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Fig 1  Typical chromatograms in reversed syste m

a. Plasma sample from rabbit; b. Nicardipine; c.
Drug-free plasma. 1 . Peak of nicardipine. Reversed
phase liquid chromatographic condition (I): Cis
column, flow rate: 1.0 mLe* min~ !, mobile phase :

methanol- water (75: 25) ,

Jﬂ

____JL

and room te mperature
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Fig 2 Typical chromatograms in chiral syste m
a. (( *)- Nicardipine ; b. Plasma sample; c. Tissue
sample. 1 . S Nicardipine ; 2. R- Nicardipine . Chiral
separation chromatographic condition ( II) : Chiralcel
0J column, flow rate: 0.5 mLemin~', mobile
phase: mhexane-ethanol (85 ! 15), and room
te mperature
2

NCD 1.0 mL
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, 110- 1100 ng* mL™' Tab2 The pharmacokinetic parameters ( £SE) of
;o » § nicardipine and R nicardipine in rabbit after oral
NCD ( A) ( *)- nicardipine (40 mgrkg™ ', n=3)
( m ,Ilg) , Pha;;::?ﬂzliien:tic ( i)- Nicardipine S~ Nicardipine R- Nicardipine
T pax/ 1.76 £0.03 2.49%*0.03 1.24%0.05
NCD A=802m-369 Y=0.9981( n=3) Coue/ ng* mL"! 231 24 134 %2 109 22
Ty/2(key/ h 0.510£0.020 0.720£0.010 0.35%0.03
5 NCD: A=404m-178 Y¥=0.9967( n=3) Ty/2key/ b 4.17%0.09 4.93+0.12 3.03%0.12
R-NCD: A=394m-192 v=0.9957( n=3) AUC/ng*mL"'+h 1862 +54 1082 +32 778 £22
(S/N) 3 ( V/F)/ 0.130£0.001 0.26£0.003 0.220 £0.003
mg* mL‘kg' l'ng'l
11 ng.
3 300
-1
NCD 110,220 440 ng* mL 250
[13 ” H
) N b E
ot
£
5
( RSD) 5.2% g
‘i:
8.9 %, 99.9% 97.1 %, 1. 8
S
Tab 1 Withirday and betweerrday RSDs and
recoveries of nicardipine ( n=>5) 0 5 10 o 15 20 25
Within day Bet weemr day
A.dded{l Found/ RSD/ Recovery/ Found/ RSD/ Recovery/ Fig 3 The mean plas ma concentratior time curves of
ng* mk ngemL ' % % ngemL™ ' % % ( *)-nicardipine (® —®), S-nicardipine ( ©—°) and
NCD R-nicardipine ( ®* —*) in rabbit after oral nicardipine
-1
110 109#3 2.7 993 1062 2.1  96.7 tablets (40 mg* kg™, n=3)
220 216%8 3.7 98.3 215%10 4.6 98 .1
440  447%20 4.4  100.4 414%15 3.6 94 3
S NCD
55 584 6.0  105.2 49%4 8.4  90.2 NCD , (3.7
110 1047 6.7 943  113%12 10.6 103 .2 -
220 214%7 3.4 97.5 203*13 6.4 92 .4
R NCD
55 53%5 8.4 97 .6 54£7 13.6 98 .7 NCD s
1o 109%3 2.7 99.9 112%*11 10.2 102.3 a0 NCD
220 231 £10 4.3 105.3 20010 4.6 95 .8
Average 5.2 99 .9 8.9 97.1 ’
;@ NCD .
NCD: Nicardipince
4 NCD ,
(13 ”»” (l)
NCD “«o- ., 3P87 NCD - 3P87
bl b ( Tmax)
2. - 3 SNCD2.49 h, RNCD1.24 h; ( Th/a kay)
: 5 NCD 0.72 h, RNCD 0.35 h;
5 ( TI/Z(Ke)) : S NCD 4.93 h,R'NCD303 h,
« ” (2) S- NCD R-NCD ,
SNCD R NCD . (AUC) , 5 NCD R NCD
, 1.4 s NCD AUC, S NCD
58.1%,RNCD 41.9%.
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STUDIES ON IN-VIVO PROCESS OF THE ENANTIOMERS OF
NICARDIPINE IN RABBIT BY COUPLED CHIRAL AND ACHIRAL HPLC

WANG Srcen, HE Lang-chong, LIU Fei
(COllffge of Pharma(:y, Xi’ an ]iaotong University, Xi’ an 710061, China)

ABSTRACT: AIM To study the differences of the pharmacokinetics and tissue distribution of two
enantiomers of nicardipine in the rabbit. METHODS Biological samples were diluted by 1 mol*L"' NaOH
solution and extracted with mhexane - ethyl acetate (1:1) . The concentrations of S nicardipine and R
nicardipine in samples were determined by coupled achiral G column (150 mmx 4.6 mm, 5 pm) and chiral OJ
column (250 mm x 4.6 mm, 10 um) chromatography. RESULTS  The racemic nicardipine and the
enantiomers in sample were separated well by the coupled system. The linear range was 55 - 550 ng® mL" ' for
both enantiomers . The withimr day and betweerr days RSD ( n =5) were 5.25 % and 8.97 %, and the relative
recoveries were 99.99 % and 97.10 % for R and S enantiomer, respectively. The mean Ty, , Cpax and AUC
values were (2.49 £0.03) h, (134 £2) ng*mL™ ' and (1082 £32) ng* mL™ ' *h for S nicardipine and (1. 24
£0.05) h, (109 £2) ng* mL~ " and (778 £22) ng* mL~ "« h for Renicardipine . The concentration of S
nicardipine were generally higher than that of R nicardipine in main target tissues and cells. CONCLUSION
There were significant differences between the two enantiomers of nicardipine in rabbit in pharmacokinetics and
tissue distribution .
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