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Mechanisms of Cinnamophilin in Cerebral Endothelial Cell Apoptosis
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In this study, we attempted to evaluate the inhibitory mechanism of cinnamophilin,
isolates from Cinnamomum philippinese, on oxidized low density lipoprotein
(ox-LDL)- induced cerebral endothelial cell (CEC) death. Cinnamophilin inhibited the
ox-LDL-induced CEC apoptosis and the activation of caspase-9 and caspase-3 in a
concentration-dependent manner. However, cinnamophilin did not affect the release
of cytochrome ¢ and second-mitochondria-derived activator of caspase (Smac) from
the mitochondria to the cytoplasm. Furthermore, cinnamophilin (10 puM) did not
affect the ox-LDL-induced the loss of mitochondrial membrane potential. In addition,
cinnamophilin concentration-dependently inhibited ox-LDL-induced production of
reactive oxygen species (ROS). Ox-LDL increased endoplasmic reticulum (ER) stress,
reflected by GRP78 expression, in a time-dependent manner. Cinnamophilin
markedly inhibited ox-LDL-induced GRP78 expression in a concentration-dependent
manner. Taken together, the inhibitory mechanism of cinnamophilin on
ox-LDL-induced CEC apoptosis may be, at least in part, through suppression of ROS
formation, ER stress, caspase-9, and caspase-3 activation. We conclude that
cinnamophilin may have therapeutic potential in cerebrovascular diseases.



