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Neuroserpin is a promising target for cure of neurodegenerative diseases
because the protein inhibits tissue type plasminogen activator (tPA) in the brain and central
nervous system. Neuroserpin inhibitor compounds thus, without effects on thrombolysis, can assist to

produce plasmin that degrades amyloid fibril in the brain. In this project, crystal structures of a
complex of neuroserpin with tPA and a pathogenic mutant_of neuroserpin S49P were determined at 4
angstrom resolution and 1.9 angstrom resolution, respectively. Based on these structural data, three
compounds that accelerate latent transition of neuroserpin, and two compounds that inhibit binding
of neuroserpin with tPA were found. These five compounds were subjected to effect and toxic tests
using a neuronal cell culture model of Alzheimer®s disease, and based on the results, we
successfully found two potential leads for drug design.
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