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Tab 1 HPLC/MS data of roxithromycin (RXM)
and its metabolites (M1~M13)

. d IR MS! MS?
Compoun /min m/zM+HD)' m/z (%) m/z m/z (%) m/z
RXM(9E) 30.3 837 679C100) 661 558 522
M7 (9Z) 19.4 837 679C100) 661 558 522
M3 (9E) 15.1 823 6650100) 647 558 522
MI10 (9Z) 11.5 823 6650100) 647 558 522
M5 (9E) 11.8 809 6510100 544 508
M12 (9Z) 10.3 809 6510100 544 508
M2 (9E) 15.7 749 591C100) 558 540 434
M9 (9Z2) 12.2 749 591C100) 558 540 434
M4 (9E) 12.3 735 577C1000 544 508 434
M1l (92) 10.7 735 577C1000 544 508 434
M6 (9E) 11.6 721 563C100) 494 434
M13 (9Z) 10.3 721 5630100 494 434
M1 (9E) 15.1 679 558 540 522C100> 504
M8 (9Z) 11.7 679 558 540 522C100> 504

MS': Full scan MS: MS*: Full scan MS/MS.
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Fig 2 Proposed metabolic pathways of roxithromycin (RXM) in human.
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Fig 3 Relative contents of roxithromycin ( RXM)
and its metabolites (M1 ~ M13) in human bile.

Compounds with 9E' configuration;
Compounds with 97 configuration.
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STUDIES ON METABOLITES OF ROXITHROMYCIN IN HUMAN BILE

Li Xueqing (Li XQ)» Zhong Dafang (Zhong DF)” » Wu Shuodong (Wu SD)!,
Wang Aimin (Wang AMD, Tian Lei (Tian L) and Yu Hong (Yu HD!

( Laboratory of Drug Metabolism and Pharmacokineticss Shenyang Pharmaceutical University s
Shenyang 1100155 ' The Second Affiliated Hospital , China Medical Universitys Shenyang 110001)

ABSTRACT AIM: To study the metabolites of roxithromycin (RXMD in the bile of a patient> who had
received an oral dose of 150 mg RXM after gallbladder operation. METHODS: High-performance liquid
chromatography/ion trap mass spectrometry was used to determinate RXM and its metabolites in human bile.
The bile sample was collecteds extracted with diethyl ether and separated on a C,g reversed-phase column with
( + JESI-MS" detection. RESULTS: RXM and its thirteen metabolites were identified in the sample based on
reference substances and mass spectra. These include descladinose-RXM (M1), erythromycin-oxime (M2) and
its N-mono- and N-didemethylated derivatives (M4 and M6), N-mono- and didemethylated derivatives of
RXM (M3 and M5), as well as the (97 )-epimeric isomers of RXM and all its above metabolites (M7~M13).
The ratios of (9Z)- to (9E )-isomers were found to be between 0.11~0.79. The parent drug remained was
about 20% of the total bile metabolites. CONCLUSION: The metabolic pathways of RXM observed in the
human bile are therefore quite different to those in human plasma and urine. The identification of the
isomerization of the oximes of RXM derivatives represents a novel biotransformation pathway.

KEY WORDS roxithromycin; metabolites; human bile; HPLC/MS
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