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Mode B

Fig 1 Flow scheme of column—switching system for analysing dextrorphan
in plasma. MP, =analytical mobile phase ; MP,==pretreating mobile phase;

MP; =methanol.

Tab 1 Time schedule of column switching (MP, =analytical mobile phase;

RaME

MP, =pretreating mobile phase ; MP, =methanol)
Time Valve Analytical Pretreating

~ (min) mode column column

0.0~3.0 A MP, ~ MP;

3.0~4.5 B MP, MP;

4.5~6.5 A MP; MP;

6.5~8.5 A MP; MP;

8.5~ A MP, Stop

B I3 0. 25 m1, A\ 8-S MRS MR T EENF H(200 n1(15 U/uD) 5 , FI AR K i R £ 800

wL B S EBE3T L1 CHEEBKBH/KMEI2 b, B /5 B .C5 min (4000 r/min) (B L 1§ # 500 ul
HiEdR, A LE2,DP (R Bed 2957, 5 min,
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Tab 2 Precision of the method for determination of dextrorphan in plasma (n=5, x+5s)

Added Measured RSD
(ng/ml) (ng/ml) R
Within day
40. 98 43.43%1.9 4.4
81.97 81.94+2.7 3.3
163. 94 164.25+4.6 2.8
Between day
40. 98 45.07+£5.2 4.7
81.97 81.9047.8 7.9
163. 94 166.78+2.7 2.7
EXANERBHOELR

EHEEREEE A, 390 B4, DR DM 30 mg 5, F R &) b 1) B b Bk ML, 2 3 5 DP
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Fig 2 Chromatograms of dextrorphan of blank Fig 3 . Mean plasma concentration of dextror-

plasma (A) and volunteer plasma (B) collected phan(DP) in 8 volunteers after po 30 mg of DP

at 1 h post—dose. solution (F4s).
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COLUMN SWITCHING HPLC METHOD FOR DETERMINATION
OF DEXTRORPHAN, AN ACTIVE METABOLITE
OF DEXTROMETHORPHAN, IN PLASMA

LL Liu, Z Wang, XT Feng and S Gao"

(College of Pharmacy, Second Military Medical University, Shanghai 200433;
* Department of Clinical Pharmacology, Changhar Hospital, Shanghai 200433)

ABSTRACT An HPLC method for the determination of dextrorphan, an active metabolite of
dextromethorphan, in plasma was established using column switching technique. The column
switching system was equipped with a per-column of 30 mm X 5 mm ID, packed with yu Bondapak C,3,
37~50 um, and an analytical column of 150 mm X 5 mm ID, packed with YWG-C;5, 5 um. A
0. 2% acetic acid solution was used as the pretreating mobile phase to wash out impurities from the
per-column. The analytical mobile phase consisted of acetonitrile— water— acetic acid— triethyl-
amine—dichloromethane (17:82:1:0. 05:0. 025). The plasma samples were directly injected into the
HPLC system after enzymatic hydrolysis of dextrorphan glucuronide ester conjugate to free form with
B-glucuronidase. The dextrorphan was monitored with a fluorescence detector at 290 nm (excitation)
and 315 nm (emission). The method was linear within the plasma concentration range of 20~ 640
ng/ml (r=10. 9987), and the detection limit was 4 ng/ml. The mean recoveries of the method
averaged 103, 8. The relative standard deviations of the assay were less than 10%; for both within-
day and between-days.

Key words  Dextromethorphan; Dextrorphan; Column switching; HPLC; Plasma drug concen-

tration





