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Inhibition of an endothelial cell surface molecule by its internalization
HEREKRE

5% J#S (NARAZAKI MASASHI)

KRKE - KEREZHER - B

HEEES : 00467573

MR RO (Fus0) -

Neuropilin-1 (NRP1) [ ZHiAEZIHI D VEGF, Semad3A ZHFKTH D, AW R Py —ZHIKD
VAV RTHD, WMETIFARNT v, 734 X%, poly G, oligo G72 ED4y123, NRP1 %
AR 2R M2 & NTEAL S, VEGF, Sema3A OfEACHEELAMHET 2 &R LT, Ll
polysaccharide X° poly. oligoA, T. GITIIEMIZeo7=, 29 LIzF% [ DIARIK)
EREOY, HLWBHER L LTS 5,

WFFERCR OMEL (3530) -

Neuropilin—1 (NRP1) is the cell surface receptor shared by Sema3A and VEGF,. We
showed that certain scavenger receptor ligands, sulfated polysaccharides including
dextran sulfate, fucoidan, poly(G) and oligo G, induced internalization of endothelial
cell-surface of NRP1 and blocked the binding and in vitro function of Sema3A and VEGF ;.
Polysaccharides, poly or oligo (A), (T), (C) did not share this property. Administration
of fucoidan or oligo G to mice reduced VEGF ;;—induced angiogenesis in vivo. These results
identify certain sulfated polysaccharides and oligo G as inducers of internalization and
functional inhibition of NRPI, and provide poof—-of-principle that engineered receptor

internalization is an effective strategy for reducing levels and function of cell-surface

receptors.
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