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Alterations of the structure or amount of glycans on glycoproteins are
associated with many diseases. We previously demonstrated that changes in N-glycans alter AB
production. Here, we focused on the relationship between Alzheimer’ s disease (AD) and O-glycan. The

polypeptide N-acetylgalactosaminyltransferase (GALNT) family functions in the first step of
mucin-type O-glycan synthesis. Analysis of the expression of GALNTs in the human brain using
real-time PCR revealed that the expression of several GALNTs were altered with sporadic AD
progression. The expression of GALNT6 increased in AD brain. Transfection of GALNT6 significantly
reduced both AP 40 and AP 42 secretion. GALNT6 exhibited GalNAc transferase activity on amyloid
precursor protein (APP). The activities of a -secretase and [ -secretase were not significantly
altered in the transfected cells. These data suggest that excess 0-glycosylation on APP by GALNT6
inhibits AB production.
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