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Hesperetin inhibits rabbit platelet aggregation by inhibition of PLCy2 phosphorylation
and cyclooxygenase activity
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The objective of present study was to investigate antiplatelet activity of hesperetin in vitro and ex vive. In
addition, possible antiplatelet mechanism was also investigated. Hesperetin concentration-dependently inhibited
washed rabbit platelet aggregation induced by collagen and arachidonic acid, with ICsq of 20.5 + 3.5 and 69.2
5.1 uM, respectively, while has little effect on thromboxane A; mimic, U46619- or thrombin-mediated platelet
aggregation, suggesting that hesperetin may selectively inhibited collagen-mediated signal transduction. In
accordance with these findings, hesperetin revealed blocking of the collagen-mediated phospholipase C gamma2
phosphorylation, and caused a concentration-dependent decrease of arachidonic acid liberation, cytosolic
calcium mobilization and serotonin release. It was also supported by the ex vivo platelet aggregation study that
administration of hesperetin (100 mg/kg) potently inhibited collagen-induced platelet aggregation in rats.
Furthermore, hesperetin inhibited arachidonic acid-mediated platelet aggregation by interfering with
cyclooxygenase activity as established by measuring the productions of thromboxane A, and prostaglandin D,
when arachidonic acid was added. Taken together, the present results provide a molecular basis for the
antiplatelet activity of hesperetin, through inhibition of phospholipase C gamma2 phosphorylation and

cyclooxygenase activity.
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