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Usefulness of exosome quantification as a biomarker for human upper Gl cancer
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We assessed the exosome dynamics with mouse model and quantify plasma exosome by
cholesteryl ester transfer protein activity, which is known to be enriched within exosomes. We analyzed
the relationship between exosome quantification and clinical characters in ESCC patients.

In order to image and analyze the movement of cancer cell-derived exosomes, green fluorescent protein
(GFP)-tagged CD63, which is a general marker of exosomes, was expressed in human esophageal squamous
cancer cell line TE2. Mouse model of human ESCC were then established by s.c. injection of TE2-CD63-GFP
or TE2 cell lines. Our data indicates tumor derived exosome can emitted from the tumor and circulate in
the blood flow. Our data indicates the exosome number was higher in ESCC patients than no malignant
patients. Althogh there were no difference in tumor depth, lymph node status, distant metastasis, the
exosome number can be a prognostic marker for ESCC (P=0.04).

CD63



EMT
Fra-1
miRNA
Fra-1
EMT
miRNA
Fra-1 EMT
miRNA
miRNA
DNA, miRNA EMT
in vitro ICG

Fra-1 DDS




Fra-

EMT

DNA, miRNA ncRNA,

miRNA

miRNA
miRNA
miRNA
miRNA
EMT Fra—1 % /0
( in
vitro)

(in vitro)

EXOCET Exosome Quantification Kit

CDb63, CD9, CD81

CD63 GFP
binding protein
(TE2, T.Tn)
in
vivo, 1In vitro
CD63-GFP

7V J-Ah

(BALB/c Slc-nu/nu, 6 ,
) TE2(n=4) or TE2 CD63-GFP(n=4)
1x10’cells/100u IPBS 8

(anti-humanCD63,anti-GFP)
CD63-GFP GFP

in vivo
CD63
CD63

CD63
CD63

CD63



RNA
RT-PCR

30 -80

(WBC, CRP, TP,
Alb, CEA, CYFRA, SCC)

4
Hoshino I, Maruyama T, Fujito H, Tamura
Y, Suganami A, Hayashi H, Toyota T, Akutsu
Y, Murakami K, Isozaki Y, Akanuma N,
Takeshita N, Toyozumi T, Komatsu A,
Matsubara H. Detection of Peritoneal
Dissemination with Near-infrared
Fluorescence Laparoscopic Imaging Using a
Liposomal Formulation of a Synthesized
Indocyanine Green Liposomal Derivative.
Anticancer Res. 2015, 35(3):1353-9.

Isozaki Y, Hoshino I, Akutsu Y, Hanari
N, Mori M, Nishimori T, Murakami K, Akanuma
N, Takeshita N, Maruyama T, Toyozumi T,
Takahashi M, Suito H, Matsubara H.
Usefulness of microRNA-375 as a prognostic
and therapeutic tool in esophageal
squamous cell carcinoma. Int J Oncol. 2015,
46(3):1059-66.doi:10.3892/i1j0.2014.2789

Maruyama T, Akutsu Y, Suganami A,
Tamura Y, Fujito H, Ouchi T, Akanuma N,
Isozaki Y, Takeshita N, Hoshino I, Uesato
M, Toyota T, Hayashi H, Matsubara H.
Treatment of Near-Infrared Photodynamic
Therapy Using a Liposomally Formulated
Indocyanine Green Derivative for Squamous
Cell Carcinoma. PLoS One. 2015 Apr
7;10(4):e0122849. doi: 10.1371

Matsumoto Y, Miwa S, Zhang Y, Zhao M,
Yano S, Uehara F, Yamamoto M, Hiroshima Y,
Toneri M, Bouvet M, Matsubara H, Tsuchiya
H, Hoffman RM. Intraperitoneal
administration of tumor-targeting
Salmonella typhimurium Al-R inhibits
disseminated human ovarian cancer and
extends survival in nude mice. Oncotarget.
2015 May 10;6(13):11369-77.

Yasunori Matsumoto, Masayuki Kano,
Yasunori Akutsu, Naoyuki Hanari, Isamu
Hoshino, Kentaro Murakami, Akihiro
Usui, Hiroshi Suito, Masahiko
Takahashi, Ryota Otsuka, Hisahiro
Matsubara. Usefulness of exosome
quantification by cholesteryl ester
transfer protein activity as a
biomarker for human esophageal
squamous cell carcinoma (ESCC) AACR
Annual Meeting 2016, 2016 4 17
New Orleans, USA

Kano Masayuki, Yasunori Matsumoto,
Isamu Hoshino, Kentaro Murakami,
Yasunori Akutsu, Hisahiro Matsubara. A
paradoxical observation for its
upregulation and the prognostic
significance about miR-7 in esophageal
squamous cell carcinoma. AACR Annual
Meeting 2016, 2016 4 18 New
Orleans, USA

53

2015 10 29 H-31

2015 10 23

Hisahiro Matsubara Current topics of
junctional cancer.

The JAPAN-CHINA Gastro-
enterological Surgical Forum 2015,
2015 5 30 Shanghai, China
Yasunori Matsumoto, Hisahiro
Matsubara Functional analysis of
exosomes derived from human esophageal
squamous cell carcinoma. AACR Annual
Meeting 2015, 2015 4 18 -22
Philadelphia, USA

Stage IV
- Conversion surgery
- 115
2015 4
16 H-18



25
2015 2 17

Hisahiro Matsubara Topics of surgical
treatment for esophago-gastric
junctional cancer. The Japan-China
Gastroenterological Sugery Forum 2014

2014 9 27 Dalian,

China

www . academic-surgery. jp/

MATSUBARA, Hisahiro

(KANO, Masayuki
(MATSUMOTO, Yasunori)



