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HPLC fluorescent spectrometric deter mination of serum mexiletine
concentration after derivatization with fluram
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Abstract: Aim  To establish an HPLC fluorescent spectrometric method for the determination of
mexiletine hydrochloride in plasma after derivatization with fluram. Methods Fluram acetone solution was
added to the deproteinized plasma with acetone to obtain the derivative of mexiletine . The HPLC method was
performed on a column of Allitima Cg(150 mmx 4.6 mm, 5 pm) with the mobile phase of methanol- water
diethylamine- phosphoric acid buffer (2.4 mol* L™, pH 4.0) (70: 28: 2) , and the detective wavelength were
set at E, 392 nm and E, 480 nm. Results Mexiletine has a liner range over the concentration range from
0.100 - 6.400 mg*L™' . The lowest detectable concentration of this method was 5 pugeL ™' ( S/ N >4) . The
intra- day and inter day RSDs were 1.34 % - 5.31 %, respectively. Conclusion This method is simple
selective and can be used for therapeutic drug monitoring ( TDM) and pharmacokinetic studies of mexiletine .
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SPD10A F1000
; Rheodyne 7725 ( 20pL ) ;LCCO1
( ) ;CDP4S
( ) s XW-80
( ) ;SB3200
( ) ;TGL-16G
( ) .
( 192003 ; > 98 %) ; , Fluka
( EEC No:2538145 ; >98 %) ;
0.1 mol* L' (pH 9.2)
0.62 g 2.19 g, , 100 mL.
2.4 mol* L' - (pH 4.0)
25 mL, 50 mL, ,
R pH4.0.
2g° L
1gL' ,
1 10 mg L'
4 C
Alltima Cg(150 mm X
4.6 mm,5 pm) ; - -2.4 mol*L"'
- (pH 4.0)(70: 28: 2) ; 50 C;
1.0 mLemin"'; E :392 nm,
E, :480 nm.
50 uL 1.5
mL , 100 pL. 1
min , 2 min, 3 min(17 000 x g)
, 50 uL 1.5 mL
, 2gL" 50 uL, 30
s, 0.1 mol*L" (pH9.2) 50 uL,
30 s, 5 min 3 min(17 000 x g) ,
20 pL
1
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(O ,
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Figure 1 ~ Chromatograms of blank serum ( A) , serum

spiked with mexiletine ( B, fz =6.87 min) and human

plasma after oral administration of mexiletine ( C)
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(150 mg ,q 8 h)

1.438,0.702  0.936 mg° L',

(50 mg/

,q12 h) 0.210 mge L',

Table 1 Recoveries of mexiletine hydrochloride from human plasma (x £ s)

Amount added/ Intra-day ( n=6)

Inter-day ( n=16)

Recovery of the method ( n=12)

mge L' Amount measured RSD %

Amount measured RSDY %

Amount measured Recovery/ %

0.200 0.210 £0.008 3.81
0.800 0.78 £0.03 3.79
3.200 3.24%0.17 5.31

0.206 £0 .009 4.57
0.785 £0.010 1.34
3.21 £0.06 1.71

0.208 £0.009 104 £4
0.785 £0 .021 98 .2+2.7
3.22%0.12 101 t4

1-(2.,6- )-2-

HPLG UV .
s pH& ~10,

pH N N

L (3%) 1

mge L' :
, pHO9.2,
min , 2g L .

[91]

2

0.5~2.0 mgeL™", ,

0.1 ~6.4 mgeL ' .
5 1,1g‘L—1 .

B B >

0.1 mol* L' , 5
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