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Hypoxia inducible factors (HIFs) are transcription factors that mediate

cellular adaptation to hypoxia by regulating gene expression of glycolytic enzymes, angiogenesis and

hematopoiesis. Present study was conducted to examine the role of HIF in renal fibrogenesis and
also to test if HIF-dependent VEGF expression is involved in the mechanism. Although HIF stabilizer
stimulated VEGF gene expression in the intact kidney, neither HIF-1 gene ablation nor HIF stabilizer

affected VEGF expression in the fibrotic kidney, thus we failed to demonstrate the role of
HIF-dependent VEGF expression in attenuating renal fibrosis. Even though HIF-1 gene ablation or HIF
stabilizer did not affect renal fibrosis, HIF-dependent acceleration of gene expression of
profibrogenic molecules, PAI-1 and CTGF can be seen transiently. It is suggested that HIF-dependent
profibrogenic mechanisms are operating at the early onset of renal fibrosis but its contribution
declines with the progression of renal fibrosis.
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