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VEGFR1 (Cell- VEGFR2 (Cell- VEGFR3 (Cell- c-Kit (Cell-free c-Kit (Cell-
free assay) free assay) free assay) assay) free assay)
IC50 & Target
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Motesanib has broad activity against the human VEGFR family, and displays > 1000

w5t selectivity against EGFR, Src, and p38 kinase. Motesanib significantly inhibits VEGF-

induced cellular proliferation of HUVECs with an IC50 of 10 nM, while displaying little effect
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at bFGF-induced proliferation with an 1C50 of >3,000 nM. Motesanib also potently inhibits
PDGF-induced proliferation and SCF-induced c-kit phosphorylation with IC50 of 207 nM and
37 nM, respectively, but not effective against the EGF-induced EGFR phosphorylation and
cell viability of A431 cells Althouth displaying little antiproliferative activity on cell growth of
HUVECs alone, Motesanib treatment significantly sensitizes the cells to fractionated
radiation.

Motesanib (100 mg/kg) significantly inhibits VEGF-induced vascular permeability in a time-
dependent manner. Oral administration of Motesanib twice daily or once daily potently
inhibits, in a dose-dependent manner, VEGF-induced angiogenesis using the rat corneal
model with ED50 of 2.1 mg/kg and 4.9 mg/kg, respectively. Motesanib induces a dose-
dependent tumor regression of established A431 xenografts by selectively targeting
neovascularization in tumor cells. Motesanib in combination with radiation displays
significant anti-tumor activity in head and neck squamous cell carcinoma (HNSCC) xenograft
models. Motesanib treatment also induces significant dose-dependent reductions in tumor
growth and blood vessel density of MCF-7, MDA-MB-231, or Cal-51 xenografts, which can
be markedly enhanced when combined with docetaxel or tamoxifen
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MB1050 Pih JEA1;AZD2171
MB1226 Sorafenib tosylate
MB1230 Sunitinib Malate
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1 mM 2.6777 mL 13.3887 mL 26.7773 mL
5 mM 0.5355 mL 2.6777 mL 5.3555 mL
10 mM 0.2678 mL 1.3389 mL 2.6777 mL
50 mM 0.0536 mL 0.2678 mL 0.5355 mL
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