDP 38 40 105.26 38 42 110.53
75 7 102.67 75 73 97.33
150 149 99.33  100.48 3.13 150 146 97.33 101.72 4.89
300 289 96.33 300 309 103.00

750 741 98.80 750 753 10040
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Tab 2 Retention time of some compounds

Compound Retention time
(min)
Mexletine 3.65
Lidocaine 2.95
Nadolol 2.16
Monoethylglycylxylidide 2.15
Glycylxylidide 2.08
PPF 7.67
5—-OHP 4.36
NDP 5.14
Diazepam(IS ) 13.69

PPF

: Propafenone ; 5— OHP : 5— Hydroxypropafenone;

NDP: N — Depropylpropafenone.
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Fig 3 HPLC chromatogram.
Mobile phase: MeOH — 10
mmol/L KH2POs4 (pH>3)
(57:43) ; Flowrate:1.0
ml/min. 1 ~ 4.cfFig2.
cfFig2.
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SIMULTANEOUS DETERMINATION OF PROPAFENONE
AND ITS ACTIVE METABOLITE IN SERUM BY HIGH
PERFORMANCE LIQUID CHROMATOGRAPHY

WL Zhang and YN Tang
(Department of Pharmacy, Xinhua Hospital of Shanghai Second Medical University, Shanghai 200092)

ABSTRACT A rapid, sensitive and simple high performance liquid chromatographic
method for the simultaneous determination of propafenone (PPF) and its metabolites
( 5—hydroxypropafenone, 5—OHP; N — depropylpropafenone, NDP) in serum has
been developed. Separation of PPF, 5— OHP and NDP was achieved by reversed phase
chromatography using a mobile phase consisting of 57% methanol and 43% 10 mmol/L
potassium dibasic phosphate (pH 2.7) at a flow rate of 1.0 ml/min on a 5 um ODS—-CI18
column. The eluent was monitored at 254 nm.

The method showed a good linearity. The recoveries of PPF, 5— OHP and NDP were
found to be 99.541 2.13%, 100.021 3.66% and 100. 48t 3. 10%, respectively. Precision
studies for both within day and day—to—day at different concentrations provided RSD
values of less than 5% . Some commonly used drugs can be determined in the same procedure
without interference except phenytoin. This method is well adapted to the therapeutic
monitoring of PPF treated patients, as well as for pharmacokinetic studies.
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