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Study the Effect of Tetramethylpyrazine Combined with Aspirin on Ischemic Cerebral Infarction
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Recently, a vast amount of randomized data supports the use of antiplatelet drugs to prevent serious vascular events (stroke, MI, and vascular
death) in a wide range of patients at high vascular risk (eg, stroke survivors, MI survivors, claudicants). Several antiplatelet agents with different
mechanisms of action are currently available for secondary prevention of ischemic stroke. They include aspirin, ADP receptor antagonist
(ticlopidine and clopidogrel) and glycoprotein IIb/IITa antagonist. Aspirin's mechanism of action is irreversible inhibition of cyclooxygenase,
resulting in reduction of thromboxane A2 biosynthesis and attenuation of platelet aggregation. Of all antiplatelet agents, aspirin has more clinical
trials, evidence and modest efficacy, and is inexpensive in secondary prevention of ischemic stroke. Aspirin leads to a modest reduction both in the
risk of stroke (23%) and the combined end point of stroke, myocardial infection (MI), or vascular death (18%). Therefore, all data suggested that
aspirin should be first-line antiplatelet therapy in the secondary prevention of stroke. Combining 2 antiplatelet agents with different mechanisms of
action has been demonstrated to provide a substantial increase in efficacy in the ESPS II study. In this trial, the relative risk reduction for secondary
stroke prevention was 37% with use of a combination of extended-release dipyridamole and aspirin. Importantly, the risk of major bleeding
attributable to the combination therapy was no greater than that seen with aspirin alone. Another trial (MATCH study) is going to estimate the
effect of clopidogrel combined with aspirin on secondary prevention of ischemic stroke. In the previous proposal, we found that
tetramethylpyrazine (20 mg/kg) could significantly produce 60% reduction (P<0.01) of cerebral infarct size. The possible mechanisms of
tetramethylpyrazine included 1) antiplatelet activity: increase of cGMP level and inhibition of phospholipase C activity, and 2) antioxidation.
Therefore, we want to investigate whether tetramethylpyrazine combined with aspirin provide substantial increase in efficacy on cerebral ischemic
infarction. We will use the model of middle cerebral artery (MCA) occlusion/reperfusion to study the effect of two drugs on infarct size, behavioral

test, lipid peroxidation, neurological deficit and grip test after transient MCAO in rats.



