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Summary: This application claims a series of quinolinones, which are activators of AMP activated protein kinase (AMPK), as
potential treatment for various diseases mediated by AMPK. The involvement of AMPK in the regulation of
cellular and whole body energy metabolism has become apparent, and activators of AMPK could have beneficial
effect in preventing diseases, such as heart disease, metabolic syndrome, and neurodegenerative diseases, e.g.
Alzheimer’s disease.
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Biological Assay: Human recombinant AMPK was used in a FRET assay.

Biological Data: One hundred and ninety-six compounds were tested. The five structures described above were evaluated in an
AMPK enzymatic assay and had an average pEC50 < 5.5 and pEC200 values less than 5.
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Synthesis: Preparation of 196 compounds.

Claims: Claim 11: Use of quinolinones for the manufacture of a medicament for treating a variety of diseases,
including diabetes, metabolic syndrome, atherosclerosis, mitochondrial disorders, schizophrenia,
neuroinflammation, multiple sclerosis, ALS, and Alzheimer’s disease.
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