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VEGF-VEGF Receptor System
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Mammals
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> 3 VEGFRs
Reptile with soluble VEGFR1

Frog

Vertebrates / Fish 4 VEGFRs

Non-vertebrates

Drosophila 1 VEGFR
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Tyrosine Kinase Receptors
and Intracellular Signaling
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PECAM-1-positive blood vessels were absent
in Flk-11173F/1173F gnd FIk-1XO/KO embryos

PECAM-1 immunostaining

Fl k_11173F/1173F F|k_1KO/KO

ys, yolk sac

Sakurai et al. PNAS, 2005
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Models for Ascites Formation
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Pulmonary induction of MMP9 via primary
tumor Is significantly decreased in VEGFR1
(flt-1) TK(-/-) mice.

W WLH HL W WB H HB

lung

liver

Kidney

spleen
W: wild type; H: VEGFR-1 (flt-1) TK-/-

L: Lewis lung carcinoma; B: B16 melanoma
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Tumor .
Lung endothelial cell
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MMP9 induction F— MMP9(-/-)
Cancer Cell. ZOO:U Metastasis

VEGFR-1 TK(-/-) and MMP9(-/-) block this phenotype.

(c.f. Nature 2005)
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Phenotypes of Human VEGF-A 4 Transgenic mouse

VEGF-A s T ntrol
GF-Aues 9 contro VEGF-A  Tg control

blood vessels leakiness inflamm. body w.loss
VEGF-A165 +++ (thin) +++ +++ +++ (2nd, +)
VEGF-E (NZ7) +++ + - _
PIGF + - - -
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Capillary Network in Rat Pupillary Membrane at Day-8.
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Rat Pupillary Membrane with Vascular Network
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Day-8
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Day-8 One day culture
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