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Adult-Onset Neurodegeneration as Dysferopathies 

Abstract
Many adult-onset neurodegenerative diseases develop as dying back neuropathies, including Alzheimer’s, Huntington’s and Parkinson’s disease. This pattern of neurodegeneration can result from changes in fast axonal transport (FAT) and the evidence is mounting that pathogenic changes in FAT are a pathogenic hallmark in each of these diseases. The molecular basis underlying the observed inhibition of FAT is now beginning to emerge. For example, selective reductions in FAT are seen in polyglutamine-expansion diseases such as Huntington’s disease as well as in Alzheimer’s disease can be related to specific kinase pathways and specific toxic motifs. Inhibition of FAT is associated with changes in neuronal kinases and phosphorylation of molecular motor proteins like kinesin and dynein. Pharmacological and biochemical studies in models of different neurodegenerative diseases show that inhibition of FAT is a consequence of dysregulation of specific signaling pathways, that lead to the characteristic phenotype of each disease. The common pathogenic features of these diseases indicate that they represent a distinctive class of neuropathology which we have termed “dysferopathy” from the Greek word “fero”  meaning to transport or carry. 
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