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We initially planned to conduct study mainly usin? ovarian cancer cell
lines, but the study using colorectal cancer cell lines progressed smoothly. Therefore, we focused
on the study for colorectal cancer. In the first year, we found that the expression of cancer stem
cell related genes were suppressed by the BET family protein inhibitor JQ1 in colorectal cancer as
reported in ovarian cancer. We focused on the KLF5 gene, which has been reported as one of the
cancer stem cell related gene, and preceded the study. As a result of analysis by the enChIP method,
the enhancer candidate regions of the KLF5 gene were identified. In the second year, in situ Hi-C
experiment was performed, and we found that the enhancer regions of the KLF5 gene may be located in
the same TAD (topologically associating domain) as the KLF5 gene promoter region.



(Cancer stem cell:CSC) (self-renewal) CsC

CSsC

‘ ’ BET
(Bromodomain and Extraterminal domain)
CsC
ALDH1Al BET
BRD4 ( )
lineage-specific
BRD4
3  (HCT116, DLD-1, HT29) BET Jo1
3  (HCT116, DLD-1, HT29) BET Jo1
PCR
KLF5
( ) Cas9 RNA (gRNA)
DNA RNA

enChlP (engineered DNA-binding molecule-mediated
chromatin immunoprecipitation)
In situ Hi-C enChlP
TAD (Topologically associating domain)

BRD4 BET BRD2, BRD3, BRD4
SiRNA KLF5 PCR
3 (HCT116, DLD-1, HT29) BET Jol
3 (HCT116, DLD-1, HT29) BET Jol
(LGR5, LRIG1, BMI1, KLF5, ALDH1Al )
Jol
KLF5 enChlP KLF5
In situ Hi-C KLF5
enChlP TAD
JQ1  pan-BET BET KLF5
BRD4 SiRNA
BRD4  KLF5 BET

BRD2  BRD3



0

3
1.
KEYSTONE SYMPOSIA 3D Genome:Gene Regulation and Disease
Yuhki Yokoyama, Takashi Takeda, Kumi Kitagawa, Daisuke Okuzaki,
Toshitsugu Fujita, Hodaka Fujii, Hirofumi Yamamoto
The identification of KLF5 enhancer region in colorectal cancer
2019
2.
77
BET ALDH1A1
ALDH
2018
3.
77
BET Joi
2018
0
o 0
o 0

o



@



