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Mglecular pathology of developing oligodendrocyte in a mouse model of Krabbe
isease.
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Krabbe disease (KD) is an inherited demyelinating disease caused by the
deficiency of galactosylceramidase activity. Most of the patients are characterized by early-onset
cerebral demyelination with oligodendrocyte (OL) death.

By using twitcher mice, an authentic mouse model of KD, we have demonstrated that KD OLs exhibit
cell-autonomous developmental defects and undergo apoptotic death associated with the aberrant
accumulation of endogenous psychosine. In the present study, we further investigated the role of
miR-219 in the cellular pathogenesis of twitcher mouse OLs. We found that expression and functional
activity of miR-219 were repressed in developing twitcher mouse OLs. We also found that exogenously
supplemented miR-219 rescued their developmental defects and apoptotic death. miR-219 also reduced
endogenous accumulation of psychosine in twitcher OLs.

Our findings provide new insights into the role of miR-219 for the treatment of OL pathologies in

Molecular neuropathology
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