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The roles of oligodendrocyte (OL) lineage cells, the largest glial
population in the adult CNS, in the pathogenesis of Alzheimer’ s disease (AD) remain elusive. Here,
we show a newly developed culture method for adult OL progenitor cells (aOPCs) and identify novel
plexin-B3-expressing aOPCs as B amyloid peptides (AB g—secreting cells. A small population of
plexin-B3+ aOPCs was found in NG2+ aOPC cultures (> 95%) growing in FGF2. FGF2 withdrawal decreased
NG2+, but increased plexin-B3+ aOPCs with increased AP 1-40, -42 secretions and AR 1-42/total AR
ratios. In vivo, plexin-B3+ aOPCs are distributed throughout the adult brain, although less densely
so than NG2+ aOPCs. Spreading depolarization, a type of brain injury, induced unique delayed
cortical plexin-B3+ aOPC gliosis. In AD brains, virtually all senile plaques were immunostained with

plexin-B3 antibodies. These findings suggest that plexin-B3+ aOPCs play important roles in AD
pathogenesis as a natural AB source.
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