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Abstract Introduction (continued) Results
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(reduced to ’2) at 12 h compared to vehicle treated controls. The effect
was reversed at 24 h, when MBG-treated endothelial cells contained 2.4-
fold higher soluble FIt-1 mRNA. Throughout the time course, Flt-1 variant
3 and NFKB1 mRNA levels were unchanged. These studies are currently
being extended with microarray analyses of the global transcriptome of

4. MBG disrupts tight junctions in monolayers of human Basa 0.1nM MBG
brain microvascular endothelial cells, as seen by _
scattered immunostaining of proteins composing the Occludin
tight junctions between endothelial cells from human
brain microvasculature after 24 h of MBG treatment.
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Summary of Conclusions

Basal 0.1 nM MBG 1nM MBG

MBG-treated and control cultures of endothelial cells from human brain Nuclei are counter-stained with DAPI. E-Cadherin IR ominee MBG regulates the expression of several genes in endothelial cells. Most, like
microvessels. soluble FLT, the secreted VEGF receptor, were strongly down-regulated at early
time points from 4 to 12 h.
Basal 0.1 nM MBG 1nM MBG
Introduction e ShL It remains to be seen whether the partial antagonist of MBG, resibufogenin, will
1. Marinobufagenin (MBG) is a cardiotonic H h - antagonize all of MBG's effects on gene expression in endothelial cells.
steroid that increases 5-fold in the urine of ypOt €SIS
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