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In Vitro and in Vivo Antithrombutic Effect of Rutaecarpine and Tmpz
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Rutaecarpine ; Ligustici rhizoma ; Antiplatelet activity ; Calcium ion ; Tetramethylpyrazine
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Tetramethylpyrazine (TMPZ) is the active ingredient of a Chinese herbal medicine. In this study, TMPZ was tested for its antiplatelet activities in
human platelet suspensions. In human platelets, TMPZ (0.5-1.5mM) dose-dependently inhibited platelet aggregation induced by a variety of agonists
(i.e., ADP, collagen and U46619). In addition, TMPZ also dose-dependently inhibited the intracellular free Ca/sup +2/ rise of Fura 2-AM loaded

C Y }]%FE' platelets stimulated by collagen (5ug/ml). Furthermore, TMPZ (50-200uM) significantly increased production of nitrate and cyclic GMP in human
platelets within a 15-min incubation period. These results show that TMPZ stimulates nitric oxide production in human platelets. Furthermore, we
also found that rutaecarpine was also effective in reducing the mortality of ADP-induced acute pulmonary thromboembolism in mice when
administered intravenously at doses of 25 and 50ug/g. In addition, intravenous injection of rutaecarpine significantly prolonged bleeding time as

compared with normal saline in severed mesenteric arteries of rats. These results indicate that rutaecarpine is a potent antithrombotic agent in in vivo.



