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Analyses of altered VHL protein function in the clear cell renal carcinoma(CRCC) and
its utilization for CRCC patients.
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Clear cell renal cell carcinoma (CCRCC) is one of the most common pathological typ
e in kidney cancer. VHL gene mutation results in the accumulation of HIFla and HIF2a protein. Accumulation
of HIF protein results in the increased expression of VEGF proteins. Currently many molecular targeting d
rugs for VEGF receptor are one of the most popular treatments for metastatic kidney cancers. However, it s
hould be noted that some of mutant VHL protein has a residual normal function or altered other function.
To elucidate the residual or altered function in the mutant protein we introduced mutant VHL gene detected
in CCRCC to VHL double knockout mouse embryonal fibroblasts(MEFs), and we could develop MEF1 and MEF2. On
ly one mutant VHL protein resulted in the decreased function in HIFla. Other mutant VHL protein could no
t result in the similar changes. To understand CCRCC and its treatment option, we would like to analyze al
tered function in mutant VHL proteins further.
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Mutation
30 Pro86Ala
75 Tyr98Cys
17 11e151Thr
51 11e151Ser
30 Argl67Thr
20 Arg167GIn

Location OFf The Gene Mutation
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