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Pathophysiologg of vascular injury via Notch signaling and metabolic
reprogramming by urea toxins.
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Abdominal aortic calcification is a determinant of cardiovascular events in
patients with chronic kidney disease (CKD). In a rat model of indoxyl sulfate (I1S) loading, the
aorta exhibited Moenckeberg-type atherosclerosis and decreased Notch signaling. Metabolomic analysis

of the aorta showed increased production of nitric oxide and free radicals and decreased
responsiveness to hypoxia. In the same heart model, cardiac hypertrophy and inflammasome activation
were observed. In Notchl heterozygous deficient mice, decreased Notch signaling was associated with
accelerated adipocyte differentiation and the development of metabolic syndrome. IS alters Notch
signaling and inflammatory and metabolic signals to form cardiovascular lesions unique to CKD.
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