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Experimental studies of Alzheimer®s disease (AD) have largely depended on transgen
ic (Tg) mice overexpressing amyloid precursor protein (APP). These mice, however, suffer from artificial p
henotypes because not only amyloid beta peptide (Abeta) but also other APP fragments are overproduced. To
overcome these drawbacks, we generated knockin mice that harbor Swedish and lberian mutations in the APP g
ene, and demonstrated that these animals start accumulating Abeta&#61472;at 6 months and show memory impai
rment at 18 months without APP overexpression.
We also generated mice containing an additional Arctic mutation; these started depositing Abeta at 2 month
s and showed memory impairment at 6 months with aggressive neuroinflammation. We provide the research comm
unity with these lines in order to distinguish facts from artifacts in APP-Tg mice and to identify patholo
gical mechanisms upstream and downstream of Abeta deposition.
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