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Study the Effect of Tetramethylpyrazine Combined with Aspirin on Ischemic Cerebral Infarction
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In this study, we investigated whether TMPZ 20 mg/kg combined with aspirin 5 mg/kg could potentiate their protective effect on the brain injury and



determined their molecular mechanisms in the middle cerebral artery occlusion/reperfusion model in rats. Furthermore, we expected to decrease
dosage of TMPZ and aspirin in order to decrease size effect and correspond to clinical application. In addition to analysis of infarct size, we also
utilized brain tissue to (1) measure the content of iNOS, HIF-1alpha and caspase-3 by western blotting, (2) study nitrotyrosin formation by
immunohistochemical staining, (3) test lipid peroxidation in vitro and (4) analyze TNF-alpha mRNA expression by Reverse transcription-polymerse
chain reaction (RT-PCR). We tested the effects of TMPZ in transient focal cerebral ischemia and reperfusion rat modal. TMPZ (20 mg/kg ip.)
markedly attenuated the infarct volume about 59.3 % at 24 hours after middle cerebral artery occlusion. Subsequently, we examined the
neuropreotective mechanisms of TMPZ in the molecular and cellular pathophysiology of brain injury after focal ischemia. By the data of western and
immunofluorescent analysis, we found that pretreatment of TMPZ could significantly reduce the expression of iNOS, nitrotyrosine, HIF-1alpha and
caspase-3. By reverse transcription-polymerase chain reaction analysis, TMPZ also suppressed the expression of TNF-alpha mRNA. Moreover, we
found that TMPZ couldn't improve lipid peroxidation in rat's brain homogenates in vitro. On the other hand, our study found that TMPZ combined
with aspirin didn't potentiate their protective effect on the brain injury, compared with TMPZ or aspirin alone. We postulated that the dosage of
TMPZ or aspirin almost reached optimal protective effect on the brain injury in this study. Therefore, it was hard to discriminate whether TMPZ
combined with aspirin could potentiate their protective effect on the brain injury. In the future, we will decrease the dosage of TMPZ and aspirin and

this approach will largely decrease size effect and correspond to clinical application.



