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Mutant-presenilin 2-transgenic mice : A large increase in the levels of A 342 is presumably associated with the
low-density membrane domain that contains decreased levels of glycerophospholipids and sphingomyelin

The N141I mutation in presenilin (PS) 2 is tightly linked with Volga German familial Alzheimer’s disease.
We have generated transgenic mouse lines overexpressing human wild-type or mutant PS2. The amyloid 3-
protein (A 3) 42 levels were markedly increased in mutant-PS2-transgenic mice. Next, we prepared the
detergent-insoluble, low-density membrane fraction. This fraction obtained from mutant-PS2-transgenic mice
contained remarkably increased levels of A 342 and significantly low levels of glycerophospholipids and
sphingomyelin. This unexpected finding suggests that a large increase in the levels of A 342 in mutant-PS2-
mice is presumably induced through alterations of the lipid composition in the low-density membrane domain in
the brain.



