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A study of shambling mice with a Caspr mutation; as a model for the neurodegenerative disease
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The shambling (shm) mouse with mutation of a Caspr gene exhibits ataxia and hind limb paresis at 2~3
weeks of age after birth. Caspr is a major component of the paranode in myelinated nerves. Disrupted
paranodal junctions and aberrant localization of ion channels at the nodal/paranodal regions were found
in the central and peripheral nervous system of mutant mice, suggesting a major cause of the mouse
neurological phenotype. In aged mice showing progressive neurological deficits, altered axons
containing abnormal inclusions and, further, a loss of neuronal somata were found. These findings
suggest that the disrupted paranodal junction at the paranode causes the axonal degeneration and
neuronal cell death, thus the shAm mice is a potential animal model for human neurodegenerative disease.
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