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Malignant transformation and abnormal angiogenesis of glioma may involve a
tissue microenvironment created by the production of extracellular matrix (ECM). Here we show that
fibulin-7 (FbIn7), an ECM molecule, is overexpressed in endothelial cells and pericytes of abnormal
blood vessels in glioblastoma. Vascular endothelial cells stimulated with VEGF upregulate Fbin7,
which specifically binds to angiopoietin-1 (Angl), resulting in suppression of Angl-Tie2 signaling.
In a coculture assay using HUVEC and HBVP, multilayered and irregular-shaped tube-like structures of

HUVEC were induced with 500 ng/ml VEGF_VEGF-induced aberrant tube-like structures were attenuated
with antibody or synthetic peptides specific to FbIn7 or knockdown of FbIn7. These data demonstrate
that FbIn7 is overexpressed by endothelial cells and pericytes of the abnormal microvessels in
glioblastoma and suggest that FbIn7 may contribute to the aberrant vessel formation by modulation of

the Angl/Ang2-Tie2 axis.
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