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Identification of causative genes for hemangioblastoma to elucidate the
mechanisms of neovascularization and to develop novel therapeutic strategies

Mukasa, Akitake
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This study aimed to identify novel genes related to neovascularization
through genetic analysis of hemangioblastomas, which have remarkable tumor-related vasculature. We
collected 32 hemangioblastomas and subjected them to genetic and methylation analysis, mostly of the

VHL gene. As a result, we found that 2-hit inactivation of the VHL gene is frequent in both VHL
disease-related and sporadic hemangioblastomas. Of special note was that in sporadic cases, VHL
inactivation by promoter region methylation and loss of heterozygosity of chromosomes 6 and 10 were
more frequent than in VHL disease-related HB. In renal cell carcinoma, which frequently occurs in
VHL disease patients, there is often alteration of the PBRM1 and BAP1 genes in addition to the VHL
inactivation. However, these gene mutations were not observed in our HB cases.
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