©
2018 2020

VHL

Second-hit gene mutations for developing renal cell carcinoma in VHL disease

Karashima, Takashi

3,400,000
VHL /
VHL VHL PBRM1 VHL/PBRM1
PBRM1 50
3.5 23
VHL/PBRM1 VHL PBRM1
VHL PBRM1

PBRM1
PBRM1

The purpose of the present study is to produce a VHL disease model mice
capable of tumorigenesis by introducing a second / third hits gene mutations following the VHL gene
mutation. No tumorigenicity was observed in VHL or PBRM1 alone or in VHL / PBRM1 double heterozygous

mutant mice. However about 50% of PBRM1 heterozygous mutant mice died mainly at the 7th week after
birth (3.5-23 weeks). A mouse developed diabetes insipidus. The cause might be immunodeficiency. On
the other hand, VHL / PBRM1 double heterozygous mutant mice were very healthy. We considered that
Ehe PBRM1 mutation following the VHL mutation may have been positively triggered to maintain
omeostasis.
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