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Mutations in the APP in familial Alzheimer®s disease increase Abeta oligomer
production in cellular models

Yoichi, Ohshima
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We herein employed the Flp-In T-Rex 293 (T-REx293) cellular system
transfected with a single copy of wild-type, Swedish-, Dutch-, or London-type APP, and quantified
the levels of AR monomers (AP 1-40 and AR 1-42) and AP Os using ELISA. The levels of extracellular
AB Os were significantly higher in Dutch- and London-type APP-transfected cells than in wild-type
APP-transfected cells. Increased levels were also observed in Swedish-type APP-transfected cells.
On the other hand, intracellular levels of AR Os were unaltered among wild-type and mutant
APP-transfected cells. Intracellular levels of AB monomers were undetectable, and no common
abnormality was observed in their extracellular levels or ratios (AR 1-42/AB 1-40) among the cells
examined. We herein demonstrated that increased levels of extracellular AR Os are the common
phenotype in cellular models harboring different types of APP mutations. Our results suggest that
extracellular AB Os play a key role in the pathogenesis of AD.
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