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Novel therapeutic strategy for amyotrophic lateral sclerosis targeting calretinin
and monocyte chemoattractant protein-1

HAYASHI, SHINTARO
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We examined relationships between massive microglia/macrophage (Mi/M®)
infiltrations in the anterolateral funiculus of amyotrophic lateral sclerosis (ALS) spinal cord and
TDP-43 pathology, calretinin éCR, calcium-binding protein), and CCL2 (monocyte chemoattractant
protein-1). The results showed that among the Mi/M® with various morphologies, the numbers of Mi/M®
with foamy appearance had a positive correlation with amount of motor neurons with TDP-43 pathology in
ALS patients. It was also revealed morphologically that CCL2, elevated in the patient"s cerebrospinal
fluid, might be derived from the astrocytes. Although, distributions of Mi/M® 1in ALS spinal cord are
similar to those of CR-immunoreactive axons in normal human spinal cord, administration of anti-CR
antibodies to ALS mouse model (G93A) or CR peptide to normal rat indicated no pathogenicity of CR.
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Statistical analyses (n=7)
CST vs. ALFoc of ALS cases
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Microglia with foamy appearance in the ALFoc,
but not AH or CST, are positively correlated with TDP-43 pathology
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There were no correlations between
microglia/macrophage infiltrations and either reduced axons
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Morphologies of microglia/macrophages are strikingly
different between WM (foamy) and AH (non-foamy)
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