Latin American Journal of Pharmacy Short communication

: (formerly Acta Farmacéutica Bonaerense)
Received: September 22,2015

Lat. Am. J. Pharm. 35 (4): 830-3 (2016) Accepted: November 20,2015

Drug-Drug Interaction between Clopidogrel
and Neobavaisoflavone, Corylifolinin, and Coryfolin

Yi-Qun ZHANG ! *, Qiu-Jie LI !, & Ming-Lian YU 2

I Department of cardiology, Xi’an No.I Hospital, Xi’an, 710002, China
2 Department of Pharmacy, General Hospital of Beijing Military Region, Beijing, China

SUMMARY. Clopidogrel, sold under the name Plavix by Sanofi and Bristol-Myers Squibb, has been clini-
cally utilized to inhibit blood clots in a variety of conditions such as peripheral vascular disease, coronary
artery disease, and cerebrovascular disease. Fructus Psoraleae (bu-gu-zhi in China) has the therapeutic
potential towards coronary artery disease. The present study aims to determine the inhibition of Fructus
Psoraleae’s compounds towards human carboxyl esterase 1 (CES1)-catalyzed metabolic inactivation path-
way of clopidogrel. Neobavaisoflavone, corylifolinin, and coryfolin (100 M) was utilized to screen the in-
hibition towards human liver microsomes (HL.Ms)-catalyzed hydrolysis metabolism of clopidogrel, and the
results showed all the tested compounds exhibited significant inhibition towards hydrolysis metabolism of
clopidogrel. Concentration-dependent inhibition behavior was furtherly found. Therefore, the co-adminis-
tration of Fructus Psoraleae might increase the therapeutic function of clopidogrel through inhibiting the
inactivation metabolic reaction of clopidogrel.

RESUMEN. El clopidogrel, producido Sanofi y Bristol-Myers Squibb bajo el nombre de Plavix, ha sido utilizado
clinicamente para inhibir la formacién de codgulos de sangre en patologias tales como enfermedad vascular peri-
férica, enfermedad de la arteria coronaria y enfermedad cerebrovascular. Fructus Psoraleae (bu-gu-zhi, en Chi-
na) tiene potencial terapéutico sobre la enfermedad de la arteria coronaria. El presente estudio tiene como objeti-
vo determinar la inhibicién de los compuestos de Fructus Psoraleae sobre la carboxilo esterasa humana 1
(CES1), que cataliza la inactivacién metabdlica de clopidogrel. Para ello 100 M de neobavaisoflavona, corylifo-
linina y coryfolina se utilizaron para ensayar sus efectos sobre la inhibicién catalizada por microsomas hepdticos
humanos del metabolismo de hidrdlisis del clopidogrel. Los resultados mostraron que todos los compuestos ensa-
yados exhibieron inhibicién significativa hacia el metabolismo de hidrdlisis de clopidogrel, encontrdndose ade-
mds que el comportamiento de inhibicién era dependiente de la concentracién. Por lo tanto, la co-administracién
de Fructus Psoraleae podria aumentar la funcién terapéutica de clopidogrel a través de la inhibicién de la reac-
cion de su inactivacién metabdlica.
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