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THE DISTILLERY

Indication Target/marker/pathway

Endocrine/metabolic disease

Dyslipidemia;  Patatin-like phospholipase
metabolic domain containing 2
disease (PNPLA2; ATGL)

Summary

In vitro and mouse studies have identified

an inhibitor of ATGL that might help treat
dyslipidemia and metabolic disorders. Lead
optimization of lipase inhibitors yielded a
compound that inhibited ATGL with an IC, |

of about 700 nM. In lysates from ATGL-
overexpressing Escherichia coli and mouse white
adipose tissue, the ATGL inhibitor decreased
triglyceride hydrolase activity compared with
vehicle. In fasted mice, the inhibitor produced a
time- and concentration-dependent decrease in
the release of fatty acids and glycerol compared
with vehicle. Next steps include optimizing the
inhibitor for human ATGL and testing it in diet-
induced models of metabolic disease.
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Licensing status

Patent application
filed; available for
licensing
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