©
2019 2021

Understanding of the genomic evolution and cancer microenvironment to identify a
susceptible marker to immune therapy for IHCC.
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ICC is recognized as a treatment-resistant disease renderin? a poor
prognosis. Inter-tumor heterogeneity in the genome profile of ICC confers intractable traits. High
expectations for immunotherapy centered on ICI provide high anti-tumor efficacy without identifying
target antigens. At first, we will comprehend the tumor immune response system in ICC. Then, we
analyzed the prognostic magnitude of tumor immune-response-related genes in 10 cases of ICC and
identified cytokine pathways as a poor prognosis-related factor. In addition, cytolytic
activity-associated genes were abundantly observed in non-recurrence ICC cases.

Cytokine NK CYT



ICC 2 15
ICC
ICC
ICC
ITH
ICC
IDH KRAS TP53
ICC
ICC ICC10
39 1 74
Whole Exome Sequence Spectrum
RNA sequence fusion gene
440
ICC
ICI ICC
D 10 4
LMD
DNA (S\NV) HLA
Neoantimon NAG
2) Bidea RNA Seq
(Immunity 39, 782-795,
2013) total RNA RNA Seq



2

TP53 2

1) 10 SMAD4 3 BAP1 2 NRAS
CDKN2A 1 FGFR3 1 GNAS 1
IDH1 1 PIK3CA 1 RPL22 1
Treeomics

2)1cC
10

pathway

receptor interaction 9 (CCR9,

IFNG, TNFRSF17, IL5RA, XCL2)
Natural killer cell

cytotoxicity (RF1,

Cytolytic activity

mediated
KIR2DS5,
IFNG, KIR2DS1, GZMB) Chemokine
signaling pathway(CCR9, CXCL5,
CCR3, CCR2, CXCR6, XCL2, AKT3)

% Mutant 20 10 0
case
FsS1

—EREw VLT L,
OB E R, SO X
U ERED, BAELEE Y T
> DB — o L BRIRIRER A [R]
s LUV DFEBIH S RIS K &
NERETHDHEEZ b,
Rl B84 5 oA

A T ES TR B R
HMRAD A% 7=, DA< |
HEZ R oT,

EEEE LT & ORI
“DHEH . Cytokine—cytokine
CXCL5, CCR3, CCR2, CXCR6,

p value qvalue

CD3E  0.9574054 0.959914

CD3G  0.6593085 0.753124

Translational Effect
M Synonymous
M Non Synonymous

Mutations per MB
cwnda
Wl

| |
FS2 KS1 KS2 KS3

Fs1

Mutation Type

mmmmm | Nonsense Mutation
M Frame Shit Ins
M Frame Shift Del
M In Frame Del
W Missense Mutation
I Silent

I
KT1 OK1 OK2 0s1  0s2

Fs2

CD8A  0.6116451 0.715540 con
PRF1  0.0401649 0.091138 o
GZMA 0.45396820.579412 @ 2w
g immune_expression sample
GZMB  0.01642050.045782 & aze B WFst1
2 10 FS2
IFNG  0.0165776 0.0459%7 2 -I -I I I I l l e 5 KS1
15 o Ks2
KLRK1 0.4361310 0.562364 wumy immune_type ng
Active_immune_response gy ;.?1
FOxp3 091493030932167 Al N RN | M! | ' L AE | ) o Immuno_suppressive I
CTLA4  0.0850025 0.164287 enae u o2
os2

CCL2  0.6116451 0.715574

PDCD1 0.4620921 0.586439




5 5 0 5

Ito S, Masuda T, Noda M, Hu Q, Shimizu D, Kuroda Y, Eguchi H, Tobo T, Utsunomiya T, Mimori K. 98(7)

Prognostic Significance of PD-1, PD-L1 and CD8 Gene Expression Levels in Gastric Cancer. 2020

Oncology - 501-511
DOl

10.1159/000506075.

Nambara S, Masuda T, Kobayashi Y, Sato K, Tobo T, Koike K, Noda M, Ogawa Y, Kuroda Y, Ito S, 111(2)

Eguchi H, Sugimachi K, Mimori K.

GTF2IRD1 on chromosome 7 is a novel oncogene regulating the tumor-suppressor gene TGF(3 R2 in 2020

colorectal cancer.

Cancer Sci. 343-355
DOl

10.1111/cas.14248.

Sato K, Masuda T, Hu Q, Tobo T, Gillaspie S, Niida A, Thornton M, Kuroda Y, Eguchi H, Nakagawa 44

T, Asano K, Mimori K.

Novel oncogene 5MP1 reprograms c-Myc translation initiation to drive malignant phenotypes in 2019

colorectal cancer.

EBioMedicine. 387-402
DOl

10.1016/j .ebiom.2019.05.058.

Hayashi N, Kuroda Y, Saito T, Tsuruda Y, Niida A, Otsu H, Eguchi H, Masuda T, Suzuki Y, 49(9)

Natsugoe S, Mimori K.

A clinical trial of somatic and germline analyses for healthy longevity in a postoperative 2019

cancer patient.

Surg Today. 738-747
DOl

10.1007/s00595-019-01789-7.




Kouyama Y, Masuda T, Fujii A, Ogawa Y, Sato K, Tobo T, Wakiyama H, Yoshikawa Y, Noda M, Tsuruda 110(10)
Y, Kuroda Y, Eguchi H, Ishida F, Kudo SE, Mimori K.

Oncogenic splicing abnormalities induced by DEAD-Box Helicase 56 amplification in colorectal 2019

cancer.

Cancer Sci. 3132-3144
DOl

10.1111/cas.14163.

21 0 0

Kensuke Koike, Takaaki Masuda, Kuniaki Sato, Yushi Motomura, Junuchi Takahashi, Dai Shimizu, Shotaro Kuramitsu, Atsushi
Fujii, Akihiro Kitagawa, Miwa Noda, Yusuke Tsuruda, Hajime Otsu, Yousuke Kuroda, Hidetoshi Eguchi, Takashi Nakagawa, Koshi
Mimori.

Clinical significance of GET4 expression in colorectal cancer.

AACR Annual Meeting 2019

2019

Junichi Takahashi, Takaaki Masuda, Yosuke Kuroda, Akihiro Kitagawa, Yushi Motomura, Kensuke Koike, Dai Shimizu, Shotaro
Kuramitsu,Atsushi Fujii, Miwa Noda, Kuniaki Sato, Yusuke Tsuruda, Hajime Otsu, Hidetoshi Eguchi, Keishi Sugimachi, Masaki
Mori, Koshi Mimori.

Clinical significance of Fanconi anemia complementation group E (FANCE) DNA repair-related gene expression in hepatocellular
carcinoma

AACR Annual Meeting 2019

2019

Yushi Motomura, Takaaki Masuda, Kuniaki Sato, Atsushi Fujii, Akihiro Kitagawa, Hiroaki Wakiyama, Kensuke Koike, Junichi
Takahashi, Dai Shimizu, Shitaro Kuramitsu, Miwa Noda, Yusuke Tsuruda, Hajime Otsu, Yosuke Kuroda, Hidetoshi Eguchi, Katsumi
Sakamoto, Msakazu Hirakawa, Hiroshi Honda, Koshi Mimori.

Clinical significance of eif5 mimic protein 1 in pancreatic cancer.

AACR Annual Meeting 2019

2019




KIF15

119

2019

7 RNF32

119

2019

Spondin2

119

2019

microRNA MicroRNA-196b-3p

119

2019




pre-miR-488

119

2019

ASAP2(ArfGAP with SH3 domain, ankyrin repeat and PH domain2)

119

2019

119

2019

DNA FANCE

119

2019




119

2019

miCcroRNA

119

2019

ESD

73

2019

S8z

74

2019




74

2019
13 PDX1
74
2019
PD-1,PD-L1,CD8
74
2019

Cytolytic activity(CYT)

74

2019




HCC

Kinesin family memberl5(KIF15)

74

2019

IMPAQT

metabolic pathway

74

2019

(Suzuki Yutaka)

(40323646) (12601)
(Mimori Koshi)
(50322748) (17102)







