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Novel therapy for neurological disorders by protein-protein interaction
inhibitor
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Protein-protein interactions (PPl) are fundamental to cell biological
processes and are often dysregulated in various neurological disorders. PPl hence represent a huge
class of therapeutic targets and modulation of PPl with small molecules has becoming increasingly
important in drug discovery. To screen for novel neuroprotective small-molecule PPl inhibitors in in

vitro and in vivo Parkinson’ s disease (PD) and stroke. PPl inhibitors, with protective effects
against MPP+-induced neuronal death in in vitro model were identified. Furthermore, oral
administration of PPl inhibitors before MPTP mitigated MPTP-induced loss of dopaminergic neurons in
substantia nigra, compared with saline-treated control mice. Also, PPl inhibitors mitigated ischemic
stroke, resulting in enhanced functional outcome. The discovery of these small-molecule
p53/negative regulator-interaction inhibitors with neuroprotective properties may pave the way to
new therapeutic strategies for PD or stroke treatment.
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