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Therapeutic neovascularization targeting Notch signaling
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Peripheral blood mononuclear cell implantation is a promising method to treat crit
ical limb ischemia. Nonetheless, 30% of the cases are non-responding. We found that Notch ligand express
ion in these patients was down re?ulated. Likewise, mice models deleting Notch ligands or receptors from
donor cells or host ischemic muscles, respectively, revealed that Notch signaling components are critical
in the mechanism of the therapy. We employed mice models for non-responding patients, i.e. diabetes or ag
ed mice, and found that Notch signaling was attenuated following limb ischemia. Addition of Jagged-1, but

not DII-4, overexpressing cells to these models helped ischemia to heal more adequately. These results w
arrant us to further deploy a Notch targeting therapy for previously the non-responding patients.
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