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Analysis of escaping mechanism from immune system by microenvironment of cancer
stem cells
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In this study, we hypothesized that cancer stem cells is responsible for escaping
from immune system against tumor formation. Our developed mice models with induced cancer stem cells
iCSCs) revealed that CD47, a cell surface molecule to block macrophage’ s phagocytosis, is not required
or escaping of ovarian iCSC from immune surveillance, suggesting that other molecules can be involved.
Furthermore, analysis of leukemic i1CSCs revealed that different driver oncogenes induce different
mechanisms to escape from immune system during leukemogenesis. These results suggest that CSCs have the
potential to regulate immune system.



€Y

@
PD-L1
iCSC
iCSC iCSC
Carcinogenesis 32:1597-606, 2011

iCSC B
Pre-B ALL
31:2849-2861,2012

iCSC Oncogene

RT-PCR
ShRNA
iCsSC
iCSC
D iCSC
EpCAM 1
EpCAM EpCAM
cDa7
10 CISD4-7 10 10
1
Ccb47
Cb47
B2
100+ —— CDA47 high
—— CDA47 low
E 80
% 60
§ 40
&
"0 20 4‘0 60
Days
2
ShRNA Ccb47
3
=3
CD47 h [ el il
E 804 — Empty
% 60
g 404
&
i S T S A
Days



EpCAM CXCL1
M-CSF
(2) Pre-BALL D19OPF4e iCSC
c-Myc iCsSC
D190PFA8 Pre-B ALL
c-Myc Pre-B ALL
T
PD-L1
D190PFA8 c-Myc iCsC
p190  IL-18, TNFa, CCL3
c-Myc IL-6 IFNy
ALL
p19QBCR-A8 BCR-ABL
Pre-B ALL
BCR-ABL

3

1. Ueda T, Nakata Y, Yamasaki N, Oda H,
Sentani K, Kanai A, Onishi N, lkeda K,
Sera Y, Honda ZI, Tanaka K, Sata M,
Ogawa S, Yasui W, Saya H, Takita J and
Honda H: ALKR1275Q perturbs
extracellular  matrix, enhances cell
invasion and leads to the development of
neuroblastoma in cooperation with MYCN.
Oncogene 2016 (in press) (doi:
10.1038/onc.2015.519)

2. Adachi T, Kobayashi T, Sugihara E,
Yamada T, lkuta K, Pittaluga S, Saya H,
Amagai M, and Nagao K: Hair
follicle-derived IL-7 and IL-15 mediate
skin-resident memory T cell homeostasis
and lymphoma. Nat Med 21: 1272-1279,
2015 (doi: 10.1038/nm.3962)

3. Fukuda K, Sugihara E, Ohta S, lzuhara
K, Funakoshi T, Amagai M and Saya H:
Periostin is a key niche component for
wound metastasis of melanoma. PLoS One.
10: 0129704, 2015 (doi:
10.1371/journal.pone.0129704)

7

1.
25

07/11/2015

2.
13

07/16/2015

3.
13
07/23/2015
4.
53
10/29/2015

5.

: New mouse lymphoma
model reveals the requirement for Fas
downregulation in initiation and
maintenance of lymphoma cells 74

10/08/2015

6. Sugihara E, Hashimoto N, Ueno S, Saya



H : New mouse model for mature B cell
lymphoma revealing requirement for Fas
downregulation in lymphomagenesis. 20th
Congress of European Hematology
Association (EHA), 6/11/-6/12/2015,

7. Sugihara E, Hashimoto N, Ueno S, Saya
H : Novel mouse model for mature B cell
lymphoma reveals the requirement for Fas
downregulation in  lymphomagenesis.
American Association for Cancer Research
Annual meeting (AACR), 4/18/2015,

http://ww.genereg.jp/

@
SAYA Hideyuki
80264282

@
SUGIHARA Eiji

50464996




