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L) R ORI LLEBAZHK, WmEk dbRiteIT)T RS, mam WA
K. KAAERBAREBKSOK LE TR, HEE HEREZHZE: NEHE
ORI ELAHER: HECLEABTREIRES/IHEEIEE, BPHEERR
100 ng/pl WfE R IR, BKETRE, EMZRBHRER 10 ng/ul ks,

1=8; £l RiA 2R Tl

B HABRHGHARSEN A ERRLEL,

H R , Waters 6000 A solvent delivery system bR, Rheodyne 7105, 175 ul loop,
Ak, YWG-CgH;q,10 1,15%0.46 cm; JEZhHE, FEE—0.03 M (NH,),SO,—/KE:RE =55
45:0.1(V/V), EE 1/ 1000 ml Z AL, ZEEZEEABAENE T PGB %= %
20 rphERFEIE. WARBAKDRATEZRRALEACKRBEE S REXEH A2
FRP R, AP LEARIIBRPESPHEABAL DM, KIHEOEEERK LG
AMERBRAAENE. K. 3.0ml/min, Model 310 i M (EG&G PARC)
H Model 174 #i#%{! (EG&G PARC) ##l, #EHFRX., WMHEHNE (sampled DC), T
Az, —0.24V (vs Ag/AgCl), RiGK/h, b, KiEntEl: 2s, BBRTIHEFK: BRbak
(static mercury drop electrode), Low pass filter, 3, BERM,: 0.5 1 uA, iBFL,
EXEFHEHIEFMN, EHRENE, BR, 1V; 4% 4 mm/min,
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Fig 1. Schematic diagram of the reductive Fig 2. chromatogram of pooled plasma(con-~

mode LCEC system using polarographic taining 400 ng/ml each of artesunate

detector (II), and dihydroqinghaosuh (I. a-dihydro-
qginghaosu, III. g-dihydroqinghaosu)
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Fig 3. Hydrodynamic voltammograms of a-dihydroqinghaosu(l), artesunate(Il) and
B-dihydroqinghaosu (III)
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Tab 1. Recovery and its precision of artesunate and dihydroginghaosu from plasma

Amt recovered Recovery(%) _
Amt added (ng/mD) Average + SD(ng/ml) Average:tsti) CV (%) (n=6)

Dihydroqinghaosu 400 383.21+18.8 95.8+4.7 4.9
80 78.2+6.8 97.9+8.5 8.7
30 28.61+2.2 95.3+7.3 7.7
Artesunate 400 379.6+23.9 94.9+6.0 6.3
80 71.11+4.0 88.9+5.0 5.6
30 27.8%+1.9 91.846.4 7.0

WEEHEEE YmA)=0.059 X(ng/ml) +0.309
HEXRE v=1.000
HEE Y(nA)=0.05X(ng/ml)—0.033
HERE y=1.000

EREIAF BRI, MEAWRERZE 40 % (20~800 ng/ml), #HREHMBXRRE, Y HRE
o, AL ELRA,
VIR 7% ,

WMmEHRB A ATREEENMEE, BRARBRAREESEMRK 0.20~1.0 m] (MXKAR
AR 1.oml, MMEAMEKE 1.0ml), MAKEER1H, REREHFUAIEZOLRKER
HBfTREH L& R,
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REARERUELEETIRNDE ERERT, BREMKE s BRP AEREIOHILH, R
EREK, AT EBENN, E-ERELARTEREHREE.
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DETERMINATION OF ARTESUNATE AND DIHYDROQING-
HAOSU IN HUMAN PLASMA BY HIGH PERFORMANCE
LIQUID CHROMATOGRAPHY WITH REDUCTIVE MODE
ELECTROCHEMICAL DETECTION"

YANG Shu-De, MA Jian-Min, SUN Juan-Hua** and SONG Zhen-Yu
(Institute of Materia Medica, Chinese Academy of Medical Sciences, Beijing)

ABSTRACT A reductive HPLC-EC method wusing Model 310 polarographic
detector (EG&G PARC) for the determination of artesunate and its active deriva-
tive dihydroqinghaosu in human plasma has been established. The whole HPLC
system is shown in fig 1 and stainless steel tubing was used throughout from mo-
bile phase to electrolytic cell. The procedure is as follows: transfer 0.20 to 1.0
ml of plasma into a 14 ml glass centrifuge tube, add one drop of glacial acetic
acid and 10 ml of ethyl ether-dichloromethane (5:4, V/V), shake for 10 minutes
and centrifuge for 5 minutes at 3000 r/min. Transfer the organic phase into another
centrifuge tube as completely as possible and evaporate to dryness under N, stream
at about 35°C. Keep the tube containing the residue in a refrigerator and reconsti-
tute the residue with about 50 pl methanol before assay, Load the reconstituted
solution into the injection loop followed with about 30 ul of water to wash the
tube and then inject the two solutions in the loop into the chromatograph using the
following conditions: column, 15x0.46 cm packed with ODS (YWG-C,;H;;, made

* Partial financial support was received from UNDP/WORLD BANK/WHO Special Programme for Re-
scarch and Training in Tropical Diseases, under the SWG-CHEMAL
#% Research dnstitute of Chemical Defence
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in China); mobile phase, MeOH—0.03 M(NH,),SO,—glacial HAc=55:45:0.1 (V/V)
which must be deaerated by purging pure N, gas under reflux all the time; flow
rate, 3.0 ml/min. The Model 310 detector was controlled by Model 174 polarogra-
phic analyzes (EG&G PARC) operated in sampled DC mode with a fixed potential
of —0.24 V(vs Ag/AgCl); operate mode, static mercury drop electrode; drop time,
2 second; drop size, middle.

This method is selective, sensitive and has a good linearity. The absolute reco-
veries of artesunate and dihydroginghaosu were found to be above 909 in gen-
eral with CV values of less than 9% . This method is suitable for the study of
pharmacokinetics of these two antimalarial drugs.

Key words Artesunate; Dihydroginghaosu; Determination of blood concentration
for antimalaria drugs; Reductive mode HPLC-ECD





