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Roles of Epstein-Barr virus-associated B-cell lymphoma for peritoneal metastasis
of gastric cancer
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Since metastasis is one of the most common phenotypes and cause of death in
various cancers, elucidation of molecular mechanism of metastasis and tumor progression at
metastasis foci may lead to development of innovative therapeutic modalities. In this study, we
discovered Epstein-Barr virus (EBV)-associated B-cell lymphoma cells (BCL) are highly present at the

metastatic foci (e.g. peritoneum and lymph node) of diffuse—tgpe gastric cancer (DGC) and
esophageal squamous cell carcinoma patients. By the molecular biological approach, we revealed that
the BCL cells contribute tumor survival at peritoneum via activation of the mesothelium in
peritoneal metastasis of DGC. Moreover, the BCL cells also promote distal metastasis of DGC cells in
vivo. Taken together, these findings indicate that EBV-associated BCL can establish favorable niche
for metastasis. Therefore, these BCL cells may be an attractive metastasis control target.



EBV

EBV

EBV

EBV

EBV

in vivo

EBV

EBV
PCR 65 6

6 18.2% EBV

24
EBV

>
%‘o‘)b

(9

00000000000

VSO A A A oV QP o>
b(}{od& ,g\'\,k%%‘b,@

9.2%

33

E

QT " 979" QT O QT Q" 9" 9" 9

EBV
EBV B
9
9/43,21%
B
EBV B 2

Q AN
£

BV

15



DNA SNP
B mRNA
(CD19"", cp20'n,
CD79"" , EPCAM")
2
PCR
B CD20
EBER1
EBV B
EBV B
EBV
EBV
in vitro
Mesothelin
EBV
EBV B
75 ex vivo
26% 20

cp22e,

EBV

Panke!

Activation

EBV-related
B lymphoma cell

il e
Normal mesotelial cell

4.

EBV B

ratin

B \

-
34 &

MSLN

EBV

Peritoneal cavity

Diffuse-type
gastric cancer cell

&7 | TV S

Cancer-associated mesotelial cell

EBV

B



5

Nishimura T, Tamaoki M, Komatsuzaki R,
Oue N, Taniguchi H, Komatsu M, Aoyagi K,
Minashi K, Chiwaki F, Shinohara H,
Tachimori Y, Yasui W, Muto M, Yoshida T,
Sakai Y, Sasaki H.
SIX1 maintains tumor basal cells via
transforming growth factor-f3 pathway and
associates with poor prognosis in
esophageal cancer.
Cancer Science

, Vol.108, 2017, 216-225.

doi: 10.1111/cas.13135.

Fukuoka S, Kojima T, Koga Y, Yamauchi
M, Komatsu M, Komatsuzaki R, Sasaki H,
Yasunaga M, Matsumura Y, Doi T, Ohtsu A.
Preclinical efficacy of Sym004, novel
anti-EGFR antibody mixture, in esophageal
squamous cell carcinoma cell lines.
Oncotarget

, Vol.8, 2017, 11020-11029.

doi:10.18632/oncotarget.14209.

Tanabe S, Komatsu M, Aoyagi K, Yokozaki
H, Sasaki H.
Implications of epithelial-mesenchymal
transition in gastric cancer
Translational Gastrointestinal Cancer
, Vol._4, 2015, 258-264
doi: 10.3978/j.1ssn.2224-4778.2015.07.04

Tanaka Y, Aoyagi K, Minashi K,
Komatsuzaki R, Komatsu M, Chiwaki F,
Tamaoki M, Nishimura T, Takahashi N, Oda
I, Tachimori Y, Arao T, Nishio K, Kitano
S, Narumi K, Aoki K, Fujii S, Ochiai A,
Yoshida T, Muto M, Yamada Y, Sasaki H.
Discovery of a Good Responder Subtype of
Esophageal Squamous Cell Carcinoma with
Cytotoxic T-Lymphocyte Signatures
Activated by Chemoradiotherapy.

PLos One
, Vol.10, 2015, 1-13
doi: 10.1371/journal .pone.0143804.

Fujita T, Chiwaki F, Takahashi R,
Aoyagi K, Yanagihara K, Nishimura T,
Tamaoki M, Komatsu M, Komatsuzaki R,
Matsusaki K, Ichikawa H, Sakamoto H,
Yamada Y, Fukagawa T, Katai H, Konno H,
Ochiya T, Yoshida T, Sasaki H.
Identification and Characterization of
CXCR4-Positive Gastric Cancer Stem Cells.
PLos One

doi:

75

74

, Vol.10, 2015, 1-19

100

2017 3

100

2016

100

8

10

2017

89
9

100

2016

2016

3

10

75

10

2015

74

9

10.1371/journal .pone.0130808.

10

75

89



2015 10 9

Sym004
74

2015 10 9

MOOK 29 57-62 2015
11 25

o
KOMATSU Masayuki

10749500

@

®

*



