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A novel treatment targeting cancer stem-like cells in esophageal squamous cell
carcinoma
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The authors have identified CD24Low/CD44High cells as cancer stem-like cells
(CSCs) in esophageal squamous cell carcinoma (ESCC). Furthermore, the authors have reported that
FGF-2/FGFR/Erk pathway has critical roles in regulating CSCs in ESCC. In the present study, they
have shown that FGFR/Erk inhibitors decrease CSCs in ESCC and restore sensitivity to anticancer
drugs and radiation in experiments using organoid culture system, organotypic 3D culture system and
xenograft experiments. FGFR/Erk inhibitors could be used as a novel therapy targeting CSCs in ESCC.



ESCC
CD24 CD44 CD90 CD133 EpCAM ALDH1

Cancer Cell. 21;283:2012 ESCC
CD24Low/CD44High ESCC
CD24Low/CD44High 5FU CDDP
ESCC

10 CD24Low/CD44High
CD24Low/CD44High

ESCC CD24Low/CD44High
ESCC
ESCC epithelial-mesenchymal transition;
EMT CD24Low/CD44High
EMT TGF-B Notchl EGFR
EMT CD24Low/CD44High
EMT TGF- B Notchl EGFR
CD24Low/CD44High FGFR/Erk
CD24Low/CD44High FGFR/Erk
CD24Low/CD44High
FGFR/Erk
Batlle E. et al. Nat Med. 2017. ESCC
CD24Low/CD44High ESCC
CDDP 5FU
FGFR/Erk CD24Low/CD44High
EGFR MEK CD24Low/CD44High
ESCC
ESCC3 invitro
3
ESCC 3
ESCC CDDP 5FU
ESCC
ESCC
FGFR MEK
ESCC TE8 TE1l HCE4 T-TeRAS
FGFR MEK 5FU CDDP Ki67
Tunel CD24Low/CD44High
FACS
ESCC 3
1 FGFR
MEK 5FU CDDP Ki67 Tunel
CD24Low/CD44High FACS
FGFR MEK
ESCC TE8 TE11l T-TeRAS 200mm3

FGFR MEK 5FU CDDP



Ki67 Tunel

H2k[d] 7AAD
CD24Low/CD44High FACS
FGFR CD24Low/CD44High
FGF AZD4547 BGJ398 SU5402 TE8 HCE4
CD24Low/CD44High FGFR ERK TE8 HCE4
Akt TES8
CD24Low/CD44High RAS/MEK/ERK
FGFR TE8 HCE4 RAS T-TeRAS
FGF RAS/MEK/ERK
CD24Low/CD44High MEK
T-TeRAS CD24Low/CD44High
EGF AKT CD24Low/CD44High
R =
DMSO AZDA4547
7.6%
2 Q Q
(1@
chZ' —
"1 FGFR """ T_-TeRAS ™"
T-TeRAS
2 DMSO Trametinib GDC0941
20%|f 21. 2.4%
Q1 Q |} Q X QL @
<
a
(&)
@ @ @
CcD44
= o MEK (= F==g oI PNa N T_TURAS Gmok >~ 2=k
CD24Low/CD44High FGFR/RAS/MEK/ERK
In vivo FGFR MEK
FGFR AZD4547 FGFR MEK
trametinib ERK AZDA547  TE8
RAS T-TeRAS MEK
trametinib TE8 T-TeRAS
trametinib E-cadherin
vimentin
g 600 - DMSO
% - AZD454T
§4oo. -&- Trametinib %
S *
5 200
€
=
666¢ 0 T T T 1
0 10 20 30 40
day
7l 3 FGFR [ R==cu-ql] MEK 1= R==c-o I DI S i = =Ny =g
T-TeRAS
In vitro CD24Low/CD44High MET

mesenchymal-epithelial transition
FGFR/RAS/MEK/ERK



CD24Low/CD44High



2 2 0 1

Maehara Osamu Ohnishi Shunsuke Asano Ayaka Suda Goki Natsuizaka Mitsuteru Nakagawa Koji 21

Kobayashi Masanobu Sakamoto Naoya Takeda Hiroshi

Metformin Regulates the Expression of CD133 Through the AMPK-CEBPB Pathway in Hepatocellular 2019

Carcinoma Cell Lines

Neoplasia 545 556
DOl

10.1016/j .neo.2019.03.007

Kawagishi Naoki Suda Goki Kimura Megumi Maehara Osamu Shimazaki Tomoe Yamada Ren 50

Kitagataya Takashi Shigesawa Taku Suzuki Kazuharu Nakamura Akihisa Ohara Masatsugu Umemura

Machiko Nakai Masato Sho Takuya Natsuizaka Mitsuteru Morikawa Kenichi Ogawa Koji Kudo

Yusuke Nishida Mutsumi Sakamoto Naoya

High serum angiopoietin- 2 level predicts non- regression of liver stiffness measurement- based 2020

liver fibrosis stage after direct- acting antiviral therapy for hepatitis C

Hepatology Research 671 678

DOl
10.1111/hepr.13490

FGFR MEK (ESCC)

16

2020







