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ABSTRACT: VHL gene has the function of regulating transcription, stabling cell growth related gene and regulating the cell cycle,
the mutations, deletions, rearrangements and hypermethylation of VHL gene are closely related with the renal cell carcinoma (RCC).
VHL gene product (pVHL) is a component of the ubiquitin ligase, which can regulate the stability of hypoxia-inducible factor (HIF). HIF
family includes three kinds of HIFa factors (HIF1a, HIF2a, HIF3a) and two kinds of HIF@ factors (HIF18, HIF2B). HIF1« is located on
the chromosome 14q which is often missing in renal clear cell carcinoma and related to the poor prognosis. Abnormal expression of
HIF2a promotes the incidence of pVHL-deficient renal cell carcinoma. Currently, the drugs which can inhibit HIF2« and its downstream
vascular endothelial growth factor(VEGF) are in various stages of clinical trials, and there are four types of VEGF inhibitors approved for
the treatment of renal cell carcinoma. So the research on the drugs that can inhibit HIF or HIF target genes may offer a new method for
the treatment of renal clear cell carcinoma. In this paper, the research progress of role of HIF in pVHL-deficient renal cell carcinoma. is
reviewed.
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HAGIRAIR, X AT RES B T rapalogs ¥ /6 7E TR Y TORCL &2
AWl mTOR, il #E TORC2 & -&¥+ i) mTOR H1E A
AR/NX—F5 55, AR T HIF2a, TORC1 {9 fE5EIHI%T HIF 1o (1
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