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4 B 5 i i
R-F0 S-OFLX BS54 EE
HO2E PR EED ml A OFLX RN BREFTR VD 2 % 4 ug, 1R 20 . HPLC 5347, 1k & 9 AL 20 B 5y
ETOLA) T £ TP OFLX & cu™ R S{ASERIE UMY U B & 4 i A 4 R WL 2.

Tab 1 The efficiency of column and resolution of OFLX enantiomers

8§-(—)-OFLX B-(+4)-OFLX Ciporfloxacin
n/column 1841 1829 18086
R 1.75 2. 14
«© 1.20 1.25

n: Number of theoretical plates; Ry Resolution between two peaks; o, Separation factor.
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Fig 1 Chromatogram of OFLX enantiomers. Fig 2 Proposed structure of ligand complex
a. S-(—)-OFLX; b. R-(+4)-OFLX; of OFLX and L-phenylalanine with Cu®*.

¢. Ciporfloxacin (1S).
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AR AR I E oH 7, B PR EUSIK IR A B 1 ml, FTRE RS
RIS 6 — DR R S-(— RLF —NIEY R- ()R L3 #H pH M 3. 428 {L 4. 0%} OFLX
AT 2 B MR AN K (P B N 1. 68~ 1. 75) iy T BhAE pH<T2 5 HIRHEF, ] pH> 410
fi B2 A S 0 b DL o pH — MR PE i 723 540 AT M B ik ER 28 br il TR F 4 BRI HPLC R4,
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S iETs B RRIS HR

B PR TR ml IMA SRR 200 vg fE R INER, 4 A1 OFLX Xt B ght. 2, 3.2, 8.0,
16.0, 40. 0, 100. 0, 200. 0F11000. 0 ug, i 5]J5 ,HPLC 23 ¥7, LA & Xt ik 5 tr s m A e
(Y)XT & XF Bk ok FE (X ug/mD) i FT 2R HE [ L B 13 5 F2 . S-OFLX; Y=0. 0101X+0. 0144; R-
OFLX; Y= 0. 0128X-+0. 0287,

S-f1 R-OFLX f£0. 6~500 ug/ml ¥ B 15 B 9 4 1k BT

HESRBEMEN A MBS HE 80,3 wg/mUEEHE>3); B ik E #0.6
ug/mi ({5 M H > 10 AT BRAE IR 22 <12, 024D,
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HPLC 5387, 4% T 51 2 K50 4 i R 4 R 5 F &2,
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BIWE Y = [Aorx/As g/ [Aorx/Ais]x X 100%

Tab 2 Recovery for assay of enantiomers of OFLX in spiked human urine (x+s, n=4)

Amount added Amount measured (ug/ml) Recovery (%)
(ug/mi) 8-(—)-OFLX R-(+4)-OFLX §-(—)-0FLX R-(+)-OFLX
0. 60 0.59+0. 029 0.6054+0. 028 98.34+4.88 100. 8+4.70
4. 00 4. 056+ 0. 283 4.10+0. 365 101.4+7.08 102.54+9.13

LEE B R, F N T E R S-OFLX #799. 87+ 5. 98, R-OFLX 7101. 64 6. 92,0FLX 7&
KFAEYIER P EREHRD, RG220 HALe BRERMER, o5 H 8 H
5. ZBR 2B E AN SRR R RBUE FHEAT B HENMU R4S O UL MR SUR R A A HLIE
FIRERE, T2 B R AL 5 R EET T .

e ERR

B2 HRFEL ml, DA AR ¥ E 200 ug A1 OFLX Xt R & 3. 2,8. 0 ug, iR 53 /5 , HPLC i

LR RA AR ERENEEE, SRS T R,

Tab 3 Precision and accuracy for assay of enantiomers

of OFLX in spiked human urine (¥x+s, n=4)

Mean measured concentration (ug/ml)
Target concentration (ug/mi)

8§-(—)-0FLX R-(+4)-0FLX
Within day
1. 60 1.53+0. 12 1.5340. 10
4. 00 4.1310.08 4.1710. 07
Between days
1. 60 1. 584 0. 06 1.56+0. 04
4.00 4.1440.07 4.1440.04

FIPIR K , A SCATE LAY OFLX XTuaillE ik R A R & EMEINIE,
AR% R-$0 5-OFLX ¥k R $5RE

CHABAHERBERERE,22~23%, DIREFV ERBE1IK (300 mg),2 h [F#EHE, A0
~2,2~4,4~6,6~8,8~10,10~12,12~16,16~24 h Py FREE, 185 , BUEH 100~400 ul, i
AHIRFFE YR 200 v, RS G, KEES 20 wl 3 N HPLC 534, A ENEF B EE R HIEX
BT ke, 45 R W3k,

sERF, R R F R EF Y B HERS , S-F1 R-FOLX Xf B B M 72 A [F] B 18] P9 JR 1 49
S/R AR, 710 h ,S/R {H<1,10~12 h,S/R HA%F1,12 h J5,S/R{E>1,4F]i524 h,
S-/R-OFLX By HAE H1. 15, 7] I, EHE Y E WD 3T BAKE AR N T8 S LR . X
FERAVEEEYHAIBPIRELT TN R Bl S B FEAE DL K AR AT A 4% Bk 5
BRI PZITHERE—LTR.
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Tab 4 Urinary excretions of OFLX enantiomers after an oral dose
of (£ )-OFLX (300 mg) to three healthy volunteers (¥+s)

Amount of urinary excretions (mg)

Time(h) P
$-(—)-OFLX R-(+)-OFLX 8/R in urine
0~2 18.25+8.80 20.744+9.78 0.88+40.02 <(0. 05
2~4 23.7945.67 26.60+6. 21 0.89+0. 03 <0. 02
(42.04113. 83) (47.341+15. 05)
4~86 15.32+1.55 16.94+1.76 0.901£0.01 <0.01
(57.36%13.23) (64. 284 14. 37)
6~8 18.571+8. 36 19.45+9. 24 0.96+0. 03 NS
(75.93+17. 85) (83.73+19.87)
8~10 10.25+42. 34 10.49+2. 26 0.98+0. 02 <{0.05
(86. 181+ 16. 68) (94.22118.56)
10~12 7.55+2.55 7.45+2. 37 1.014:0.03 NS
(93.72+19.09) (101. 66+420. 81)
12~16 10. 55+0. 49 10. 00+0. 28 1. 06+0. 02 <0. 05
(104. 27+ 18. 60) (111.5+420. 42)
16~24 7.62+4.12 6.57+3.38 1.154+0. 03 <0. 05
(111.9421.74) (118. 14+22.81)
Excretions % 74.59 78.75

Values in parentheses are cumulative urinary excretions of OFLX enantiomers. NS. No significative difference.
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QUANTIFICATION OF THE ENANTIOMERS OF
OFLOXACIN IN HUMAN URINE BY RP-HPLC
WITH CHIRAL MOBILE PHASE ADDITIVE

S Zeng, L Zhang and ZQ Liu
(School of Pharmacy, Zhejiang Medical University, Hangzhou 310031)

ABSTRACT The method for determination of S-(—) and R- (+ )-ofloxacin (OFLX) in human
urine by RP-HPLC with a chiral mobile phase additive is described. L-phenylalanine was used as the
chiral additive, Cu?* as the ligand ion and fluorescence for detection. This chiral ligand exchange
chromatography has been applied to reveal the enantioselective disposition of ofloxacin in human
volunteers.
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