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Nicastrin is one of components of y -secretase complex, catalyzes the
cleavage of amyloid precursor protein to generate amyloid—E protein (AB ). NCT becomes matured
through complex glycosylation and play important role in y -secretase activity. However, the role of
NCT glycosylation on y -secretase activity and substrate specificity is still unknown. We
investigated the effect of NCT glycosylation on y -secretase activity and substrate specificity in a
group of glycosylation mutant lectin resistant CHO (Lec) cells. CHO Lec-1 cells lack
glycosyltransferase-1, thus N-glycan on NCT are all oligomannose type. We found that mutant CHO
Lec-1 and Lec-2 reduced y -secretase activity in both cell-based and biochemical assays, and that
CHO Lec-1 preferentially reduced AB generation. Our data suggests that thorough glycosylation of
NCT is critical for enzymatic activity and substrate preference of y -secretase.
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