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Fig.1 NEU3 inhibitory activity of natural extracts
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Fig.6 NEU3 inhibitory activity of citrus-derived substances
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Abstract

Sialidase catalyzes the removal of sialic acids from glycoconjugates. Until now, four human
sialidases have been cloned and characterized. Among them, sialidase NEU3 is localized at
plasma membrane and desialyzes from ganglioside, which regulates transmembrane signaling
in cancer cells. Recently NEU3 is focused as the target molecule of cancer medicine. Here, we
tried to find NEUS3 inhibitory substance from the methanol extract of natural products. About
100 extracts were examined about NEU3 inhibition in vitro, and, finally, citrus extracts was
found to possess the strong NEU3 inhibitory activity. Exposure of citrus extract toward HelLa
cells showed the decrease of cell proliferation, accompanied with the accumulation of GM3
ganglioside. To understand the active molecule in citrus extract, characteristic molecules
found in citrus were tested for NEU3 inhibitory assay. As a result, several molecules showed
NEU3 inhibitory activity, suggesting the NEU3 inhibition by citrus extract could be derived
from the multiple mechanisms.



