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Angiogenesis, de novo capillary outgrowth from pre-existing vascular network, is crucial for wound healing and involves
endothelial loosening, endothelial cell migration, stalk elongation, anastomosis and stabilization. This process is initiated
and sustained until the terminal stage of healing and is orchestrated by a variety of growth factors/cytokines with vascular
endothelial growth factor (VEGF) being the predominant regulator. Insufficient angiogenesis and non-functional vasculature
are common features of non-healing diabetic wounds. This phenomenon may stem from an imbalance between pro-angiogenic
(e.g., VEGF) and anti-angiogenic (e.g., thrombospondins) mediators with a shift in balance occurring in favor of suppressed
angiogenesis. Current therapeutic strategies to enhance wound-based angiogenesis, including topical applications of growth
factors are inadequate and new treatment is needed especially when viewed in the context of increasing rates of obesity and
diabetes during the recent years. To this end, we will describe the “angiogenesis model of wound healing”. Moreover, the
cellular and molecular cascades that coordinate angiogenesis in healthy and diabetic wounds will be addressed. Finally, rather
than providing an encyclopedia survey, we will focus on a recent discovery by our laboratory confirming a new molecular
target (e.g., CREM/ICER-HIF-1-VEGEF axis) that may have translational potential in providing therapeutic avenues, aimed at
advancing the treatment of angiogenesis-dependent disorders including delayed wound healing.
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