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Current treatments for Alzheimer’s disease are focused on symptomatic therapy, since not targets have been identified. The aim 
of this study was to discover small molecules acting on β-Secretase, γ-Secretase, Pin1 and Cdk5 proteins, and its pharmacological 

evaluation. The proteins 3D structures were downloaded from the PDB database and were docked, using AutoDockVina, with 
molecules having drug-like properties. Initial analysis results reveal four potential compounds capable of binding to evaluated 
proteins which have affinity values ranging between -6.8 and-9.1 Kcal/mol. The interaction of ligands 84554447, 84577234, 
84577855 and 84378305 with 4U84 protein (PDB ID), allowed the identification of residues SER32, ALA31 and LYS97 as the main 
amino acids involved in the protein-ligand docking. In the case of the4UPC protein, the residues identified were CYS230, VAL51, 
ALA172, PHE287, ARG285, TYR173 and THR227. With 3VF3 protein, the amino acids were GLN73, THR218 and GLY217 and 
with 3O0G, the residues were ALA31, ASN144 and VAL64.Of the compounds having the highest affinity value, one was selected 
to perform the pharmacological evaluation. Thus, the compound 84378305 (Pubchem ID) was synthesized by chemical synthesis, 
to subsequently evaluate its neuroprotective effect, by the MTT and DHL release assays. The pharmacological evaluation showed 
that the synthesized compound has low cytotoxicity and is an effective neuroprotect. In conclusion, it was possible to find by in 
silico and experimental evaluation a ligand capable of acting against proteins related to Alzheimer’s disease and which possess 
neuroprotective activity.
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