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Pathogenic TDP-43 interactions in ALS/FTLD

TDP-43 is a critical RNA binding protein found mislocalized in neurons of patient’s diagnosed
with amyotrophic lateral sclerosis (ALS/MND), frontotemporal lobar degeneration (FTLD),
and related dementias. Recent work indicates that TDP-43 undergoes liquid-liquid phase
separation into biomolecular condensates, and this is required for maintaining its solubility
and function under physiological conditions. In disease states, TDP-43 is subject to
pathological/aberrant phase transitions resulting in both nuclear loss-of-function and
cytoplasmic gain-of-function events. Here, we will highlight work identifying TDP-43
interactors that drive physiological and pathogenic phase transitions. These include novel
RNA species and nuclear proteins that can regulate TDP-43 function, solubility, and toxicity.
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