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Speech Topic and Abstract

Title:
A ligand-based approach for the design of multi-action anti-Alzheimer compounds

Abstract:

Alzheimer's disease (AD) is a multifactorial slow and progressive dementing disease that
combines two pathophysiological mechanisms: the amyloid pathology and the Tau
pathology. In parallel with these hallmarks, several dysfunctions are observed such as
neuroinflammation, cellular death, altered proteostasis, lysosome dysfunctions, damaged
mitochondria and altered synaptic transmission. Disease-modifying small molecules
currently in clinical trials only act on either one of these processes or even on symptoms.

In the past years, thanks to a phenotypic screening and the identification of the two first
active families, we developed a ligand-based approach and built a pharmacophoric model.
From this model, we succeeded in identifying several families of compounds able to modulate
the APP metabolism, reduce the Tau pathology development in vivo and improve the
cognitive deficits in transgenic mouse models of hippocampal Tau pathology and amyloid
pathology. We also highlighted the effect of some compounds on neuroinflammation and
protein homeostasis.

The presentation will focus on the design, synthesis and activities of one of these compounds.
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