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Table 1 HPLC conditions
Human Rat
Plasma Urine Serum Urine } Bile
Column Lichrosorb RP-18 (5 ¢m, Merck), 4mm i.d. X 150 mm
Column temp. Ambient

Mobile phase

=83:17

M/15 KH,PO, : CH;0H | M/20 phosphate buffer

(pH7.0) : CH,0OH

M/15 KH,PO, : CH,0H

M/15 KH,PO, : CH,CN

=835:165 =83:17 =91:9
Flow rate 1.1ml/min. 1.0 ml/min.
Detection 280 nm
Sensitivity 0.02a.u.f.s.
Injection vol. 100 ul 1041 100 ul 20 11

Fig.2 HPL chromatograms of (A) control human plasma and (B)
plasma containing CXM and CEZ
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Fig.3 HPL chromatograms of (A) control

human urine and (B) urine contain-
ing CXM and CEZ
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Fig. 4 Standard curves for CXM in human plasma and urine
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Fig.5 Standard curves for CXM in rat serum, urine and bile
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Table 3 Stability of CXM in human plasma and urine
Plasma
Room temp. 4°C —20°C —80°C
3hrs. 104.0£2.5 98.9+0.3 - -
6 hrs. 96.6+1.0 98.7+1.1 - -
24 hrs. 86.2+1.1 98.5+1.4 101.6£0.5 103.0+£2.2
4 days - 98.5+0.5 107.140.9 102.8+0.7
7 days - - 97.5+0.1 101.5%0.6
14 days - - 100.8+1.8 102.1+1.9
Urine
Room temp.. 4°C —-20°C —-80°C
3 hrs. 98.5+0.2 101.8+0.3 - -
6 hrs. 99.0+0.2 101.140.2 - -
24 hrs. 90.8+0.8 99.3+0.5 99.6+0.4 101.1+0.3
_ . 4days . - 97.9+0.2 100.2+0.2 100.5+0.5
7 days - - "101.6£0.2 | 100.6+0.2
14 days - - 97.3%0.3 97.1+0.4

Mean = SE., n=3
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Table 4 Stability of CXM in rat serum, urine and bile

Serum

Room temp. 4°C —-20°C —80°C
6 hrs. 90.3+1.2 100.2+0.6 — —
24 hrs. 69.7+0.5 100.5+0.4 99.6+0.3 99.5+0.8
3 days — 99.0+1.1 100.4+0.4 99.94+0.3
7 days — — 101.2%0.4 99.6+2.0
14 days — i 100.3+0.6 99.9+0.6
Urine diluted with M/15 phosphate buffer (pH 6.0)

Room temp. 4°C —-20°C —80°C
6 hrs. 98.4+1.1 100.1+0.1 — —
24 hrs. 86.2+0.8 99.4+0.3 100.4£1.0 100.6%0.2
3days — 100.3£0.4 99.3+0.3 98.7+0.3
7 days — — 96.44+0.2 97.1+0.1
14 days — — 96.6£0.6 97.4£0.6
Bile and bile diluted with M/15 phosphate buffer (pH6.0)

Room temp. 4°C —-20°C —80°C
3 hrs. (84.1£1.6) (99.9+0.4) — —
6 hrs. 91.9£1.8 97.6%+0.4 — —

(75.7£1.2) (95.8+1.1) — —
24 hrs. 74.3£0.5 99.4%+0.6 99.0£0.0 99.7+0.8

(45.4+0.8) (96.4+0.9) (97.6+1.9) (96.9£1.2)
3 days — 98.8+0.7 101.4+1.1 101.9£0.6
4 days — — (98.1£0.5) (101.1%0.6)
7 days — — 102.9£0.1 100.3+0.8
14days — — 99.5%+1.3 100.8+0.4

Mean £ SE.n=3
Figures in parenthesis indicate % of redisual CXM in non-treated bile.
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DETERMINATION OF CEFUROXIME (CXM) CONCENTRATIONS
IN BODY FLUIDS BY HIGH-PERFORMANCE
LIQUID CHROMATOGRAPHY

Yosuvosu Tosummitsu, Junyt Kinami, Kuniaisa Maxso,
Masaniko Oxivama and Kazuo Okumura
Tokyo Research Laboratories, Shin Nihon Jitsugyo Co., Ltd.

High-performance liquid chromatography (HPLC) method for the quantitative determination was
studied on cefuroxime (CXM), the parent drug of cefuroxime axetil (CXM-AX). Also, the stability
of CXM in body fluids was examined.

CXM was well separated from other endogenous compounds which were present in body fluids. When
0.5—15 ug/ml of CXM was added to human plasma, 10—1,000 #g/ml to human urine, 1—20 gg/ml to
rat serum, 10—150 u#g/ml to rat urine and 25—375 ug/ml to rat bile, good calibration curves were
obtained in all the cases.

The recoveries of CXM from serum and plasma were 85—87%, and those from urine and bile were
96—100%. The limit of detection was 0.2 #g/ml for CXM both in human plasma and in rat serum.

CXM in body fluids was stable at least for two weeks if it was kept at —20°C or below.



