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ABSTRACT

Metabolism drives all biological processes, and its dysregulation fuels a plethora of human diseases,
including diabetes, obesity, fatty liver disease, cancer, cardiovascular disease, and neurodegenerative
disorders. Our research program aims to elucidate the mechanisms underlying the spatial and temporal
regulation of metabolism, with the ultimate goal of resetting metabolic setpoints (Metastat) to treat these
diseases. Protein O-GIcNAc modification has emerged as a nutrient and stress sensor regulating
fundamental cellular processes. Drawing on two decades of research, I will present the concept that O-
GlcNACc signaling serves as a conserved determinant of body weight and blood glucose setpoints.
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