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Molecular Mechanism of Long-Term Viability Acquisition of CNS-resident Monocytes
Essential for Autoimmune Disease Relapse
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In this study, we aimed at clarifying the molecular mechanism by which
myeloid cells migrating from the periphery to the CNS after the initial onset of experimental
autoimmune encephalomyelitis (EAE), a model of multiple sclerosis (MS), acquire long-term viability
in the CNS during remission and are involved in pain-dependent neuroinflammatory relapse. We found
that myeloid cells of peripheral origin in the CNS in remission constitutively receive survival
signals via GM-CSF produced by blood endothelial cells, and are reactivated by pain stimuli, which
causes relapse of the disease. Our results suggest that suppression of GM-CSF-mediated signaling may

be an effective therapeutic approach in relapsing-remitting inflammatory CNS diseases such as MS.
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