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Concept for the drug discovery

There is little effective medicine or therapy for the treatment of severe peripheral artery disease,
and many patients undergo limb amputation. We have discovered a new molecule, termed ARIA,
that negatively regulates endothelial angiogenic functions. Inhibition of ARIA enhanced
ischemia-induced angiogenesis; therefore, low molecular compounds that inhibit ARIA function
are good candidates for novel medicines for the treatment of severe peripheral artery disease.

Evidence in validating the target

- We have reported that genetic knockout of ARIA induced substantial increase in neovessel
formation in ischemic limb in mice using hind-limb ischemia model.

- In this project, we revealed that knockdown of ARIA in ischemic limb using siRNA significantly
enhanced ischemia-induced angiogenesis.

Profiling of target product

- Low-molecular compounds that enhance neovessel formation through inhibition of ARIA
Abstract

- This project aimed at establishing a HTS assay system to identify ARIA inhibitors.

- We successfully generated a stable cell line in which the binding of ARIA to target molecule,

PTEN is detectable via luminescence.
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