©
2012 2014

Studies of novel mechanism of colorectal carcinogenesis by cyclin Dlb-transgenic
mouse

Inoue, Hirokazu

4,100,000
Cyclin D1(a) splicing variant Cyclin D1b
Cyclin D1b
(SSA) Cyclin D1
b B Akt Erk

Cyclin D1b, a splicing variant of cyclin D1, is hardly expressed in normal
tissues but is frequently expressed in certain types of cancer tissues. To clarify the role of cyclin Dlb
in tumorigenesis, we developed cyclin Dlb transgenic (Tg) mice and found the rectal tumors, including
adenocarcinoma and sessile serrated adenoma (SSA) in 62.5% of female Tg mice. We also found that enhanced
phosphorylation of Akt and Erk plays a critical role for rectal tumorigenesis by cyclin Dilb. No rectal
tumors were found in the ovariectomized female cyclin D1b Tg mice, indicating that female sex hormones
played a critical role in rectal carcinogenesis in these Tg mice. Enhanced expression of estrogen
receptor by cyclin D1b was involved in this female-specific recral tomorigenesis. These cyclin Dlb Tg
mice would provide an excellent model system for investigating the molecular mechanism of development of
SSA and the progression from these precancerous lesions to adenocarcinomas in colorectal cancer.
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