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SUMMARY. Drug-drug interaction (DDI) was determined between everolimus and orthopedics drugs
mainly undergoing carboxylesterase 1(CES1)-catalyzed metabolic elimination reaction. Human liver mi-
crosomes (HLMs)-catalyzed 2-(2-benzoyl-3-methoxyphenyl) benzothiazole (BMBT) hydrolysis metabolism
was employed as the probe reaction. Initial screening results showed that 100 zM of everolimus inhibited
more than 70% activity of CES1 (p < 0.05). Furthermore, the inhibition of everolimus towards CES1 ex-
hibited concentration-dependent inhibition behavior, and the ICs, value was calculated to be approxi-
mately 40 uM. These data indicated the potential DDI between everolimus and orthopedics drugs under-
going carboxylesterase 1(CES1)-catalyzed metabolic elimination reaction.

RESUMEN. La interaccién farmaco-fairmaco (DDI) se determiné entre everolimus y los formacos ortopédicos
que se sometieron principalmente a la reaccion de eliminacién metabdlica catalizada por carboxilesterasa 1
(CES1). El metabolismo de la hidrélisis de 2-(2-benzoil-3-metoxifenil) benzotiazol (BMBT) catalizado por mi-
crosomas hepdticos humanos (HLMs) se empled como reaccién de sonda. Los resultados del cribado inicial mos-
traron que 100 xM de everolimus inhibia mds del 70% de actividad de CES1 (p < 0,05). Ademads, la inhibicién
de everolimus hacia CES1 exhibié un comportamiento de inhibicién dependiente de la concentracién, y el valor
de ICs se calcul6 que era aproximadamente 40 M. Estos datos indicaron la potencial DDI entre everolimus y
los farmacos ortopédicos sometidos a reaccién de eliminacién metabdlica catalizada por CES1.
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