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WHFER R OMEEL (33C) : To clarify the significance of clinical presenilin mutations
in amyloid formation in the brains of familial Alzheimer disease, we examined whether
v —secretase inhibition, which seems to be induced by the presenilin mutations,
alters the levels of membrane lipids, including GMl-ganglioside, which is an inducer
of amyloid formation, in vitro. Under pharmacological inhibition of vy —secretase
activity, levels of gangliosides, including GMl-ganglioside, increased at neuritic
terminals, which are the initial sites of amyloid formation, of differentiated PC12
cells. This result suggests that clinical presenilin mutations can induce amyloid
formation via the alteration of membrane lipid environment in brains.
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