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Elucidation of immune response suppression mechanism of transcription factor

ASCL1 in lung cancer and its clinical application
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We have studied the effects of the transcription factor ASCL1 on the tumor

immune system of lung cancer using techniques such as cell experiments, mouse experiments, and
existing public data analysis.

As a result, we clarified a part of the mechanism by which the expression level of specific
cytokines and their receptors is low in lung adenocarcinoma expressing ASCL1 and the tumor

immunological mechanism is suppressed.



100

30-40% 20-30% 10-15%
ASCL1
75%
ASCL1
Horie, Miyashita et al. J Pathol. 2018
10% ASCL1
ASCL1 EGFR
STK11 LKB1 ASCL1
PD-L1 MHC 1 T B NK
immune desert Miyashita et al. J Thorac Oncol.
2018
ASCL1
(¢)) ASCL1 ASCL1
(1)ASCL1
ASCL1
ASCL1 VMRC-LCD ASCL1 RNA
ASCL1 ASCL1
ASCL1 RNA ASCL1
ASCL1

ASCL1 T



ASCL1

ASCL1 ASCL1
(DLLC CMTe4 Ascll Ascl1
Ascll
D3 . Ccnaz Ccnd1
15 ¢ R 5 - 2 *
- +
5 54 8
310- ﬁ 5 §
o = * g1
] . g 2 ]
27 = 2
o =z 1 L
& 0 & 0 * g
GFP Asel  GFP  Asc GFP Asci  GFP  Ascl GFP Ascl GFP Ascl
LLC CMTE4 LLC CMTB4 LLC CMTE4
Ccnb1 Ccnb2
4. *
5 3| 5
i o
291 2
=5 B
g, g
GFP  Ascl GFP  Ascl GEP  Ascll  GFP  Asdi
LLC CMTE4 LLC CMTB4
(@) CMT64 Ascll

Ccl20, Cxcl2, Cxcl10, Cxcll6



MMP-3
CCL20
CXCL2
CXCL10
CXCL16
VICAM-1
Amphiregulin
PAI-1
CXCL9
VEGF
CXCL11
IL-12p40
LIF
IL-15
GDF-15

batch #1  batch#2  batch#1  batch #2

LLC CMT64

3) CMT64 Ascll
ASCL1 CD8 + CD4 + (D20 + FoxP3 +
CD163 +



CD8 staining score

CD20 staining score

FOXP3 staining score

30

20

o

CD8 CD4

CD4 staining score
o

e
L

. T -

S o WE oo

0% 1%-40% 41%- 0% 1%—-40% 41%-

ASCL1-positive cells

ASCL1-positive cells

CD20 R CD163
)
2
8
S 2
=
£
£
. @
. )
©
=
.. &
'.".‘"" el 0 .
s o e i
0% 1%-40% 41%- 0% 1%-40% 41%-

ASCL1-positive cells

ASCL1-positive cells

FOXP3

0%

1%-40% 41%-

ASCL1-positive cells

ASCL1 cell-autonomous



1 1 1 0

Miyashita Naoya Horie Masafumi Mikami Yu Urushiyama Hirokazu Fukuda Kensuke Miyakawa 489
Kazuko Matsuzaki Hirotaka Makita Kosuke Morishita Yasuyuki Harada Hiroaki Backman Max
Lindskog Cecilia Brunnstr?m Hans Micke Patrick Nagase Takahide Saito Akira

ASCL1 promotes tumor progression through cell-autonomous signaling and immune modulation in a 2020
subset of lung adenocarcinoma

Cancer Letters 121 132

DOl
10.1016/j .canlet.2020.06.002




