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, , 60 , 35 min, | (72/28,V/I V)
Kromasd| Cyg , 240 nm 2.52 126 mg/L (r =0.9994) ,
0.36 ng(S/ N=3) 1.2ng(S/ N =10) , 98.4 %, (RSD)
3.00%
1
, N- |- -3
(FDA) , [1] [2.3]
, FDA
(HPLC) a7 : :
20.6 ng!®! 240 nm ,
) , 0.36 ng, - 0.
23 ng (8] - HPLC
2
2.1
HPLC Waters 6000A 481 996 7725 HW
;AS3120 ;ZFQ81
(Sgma ), 99 % (THF)
(PIC) CHd; KOH
2.2
:Kromasd! Cig (150 mmx4.6 mmi.d. , 4 m) ; : [ (Vv/IVv)=72/28,
0.45U m ; 37 :240 nm; :0.8 mL/ min; :10M L
2.3
2.3.1 PICTHF =11000 PIC ,
THF =11000 ,
4.50 mg( 0.01 mg) , THF , 2 mn
THF , 450 mg/L , -4
2.3.2 19 , 15 15 10 mL CHd; 3 ,
, 50 mL , , 25 mL 50 mL ,
mL , , 2 mol/L KOH , , ,
2.3.3

2003-05-28 ;2003-12-09



367

3
C C
] o=c—nH{_)
Ormeor O~ O
THF , 60u L PIC , 40 65
20 60 min, 80p L , 60 PIC
0.45U m , 5mL .
PIC ,
3
3.1
, THF , THF
3.2
, THF , 1
) , 60 , 2 , 30 mn
, 11 110 PIC
: 13 , 60
35 min, PIC 13
101 .~ 240
g ~ £ AR
£ 140 / E 200
3 b
£ - 2 0]
£ 1201 / 3
= - = 120
£ 100 _/ g
—— e
40 45 50 55 60 65 70 20 30 40 50 60 70
i) Temperature/°C t/min
1 2
FHg.1 Hfect of temperature on derivatization yidd FHg.2 Hfect of reaction timeon derivatization yied
3.3
Waters 996 200 400 nm ,
240 nm
3.4
2.2 : ( 3,
3.5
2.52 6.30 12.60 25.20 63.00 126.00 mg/L , 2.3.3
) (v) (X) 2.52 126.00
mg/ L , 1Y =37703 + 11890 X, r = 0. 9994 0. 36 ng
(S/' N=3), 36U g/L, 1.2 ng (S/ N =10)
3.6
3 , 2.3.2 2.3.3 .
. 1, 95.7% 101.0% , 98.4 % ,RD
R 3.63% 4.75% 5.04%

3.00 % 3 , 3
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!
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2 4 6 8 10 12
t/min t/min
3 (A) (B)
Fig.3 The Chromatogramsof fenfluramine (A) and sample (B)
(pesk) :1. PIC (phenylisocyanate (PIC) derivative reagent) ; 2. (ferfluramine derivative)
1 (n=3)
Table 1 Reooveries and precison (n=3)
Sample Weight (g) Found (1 g) Added (U g) Totd Found {ig) Reoovery( %) RSD ( %)
1 0.84 14.77 34.25 47.87 97.7 0.40
1 0.97 17.38 150. 00 168. 98 101.0 2.98
2 0.63 21.17 13.70 34.74 99.1 0.69
2 0.59 19.96 68.50 85.54 95.7 1.91
3.7
2 4
2
Table 2 Anaytica resultsof the samples
Sample Found (i g/Q) RD % (n=3) Sample Found ¢ g/ Q) RD % (n=3)
1 17.67 0.38 3 43.61 1.78
2 36.00 2.15 4 Undetected
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Deter mination of Fenfluramine in Simming Drug by High Perfor mance
L iquid Chromatography with Precolumn Derivatization

Jian Yinghong, Long Yuande ", Ma Yanshun, Huang Tianbao
( Chengdu Institute of Organic Chemistry, Chinese Academy of Sciences, Chengdu 610041)

Abstract A reversed-phase high performance liquid chromatographic method is described for the determi-
nation of fenfluramine in dimming drug us ng precolumn derivatization and ultraviolet detection. The sam-
ple was extracted with chloroform and the extract was derivatized in tetrahydrof uran with phenylicyanate
at 60 for 35 min. The derivative obtained was determined by usng methanol-water (7228 ,V/ V) asmo-
bile phase and detection at 240 nmon a Kromas| Cig column. The curve of peak area with concentration for
the fenfluramine derivative is good linear in the range from 2. 52 to 126 mg/ L with correlation coefficient
being 0.9994. Thelimit of detection and the limit of quantification are 0.36 ng(S/ N =3) and 1.2 ng( S/
N =10) , repectively. The average recovery of the method is 98.4 %, and the relative standard deviation
(RSD) islessthan 3.0 %.

Keywords Reversd-phase high performance liquid chromatography , fenfluramine , precolumn derivatiza

tion, phenylisoocyanate
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