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Preparation of active thiol metabolite of clopidogrel by isolated rat liver perfusion

LIU Yi, TAO Ting, LIU Yun, LI Yanli, HU Panpan, JIANG Yanjiao, SUN Zengxian (Dept. of Pharmacy,
Lianyungang Hospital Affiliated of Xuzhou Medical University/The First People’ s Hospital of Lianyungang,
Jiangsu Lianyungang 222002, China)

ABSTRACT OBJECTIVE To establish the preparation method of clopidogrel active thiol metabolite (CATM), and to provide
reference for the synthesis of cis-CATM. METHODS CATM was prepared, separated and purified with isolated rat liver perfusion
and ChromCore 120 Cis preparative column, using (S) -2-oxo-clopidogrel as substrate. The target compounds were identified by
mass spectrometry and nuclear magnetic resonance spectroscopy. The retention time of the active configuration of CATM in the
human body (cis-CATM) were compared to confirm the proportion of active configuration in the target product. RESULTS The
conversion rate of the target product was 11.71%. The target products were identified as CATM by MS and 'H-NMR. Peak 2-peak
5 of CATM were four stereoisomers. The retention time of them were 21.3, 22.3, 26.5, 27.3 min. The peak area ratios of them
were 7.13% , 7.23% , 63.52% , 14.97% , respectively. Based on that retention time of the active configuration of CATM in human
body was 26.3 min, the active cis-stereoisomer in the target product CATM accounted for 63.52% . CONCLUSIONS This method

is low-cost, simple, and can prepare CATM with higher active configuration.

KEYWORDS isolated rat liver perfusion; clopidogrel; active thiol metabolite; preparation; purification; (S)-2-oxo-clopidogrel
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W% 25 25 U5 5 R 22 By e S X 41 4 B - 1
T B PR s T SR AR
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