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Abstract

Endothelial dysfunction (ED} with impaired bicavailability of nitric oxide (NOJ) is the
hallmark in the development of cardiovascular disease, Endothelial dysfunction
leads to atherosclerosis, characterized by chronic inflammation of the arterial wall
and stepwise narrowing of the vessel lumen. Atherosclerosis causes deprivation of
adequate tissue blood flow with compromised oxygen supply. To overcome this
undersupply, remodeling of the vascular network is necessary to reconstitute and
sustain tissue viability. This physiological response is often not sufficient and
therapeutic angiogenesis remains an unmet medical need in critical limb ischemia or
coronary artery disease. Feasible approaches to promote blood vessel formation are
sparse. Administration ol pro-angiogenic factors, gene therapy, or targeting of

microRNAs have not yet entered the daily practice. Nitric oxide (NO) is an important
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