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A study on mechanism of lung cancer cell spread focused on tumor-infiltrating
lymphocyte and tumor-associated macrophage
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Lung cancer can spread in numerous ways, one of which has been suggested to
be spread through air spaces (STAS). The tumor immune microenvironment appears to play a significant
role in this spread. We demonstrated that a high density of CD68 + TAMs is an independent predictor
of an increased STAS rate. Additionally, STAS is correlated with aggressive tumor behavior
characteristics.We have demonstrated that in patients with resected lung carcinoma, STAS was less
frequent in tumors with an epithelial phenotype than in those with non-epithelial phenotype.



Tumor spread through air spaces (STAS)
STAS STAS

STAS

STAS
STAS
STAS
STAS

Tumor spread through air spaces (STAS)
Kadota et al. J Thorac Oncol 2015 STAS
Kadota et al. Am J Surg Pathol 2017,

Am J Surg Pathol 2019 WHO STAS
PD-1
PD-1 CD8 T PD-1
(Thommen et al. Nat Med 2018)
FoxP3 T
IL-7R Kadota et al.
Oncoimmunology 2013, Chest 2015, Suzuki, Kadota et al. J Clin Oncol 2013 CD163
CD8 T
Ujiie, Kadota el al. Oncoimmunology. 2015
“ STAS " “ STAS ”
STAS
STAS PD-1
)
1999 2015 1200
TNM
AJCC Cancer Staging Manual (8th ed. 2016)
)
STAS
)
Tissue microprocessor
KIN-2, Azumaya 3mm
20 /1 4um
)
Ventana Benchmark System, USA T CD3, CD5
T CD8 T Cb4 T CD25, FoxP3
B CD20, CD79a / B CD10 CDh68 M2
CD163, CD206 PD-L1, PD-1
IL-7R
2
)

3 200



22mm Olympus
Patholoscope, Mitani Corporation
3

)
SPSS Statistics Ver23, 1BM

Fisher exact test, Mann-Whitney U test, Kaplan-Meier method, Cox proportional hazards
regression model

2
STAS 2 2
STAS
)
1999 2015 2019
PD-1
PD-1
2 STAS
PD-1
Non-epithelial phenotype STAS
8 M2
STAS /
STAS
A
"’ "o' L] 2
L L lete
T s ‘h it
E-cadherin Vimentin B-catenin
A
,/_”, ' "\_i N
» ) N e
6’-\ - -‘ - .:.o._. s
: . A’-“gu: - O = -
- . . - ‘\‘: ‘~-“ > ’
. Y ’ & S L. el @ ’
5% ."b‘;? b ".}0.;9.\.- e
0 o ~ &
- o A-i‘..‘t a



2 2 0 0

Chihiro Yoshida 1, Kyuichi Kadota 2, Toshihiro lkeda 1, Emi lbuki 3, Tetsuhiko Go 1, Reiji Haba 158

3, Hiroyasu Yokomise 1

Tumor-associated macrophage infiltration is associated with a higher rate of tumor spread 2021

through air spaces in resected lung adenocarcinomas
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The epithelial-mesenchymal transition phenotype is associated with the frequency of tumor 2021

spread through air spaces (STAS) and a High risk of recurrence after resection of lung

carcinoma
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