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Modulation of glycolysis for the mitigation of neurodegenerative diseases
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Amyotrophic sclerosis (ALS) is a debilitating disease where muscles
throughout the body fatally waste due to degeneration of motor neurons. We found that perturbation
of TDP-43, an RNA/DNA-binding protein that forms abnormal aggregates in motor neurons in ALS, lead
to a significant decrease in cellular ATP levels. In this study, by manipulating the glycolysis
pathway, one of the major cellular ATP supply routes, we developed a new genetic approach to
increase cellular ATP levels in motor neurons, partially restoring ATP levels in motor neurons
affected by TDP-43 abnormalities.
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