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Elucidating the molecular mechanism by which tumor suppressor Notchl is
inactivated by xylosyl-extension
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The PI hypothesized that carcinogenesis and elevated proliferation of AML
and squamous carcinoma are caused by aberrantly increased xylosylation of O-glucose glycans on
Notchl. Here, as an initial step of our long-term research, we examined the structures of O-glucose

glycans on Notchl and whether it is possible to manipulate the extent of xylosyl-extension of
0-glucose glycans on Notchl by genetically engineering the genes that encode the
xylosyltransferases. We accomplished the comprehensive analysis of 0-glucose glycans on Notchl
produced in cultured cell lines. Furthermore, as expected, knocking out of XXYLT1 resulted in loss
of the addition of the terminal xylose residues at a non-reducing end of 0O-glucose glycans on
Notchl, and knocking out both GXYLT1 and GXYLT2 resulted in loss of xylosyl-extension of O-glucose
glycans on Notchl.
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