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 .. for the student, researcher, instructor, and interested layperson. The [L]{.smallcaps}-arginine/NO pathway in the vascular endothelium {#Sec1} =================================================================== The role of nitric oxide (NO) in the vascular system has been known for almost two decades \[[@CR1], [@CR2]\], with the discovery of the endothelium-
derived relaxing factor (EDRF) \[[@CR1], [@CR2]\]. Interest in NO biology was piqued by its pharmacological properties of relaxing pre-contracted vascular smooth muscle, and by the ability of NO to mediate relaxation of many other types of tissue. NO is synthesized enzymatically from the [l]{.smallcaps}-arginine substrate by the NO synthase (NOS) \[[@CR3]\] and exported through the

constitutive NOS (cNOS) \[[@CR4]\] and inducible NOS (iNOS) \[[@CR5]\]. cNOS and iNOS have been found in a variety of tissue, including the vascular endothelium \[[@CR5], [@CR6]\]. In the vascular system, NO is synthesized from L-arginine by the endothelial NOS (eNOS) and the vascular NOS (vNOS) \[[@CR3]\]. During the past decade, eNOS has been the focus of much of the NO
research in the vascular system, since it is the isoform found in the endothelium, and thus is responsible for NO synthesis in the vasculature. In response to physiological stimuli, eNOS is activated and produces NO in low levels \[[@CR3], [@CR7], [@CR8]\]. In contrast, the activity of the vNOS is relatively high, and it is constitutively active and expressed in vascular endothelium, smooth muscle, and

other cells. The vNOS is also a calcium-independent form of NOS \[[@CR3]\]. NO produced by eNOS is believed to act as a messenger that is transferred through the vessel wall to vascular smooth muscle to affect vascular tone \[[@CR3]\]. The vNOS produces higher levels of NO, which modulates calcium entry into smooth muscle to exert a relaxing influence \[[ 82157476af
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