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Functional role of Aridla in intestinal tumor
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We generate and investigate the mouse model in Wnt depending tumor pathway
and Wnt independing tumor pathway.
In Wnt depending pathway, Aridla plays an essential role in intestinal tumor cells for the
maintenance of established intestinal tumors in a mouse model. RT-gPCR analysis revealed that Wnt
signaling is depressed in Aridla conditional knock out mice. In contrast, in Wnt independing
pathway, ross of Aridla suppresses intestinal tumor cells. Aridla also plays a pivotal role in cell
survival and stemness in human CRC cells. Moreover, we successfully established organoid cells
generated from human adenoma cells or human SSL cells. We found that key factors play the essential
role in each pathways by RNA sequence and ChIP sequence analysis.

Aridla



SWI/SNF 9-12
ATP
KrasG12D SWI/SNF 1
Brgl Aridla Brgl Aridla
IPMN IPMN Brgl Aridla

Invest 2018, Gastroenterology 2018)

(Nat Cell Biol.2014, J Clin

Aridla
Aridla Aridla-cKO
crypt-villi
Aridla-ckO Sox9
Wnt Aridla-ckO Sox9
Aridla-cKkO
Aridla Sox9 Wnt
Hiramatsu et al.
PNAS 2019
wnt APC
Conventional KRAS BRAF Wnt
Alternative ARID1A
(Nature 2012) Aridla
Aridla
Aridla
Aridla
ChlIP-Seq Aridla
Aridla
Conventional Wnt Alternative Wnt
Aridla Aridla
Aridla
Sessile serrated lesion SSL
ARID1A
ARID1A ARID1A
(1) Conventional Aridla
Conventional Aridla
B Aridla
(Lgr5CreERT2/+; Ctnnbllox(ex3); Aridlaflox/flox LCA )
( B LC )
3 LC
LCA LC
Conventional Aridla Apc
Aridla Villin-Cre; ApcMin; Aridla flox/flox VAA
Whnt ApcMin



Apc VAA

Apc LC B
LCA VAA B
Wnt
LCA lacz Lgr5CreERT2/+; Rosa26lacZ/+;
Ctnnb1llox(ex3); Arid1laflox/flox LRCA Lineage
tracing Aridla
Lgr5CreERT?2/+; Rosa26lacZ/+; Ctnnbllox(ex3) LRC
lacz LRCA LCA
lacZ
Conventional Aridla
Aridla  Wnt
Aridla
ARID1A
ARID1A (KD) ARID1A KD
ARID1A
ARID1A KD
cell cycle Conventional Cell
cycle
(2) Alternative Aridla
Serrated pathway(Alternative ) KRAS BRAF
KRAS BRAF p53 Aridla
Villin-Cre; Kras G12D; p53 flox/flox; Arid1a flox/flox Villin-Cre; BRAF
V600E; p53 flox/flox; Aridla flox/flox Aridla
KrasG12D BRAF V600E Villin-
Cre; Kras G12D; p53 flox/flox Villin-Cre; BRAF V600E; p53 flox/flox
Aridla
SSL
Aridla
Conventional Alternative Aridla
Alternative Aridla
SSL
ARID1A KD
Alternative
Aridla
Wwnt Conventional wnt Alternative

Aridla



11 11 2 0

Fukunaga Yuichi Fukuda Akihisa Omatsu Mayuki Namikawa Mio Sono Makoto Masuda Tomonori 163

Araki Osamu Nagao Munemasa Yoshikawa Takaaki Ogawa Satoshi Hiramatsu Yukiko Muta Yu Tsuda

Motoyuki Maruno Takahisa Nakanishi Yuki Ferrer Jorge Tsuruyama Tatsuaki Masui Toshihiko

Hatano Etsuro Seno Hiroshi

Loss of Aridla and Pten in Pancreatic Ductal Cells Induces Intraductal Tubulopapillary Neoplasm 2022

via the YAP/TAZ Pathway

Gastroenterology 466 480.e6
DOl

10.1053/j .gastro.2022.04.020

Yoshikawa Takaaki Fukuda Akihisa Omatsu Mayuki Namikawa Mio Sono Makoto Fukunaga Yuichi 113

Masuda Tomonori Araki Osamu Nagao Munemasa Ogawa Satoshi Masuo Kenji Goto Norihiro

Hiramatsu Yukiko Muta Yu Tsuda Motoyuki Maruno Takahisa Nakanishi Yuki Kawada Kenji

Takaishi Shigeo Seno Hiroshi

JINK pathway plays a critical role for expansion of human colorectal cancer in the context of 2022

BRG1 suppression

Cancer Science 3417 3427
DOl

10.1111/cas.15520

Hiramatsu Yukiko Utsumi Takahiro Higuchi Hirokazu Hayashi Jun Horimatsu Takahiro Nikaido 37

Mitsuhiro Nakanishi Yuki Shimizu Takahiro Muto Manabu Seno Hiroshi

Thermal tissue damage caused by new endoscope model due to light absorption 2022

Journal of Gastroenterology and Hepatology 1801 1805
DOl

10.1111/jgh.15963

Nagao M, Fukuda A, Omatsu M, Namikawa M, Sono M, Fukunaga Y, Masuda T, Araki O, Yoshikawa T, -

Ogawa S, Masuo K, Goto N, Hiramatsu Y, Muta Y, Tsuda M, Maruno T, Nakanishi Y, Taketo MM,

Ferrer J, Tsuruyama T, Nakanuma Y, Taura K, Uemoto S, Seno H.

Concurrent activation of Kras and canonical Wnt signaling induces premalignant lesions that 2022

progress to extrahepatic biliary cancer in mice.

Cancer Res.

DOl




Yoshikawa Takaaki Fukuda Akihisa Omatsu Mayuki Namikawa Mio Sono Makoto Fukunaga Yuichi 255

Masuda Tomonori Araki Osamu Nagao Munemasa Ogawa Satoshi Masuo Kenji Goto Norihiro

Hiramatsu Yukiko Muta Yu Tsuda Motoyuki Maruno Takahisa Nakanishi Yuki Kawada Kenji

Takaishi Shigeo Seno Hiroshi

Brgl is required to maintain colorectal cancer stem cells 2021

The Journal of Pathology 257 269
DOl

10.1002/path.5759

Nagao Munemasa Mizukoshi Kenta Nakayama Shinnosuke Namikawa Mio Hiramatsu Yukiko Maruno 14

Takahisa Nakanishi Yuki Tsuruyama Tatsuaki Fukuda Akihisa Seno Hiroshi

p53 protects against formation of extrahepatic biliary precancerous lesions in the context of 2023

oncogenic Kras

Oncotarget 276 279
DOl

10.18632/oncotarget.28380

Kumagai Ken Shimizu Takahiro Nikaido Mitsuhiro Hirano Tomonori Kakiuchi Nobuyuki Takeuchi 259

Yasuhide Minamiguchi Sachiko Sakurai Takaki Teramura Mari Utsumi Takahiro Hiramatsu

Yukiko Nakanishi Yuki Takai Atsushi Miyamoto Shin®ichi Ogawa Seishi Seno Hiroshi

On the origin of gastric tumours: analysis of a case with intramucosal gastric carcinoma and 2023

oxyntic gland adenoma

The Journal of Pathology 362 368
DOl

10.1002/path.6050

Araki et al. 42

Brgl controls stemness and metastasis of pancreatic cancer through regulating hypoxia pathway 2023

Oncogene 2139 2152
DOl

10.1038/s41388-023-02716-4




Namikawa et al. 260

Simultaneous activation of Kras, Akt and Notch pathways induces extrahepatic biliary cancer via 2023

the mTORC1 pathway

The Journal of Pathology 478 492
DOl

10.1002/path.6139

Masuda et al. 133

Pancreatic RECK inactivation promotes cancer formation, epithelial-mesenchymal transition, and 2023

metastasis

Journal of Clinical Investigation -
DOl

10.1172/J3C1161847

Omatsu et al. 14

THBS1-producing tumor-infiltrating monocyte-like cells contribute to immunosuppression and 2023

metastasis in colorectal cancer

Nature Communications

DOl
10.1038/s41467-023-41095-y







