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Role of cancer-associated FBXW hotspot mutation in carcinogenesis

Ikenoue, Tsuneo

3,500,000
FBXW7
Fbxw7R468C 2
Fbxw7
Fboxw7 Fboxw7 2 Fboxw7
Fbxw7 Fbxw7R468C Fboxw7
FBXW7 FBXW7 3
FBXW7 FBXW7 FBXW7
FBXW7
FBXW7R465C
( R468C ) FBXW7

To investigate roles of cancer-associated FBXW7 hotspot mutation in
colorectal carcinogenesis, we introduced Fbxw7R468C mutation in two mouse models of colorectal
cancer. One is a chromosomal instability-related model in which heterozygous Apc deletion is
induced using the CDX2P-Cre mice. The other is a microsatellite instability-related model in which
homozygous Apc deletion is induced using the CDX2P-polyG-Cre mice. We generated CDX2P-Cre;Apcflox/+;
Fbxw7R468C/+ and CDX2P-polyG-Cre;Apcflox/flox;Fbxw7R468C/+ mice. Furthermore, we compared the
phenotype of these mice with the counterparts whose Fbxw7 alleles were both wild-type or
heterozygously knocked out.

Mice carrying colon-specific Fbxw7R468C/+ allele developed larger number of polyps and showed
shorter survival time compared with those carrying colon-specific heterozygous Fbxw7 knockout allele
and intact Fbxw7 alleles. These results suggest that Fbxw7R468C mutant has a dominant-negative
effect in this context.
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