2019 2020

partial EMT

Elucidation and control of the mechanism of cluster invasion by partialEMT using
pancreatic cancer organoids
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The purpose of this study was to elucidate and control the mechanism of
cluster invasion by partial EMT. We established pancreatic cancer organoids and pancreatic stellate
cell (PSC) from human pancreatic cancer tissues and observed their morphological changes and
invasion in real time by creating a unique three-dimensional co-culture model. As a result, the
morphology and expression of EMT-related genes of differentiated pancreatic cancer organoids were
changed depending on the presence or absence of PSCs. On the other hand, undifferentiated pancreatic

cancers with high expression of EMT-related genes were suggested to be in the state of complete
EMT.

partial EMT collective invasion



model

mesenchymal transition,EMT

EMT

binary process

phenotype partial EMT

EMT
epithelial transition, MET

1
PSCH' leading cell & U TEREZXETD

epithelial-
hybrid
partial Following cancer cells
mesenchymal-
Leading PSCs
phenotype

Laminin a5 E-cad

2 Bright field
—

pancreatic stellate cell, PSC

PSC
PSC
PSC
EMT( MET) partial EMT
EMT/MET
partial EMT
EMT/MET
PSC
GentleMACS(Miltenyi Biotec )
3
Wnt, Rspondin-1, EGF, TGF( inhibitor
outgrowth
U well 3
3
GFP RFP  transfection 3

CAF

EMT



M3 3RTHEBETILV

u well
3
H&E
Vimentin, a SMA,
CK19

GFP
RFP
transfection 3

solid

Solid

partial EMT
complete EMT
CDH1

partial EMT collective invasion




2 2 0 1

Iwamoto Chika Ohuchida Kenoki Shinkawa Tomohiko Okuda Sho Otsubo Yoshiki Okumura Takashi 512

Sagara Akiko Koikawa Kazuhiro Ando Yohei Shindo Koji Ikenaga Naoki Nakata Kohei Moriyama

Taiki Miyasaka Yoshihiro Ohtsuka Takao Eto Masatoshi Akashi Koichi Nakamura Masafumi

Bone marrow-derived macrophages converted into cancer-associated fibroblast-like cells promote 2021

pancreatic cancer progression

Cancer Letters 15 27
DOl

10.1016/j .canlet.2021.04.013

Feng Haimin Moriyama Taiki Ohuchida Kenoki Sheng Nan lIwamoto Chika Shindo Koji Shirahane 40

Kengo lkenaga Naoki Nagai Shuntaro Nakata Kohei Mizumoto Kazuhiro Nakamura Masafumi

N-acetyl cysteine induces quiescent-like pancreatic stellate cells from an active state and 2021

attenuates cancer-stroma interactions

Journal of Experimental & Clinical Cancer Research 133

DOl
10.1186/s13046-021-01939-1

121

2021

57

2021




Shinkawa T, Ohuchida K, Iwamoto C, Shindo K, Nakata K, Ohtsuka T, Nakamura M

Subtype classification of pancreatic ductal adenocarcinoma based on microenvironmental niche factors dependency and
chemotherapy resistance

14th World Congress of International Hepeto-Pancreato-Biliary Association

2020

R-spondin

120

2020

(TORATA Nobuhiro)

(00398075) (17102)

(IWAMOTO Chika)

(10752842) (17102)

(FUJITA Hayato)

(40611281) (17102)




(MORIYAMA Taiki)

(70586859) (17102)
(MIYOSHI Kei)

(70755272) (17102)
(OHUCHIDA Kenoki)

(20452708) (17102)




