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LIGAND-INDUCEDUP-REGULATIONOF VEGFR-2
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Fig. 3. Effect of hypoxia on VEGFR-2 expression in P30 mouse brain slices. In contrast to normoxia, hypoxia for 6 or 24 h led to a significant up-regulation of VEGFR-2. PECAM
expression was not affected by hypoxia. After 24 h of hypoxia, slices showed hypoxic damage and started to dissociate. This may have contributed to the lower expression of VEGFR-2
after 24 h of hypoxia compared to 6 h of hypoxia. All pictures were taken at the same magnification; bar, 20 jzm.

et a!. (31) were unable to show VEGFR-2 up-regulation in HUVECs VEGF, which is regulated by the intracellular oxygen tension and by
by exogenously added VEGF. Apparently, the mechanisms for cytokines. Autoenhancement of receptor-ligand systems has been
VEGFR-2 regulation are altered in cultured endothelial cells. As we described for a variety of receptors, including the follicle-stimulating
show, cerebral slice cultures may be useful to overcome this problem. hormone receptor (55), the dopamine Dl receptor (56), the transferrin

Our results suggest a tight control of angiogenesis mediated by receptor (57), and the activin receptors I and IIB (58). However, the
VEGF, which up-regulates its own receptor. Vascularization in a exact nature of the ligand-induced receptor up-regulation is not
given tissue may therefore directly depend on the endogenous level of known. Our findings shed new light on the mechanisms that regulate
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Fig. 4. Effect of various growth factors and antibodies on VEGFR-2 expression in P30 mouse brain slices. Of the growth factors tested, only VEGF was able to induce VEGFR-2
expression. PECAM expression was assessed in parallel in all experiments and did not show any alteration compared to controls. All pictures were taken at the same magnification;
bar,20 @xm.

developmental and pathological angiogenesis and may be important in
developing therapeutic strategies to inhibit pathological angiogenesis.
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