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Hereditary diffuse leukoencephalopathy with spheroids (HDLS) is caused

by the mutation of a gene encoding the colony stimulating factor-1 receptor (CSF-1R). In the CNS,
the receptor is expressed predominantly in microglia, and therefore HDLS has recently been
considered one of the primary microglial disorders known as microgliopathies. However, there has
been little direct evidence to characterize HDLS as a microglial disorder. In this study, we
analyzed histologicaly and biochemicaly brains of patients with HDLS and also microglia specific
CSF-1R knock out mice. In HDLS brains, microglia showed reduction in number in less affected areas,
maldistribution, and abnormality of ultra fine structures. These features implied the focal
deficiency of microglial functions in the brain of HDLS. While microglial features similar to those
were not observed in the brains of model mice used in this study.
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