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Elucidation of immune evasion mechanism and development of novel immunotherapy
for esophageal squamous cell carcinoma for development of innovative
immunotherapy

Toihata, Tasuku
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i It took an enormous amount of time to prepare paraffin-embedded sections of
495 resected specimens.

Mutations, amplifications, and deletions were analyzed from the information obtained by Exome
analysis using unstained molecular markers and DNA collected by laser microdissection (Software;
Mutect2, GISTIC analysis, etc.). Genetic alterations in cancer cells that correlate with the
extracted immune factors are extracted and detected by real-time PCR in 495 cases. Integrate
analysis of mutually correlated immunological factors and genetic alterations of cancer cells in
esophageal squamous cell carcinoma with clinical data in 495 cases to elucidate tumor immune evasion
mechanisms in esophageal squamous cell carcinoma, which have not been clarified so far.



Nivolumab
Oncol. 2017, ATTRACTION-3

9
(1 PD-1
[ATTRACTION-2 : Lancet
: Lancet Oncol. 2019] 2017 5
PD-1 Pemblorizumab MSI-

high
(deficient mismatch repair: dMMR)

[NEJM, 2017, J

Clin Oncol, 2019] 2018 12
PD-1 PD-
L1 4 MSI-H
1 Nivolumab
Pemblorizumab
PD-L1 MSI-H
90
microdissection DNA
4 2015 12
495
2
Exome DNA quality
Exome DNA
1
T

CD8, PD1, TIM3,

LAG3, TIGIT, T-bet, GATA-3

FOXP3, CTLA4

CD204, CD38, PD-L1
1001
PD-L1

(Tumor

infiltrating

(R fEHRERMMREICE T 5% &M

HRR =R oa7r—o

i FRL=Y TV

CDARSTETHERS
CTLA:
F‘+I
ﬁ%ﬂﬁlfimﬂﬂﬂ fERRREE ETHERE

70

Laser

Exome

2005 (M2 ik i AL BHBA IS S BT £ Exsome 2]
RERE
TonarY wenTan wmwEtTen MR
4 O I
S @ Q N >
S EES foesds
HC__ [ [ e [ Hc [Haef e Jinc JiHc [inc ] e |
10 DNAffIE

[FaE iu&ziu&s'l HEE in&eius.s[

(&1 REMBOD FI—h—EZ DA &E]

REMR  SFI—Hh— HEE-&E

(23 e%2ed m%mﬁmmmmv—ﬁ—

+m&n% 5

197/mm? - %9 275/ mm? =0 181/ mm? %0 122/ mm? <0



Iymphocytes: TILS) 3 TILs

HE AE1/AE3
x20 AE1/AE3
50% 3
( 3) PD-L1 1%
(Tumor Proportion Score: TPS) 1% ( PD-L1
)

495
CD8, FOXP3, PD-L1
quality
Laser microdissection
DNA Exome Exome DNA 10
10 DNA quality Next Ultra Il DNA Library Prep Kit
Next Multiplex Oligos HiSeq2500 Exome
(Software; Mutect2, GISTIC )
495 real-time PCR

495



1 1 0 1

Imamura Y, Toihata T, Haraguchi I, Ogata Y, Takamatsu M, Kuchiba A, Tanaka N, Gotoh O, Mori S, 148
Nakashima Y, Oki E, Mori M, Oda Y, Taguchi K, Yamamoto M, Morita M, Yoshida N, Baba H, Mine S,
Nunobe S, Sano T, Noda T, Watanabe M
Immunogenic characteristics of microsatellite instability- low esophagogastric junction 2021
adenocarcinoma based on clinicopathological, molecular, immunological and survival analyses

1260 1275

International Journal of Cancer

DOl
10.1002/ijc.33322

Nivolumab (irAE)

54

2022

Nivolumab

72

2021







