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Although considered as a rare neurodegenerative disorder, veterans who have

served in the military are at a nearly 60% greater risk of being diagnosed with TBI induces neurodegeneration : . : :
Amyotrophic Lateral Sclerosis (ALS) than those with no history of military service. Q IN LSCs TBI induces nuclear localization of TDP-43 In a time-
Traumatic brain injury (TBI) has been identified as one of the major risk factors for Q dependent manner in LSCs

ALS development in veterans. Alcohol and TBI are a deadly pair; while alcohol Sham Sham+Alcohol

increases one's risk for TBI, TBI also increases one’s likelithood of alcohol abuse.
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lumbar spinal cords (LSCs) of ALS veterans, a region of the spinal cord that is
commonly affected in ALS patients. We have also found that levels of ISGylation are
significantly increased in the LSCs from female vs male ALS veterans. TBI induces
ISG15 expression in other experimental model(s). Based on these results, we
hypothesize that TBI-induced activation of the IFNB/ISG15 axis impairs the ubiquitin-
mediated turnover of neuronal proteins (e.g., TDP-43) in the spinal cord. Toxic
accumulation of non-degraded proteins leads to neurodegeneration, and alcohol
exacerbates this mechanism.
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2-Way ANOVA: Main Effect of TBI (p=0.0118)
TBI appears to have no significant effect on
neurodegeneration, IFNp and 1ISG15 gene expression, and
@ protein 1ISGylation in MCs
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