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Two types of Scutellarein and Tertramethylpyrazine hybrid molecules were designed and synthesized
according to the PepT 1-based design. After systematic research, all synthesized hybrid molecules
exhibited more excellent neuroprotective effect and antiplatelet activity compared to the original
drugs. Among them, the selected compound 1e with superior neuroprotective and antiplatelet effects
could significantly enhance the permeability on the Caco-2 monolayer membrane and inhibit the Gly-
Sar uptake on Caco-2 cells. Meanwhile, the result of intestinal perfusion has also confirmed that the
absorption of the selected compound 1e is indeed increased. Further, the selected compound 1e
significantly reduce the cerebral infarction volume of middle cerebral artery occlusion/reperfusion
rats. Especially, the cerebral infarction volume of the high-dose 1e group reduced to one fourth of the
model group. Meanwhile, results of hematoxylin-eosin staining also indicated that the damage in the
hippocampus CA1 region was significantly alleviated after treatment with the compound 1e.
Accordingly, molecular hybridization strategy is one of the simple and feasible ways to improve the
therapeutic effect of single targeted drug 1)
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