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Summary: The patent application claims pyridazinone derivatives as imaging probes of Tau pathology in Alzheimer’s disease (AD).

The compounds of the present invention may be used for PET or SPECT imaging. Compounds 38 and 105 showed

selectivity for tau+ neurofibrillary tangles (NFTs) over β-amyloid (Aβ)+ plaques when tested at lower concentration.

Important Compound Classes:

Key Structures:

Recent Review Articles: Savelieff, M. G.; Lee, S.; Liu, Y.; Lim, M. H. Untangling amyloid-β, tau, and metals in Alzheimer’s disease. ACS Chem. Biol.

2013, 8 (5), 856�865.

Biological Assays: Tissue binding assays: the binding of compounds to NFTs and (Aβ)+ plaques in human AD tissues were evaluated based

on fluorescence.

In vivo cold biodistribution: plasma and brain concentration test compounds was measured after i.p. dosing

In vivo biodsitribution with radiolabeled compounds: radioactivity of organs, tissues, and blood was measured after

i.v. administration of [18F]-radiolabeled compounds
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