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Our study focused on the regulation mechanism of the expression of ligands
for NKG2D and PD-1 in non-small cell lung cancer (NSCLC). The correlation between expression level
of PD-L1 and those of EGFR or HER2 was clarified in resected NSCLC. Moreover, we showed regulation
mechanism of PD-L1 via EGFR and HER2 signals in vitro. In addition, we showed that induction
chemotherapy increased expression of PD-L1 in tumor tissues while it decreased expression of NKG2D
ligand in cases of NSCLC. Furthermore, the expression pattern of NKG2D ligands was clustered in 91
cases of NSCLC, and we found a novel category with a poor prognosis.

NK NKG2D PD-L1 EGFR HER2



€y

NK T NK
NKG2D-NKG2D KIR-MHC class 1
NKG2D NK
T CTLA-4  PD-1/PD-L1
T
NK
NK NK
(2) EGF family
EGF family
HER2 MHC I HER2/HER3
MICA/B
EGFR/P13K/AKT/microRNA-20a MICA/B EGF
family NK
EGF family NKG2D MICA/B
ULBP PD-L1 MHC class I
(@)) EGF HER2 PD-
L1
) EGFR HER2
PD-L1
®
NKG2D PD-L1 MHC class I
O) NKG2D PD-L1
NK LDH
) NKG2D MICA/B,
ULBP1, ULBP2/5/6, ULBP3, ULBP4
()) PC-9 SIRNA EGFR PD-L1
HER2 PD-L1 EGF PD-L1
EGFR HER2
PD-L1
EGF PD_L]. EGFR 300 . y=0.2249x + 353 200 y=-0.6047x + 135.4
HER2 p=0.027* - p<0.001*
(2) 9 1 ° ‘wpg,u uu):ﬂ »0 ° !O:’u i 0 0
PD-L1
PD-L1 EGFR B1. 3B/ RalmE FWERI1HIICHIFBZPD-L1E

HER2

EGFR#% 2L\ FHER2FE IR & DR



PD-L1

®) NKG2D PD-L1

@) NKG2D PD-L1
NK
@) invitro

) 91 NKG2D MICA/B ULBP1,ULBP2/5/6, ULBP3,
ULBP4 ULBP

2 « 3

e C1-2
1009
-3

S04

nmm
Percent survival

Log rank p=0.0052*
HR 2.918 (1.539-11.56)

T 1
° s00 1000 1500 2000

2. 5/ MR EE IR FIOL A 5515 5 M3, 77 3 =33 nF ) —1,28
NKG2DY #H > FRERIFOLr — v~  HBELT, 2AFHRCEWTTE




8 8 0 4

Okita Riki Maeda Ai Shimizu Katsuhiko Nojima Yuji Saisho Shinsuke Nakata Masao 10

Clinicopathological relevance of tumor expression of NK group 2 member D ligands in resected 2019

non-small cell lung cancer

Oncotarget 6805 6815
DOl

10.18632/oncotarget.27308

Okita Riki Maeda Ai Shimizu Katsuhiko Nojima Yuji Saisho Shinsuke Nakata Masao 42

Effect of platinum-based chemotherapy on the expression of natural Killer group?2 member?D 2019

ligands, programmed cell death?l ligand?1l and HLA class?l in non?small cell lung cancer

Oncology Reports 839 848
DOl

10.3892/0r.2019.7185

Shimizu Katsuhiko Okita Riki Saisho Shinsuke Maeda Ai Nojima Yuji Nakata Masao Volume 15

Comparative study of the PD-L1 expression and CD8+ tumor-infiltrating lymphocyte between 2019

surgically resected and matched re-biopsy specimens in recurrent non-small cell lung cancer</p>

Therapeutics and Clinical Risk Management 605 612
DOl

10.2147/TCRM.S189320

Okita Riki Shimizu Katsuhiko Nakata Masao 10

Epithelial-mesenchymal transition-induced metastasis could be a bait for natural killer cells 2018

Journal of Thoracic Disease

S3143 S3146

DOl
10.21037/jtd.2018.08.19




SHIMIZU KATSUHIKO OKITA RIKI SAISHO SHINSUKE MAEDA Al NOJIMA YUJI NAKATA MASAO 38

Impact of COX2 Inhibitor for Regulation of PD-L1 Expression in Non-small Cell Lung Cancer 2018

Anticancer Research 4637 4644
DOl

10.21873/anticanres. 12768

Okita Riki Maeda Ai Shimizu Katsuhiko Nojima Yuji Saisho Shinsuke Nakata Masao 66

PD-L1 overexpression is partially regulated by EGFR/HER2 signaling and associated with poor 2017

prognosis in patients with non-small-cell lung cancer

Cancer Immunol Immunother 865 876
DOl

10.1007/s00262-017-1986-y

Shimizu Katsuhiko Okita Riki Saisho Shinsuke Maeda Ai Nojima Yuji Nakata Masao 14

Urinary levels of prostaglandin E2 are positively correlated with intratumoral infiltration of 2017

Foxp3+ regulatory T cells in non-small cell lung cancer

Oncol Lett 1615 1620
DOl

10.3892/01.2017.6340

Shimizu K, Okita R, Saisho S, Maeda A, Nojima Y, Nakata M. 9

Prognostic value of Cox-2 and PD-L1 expression and its relationship with tumor-infiltrating 2017

lymphocytes in resected lung adenocarcinoma.

Cancer Manag Res 741-750

DOl




11 0 3

Okita Riki Shimizu Katsuhiko Nojima Yuji Saisho Shinsuke Nakata Masao

JAK STAT inhibitor overcomes interferon g reduced, NK cell mediated cytotoxicity in non small cell lung cancer cells

European Society for Medical Oncology Congress 2019

2019

Decreased expression of ULBP4 without loss of MHC class | is an independent poor prognostic factor in resected NSCLC

72
2019
Tofacitinib PD-L1
35
2018
PD-L1
34

2017




Okita R, Maeda A, Yukawa T, Shimizu K, Nojima Y, Saisho S, Nakata M.

Survival of non-small cell lung cancer patients predicted from expression of PD-L1, HLA class I and MICA/B on tumor cells

European Society for Medical Oncology 2017

2017

NKG2D ULBP1-6

70

2017

Okita R, Maeda A, Shimizu K, Nojima Y, Saisho S, Nakata M.

Relationship between PD-L1 expression and EGFR/HER2 signaling in non-small-cell lung cancer

18th World Conference on Lung Cancer

2017

PD-L1 MICA/B

15

2018




PD-L1 expression predicts poor prognosis and is correlated with EGFR status in patients with non-small-cell lung cancer

14

2016

Okita R, Nojima Y, Maeda A, Saisho S, Shimizu K, Nakata M

Repeated exposure to cisplatin enhances NK cell-mediated cytotoxicity via up-regulation of NKG2D ligands in non-small cell
lung cancer cells

European Society for Medical Oncology 2016

2016

PD-L1 HER2

29

2016

HP
http://www.yamaguchi-hosp.jp/
Rolf Kiessling®s Group, Karolinska Institutet
https://ki.se/en/onkpat/rolf-kiesslings-group

http://www.kawasaki-m.ac. jp/gts/07-01._html




(Nakata Masao)

(30368641)

(35303)

(Kiessling Rolf)

(Seliger Barbara)




