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In this study, we investigated whether TIE-1, which is involved in cisplatin
resistance, would cause exosome derived drug resistance. A TIE-1 forced expressed cell line was
established and the exosome collected from this cell line was added to ovarian cancer cells. As a
result, dose-dependent decrease in cisplatin sensitivity was observed in addition of TIE-1
expressing exosome.
In addition, after obtaining the approval of the Ethics Committee of our hospital (No:2017-1 - 659),
we have collected ascitic fluid from 5 patients agreeing to the document, and are planning to
separate exosomes and measure TIE - 1 levels. These patients have undergone conventional anticancer
drug treatment for recurrent ovarian cancer and is currently pursued their clinical courses.

Liquid Biopsy



Liquid Biopsy

Liquid Biopsy

Liquid Biopsy

@)

)
PCR
DNA

Liquid Biopsy

in vitro

@ @

Liquid Biopsy

1

Exosomes of isolation and uptake
(TOV112D cells)

Green:PKH67

unpublished

TIE-1

TIE-1
TIE-1
TIE-1
mRNA
2
2
o
d&\\s ‘e*Q‘es
S o
ENAP\S ¢
o <V5-tagged TIE-1
TIE-1antibody ' ' <TIE-L
i | €non-specific band
V5 antibody W ¢vs-tagged TIE-L
Actin antibody .. <actin
TIE-1
3
3
Cisplatin 10 |,1M B Em-exosome
® Mono-exosome
80
70
£ 60
Zs0
5 40
> 30
8 20
10
0
0 1 3
The amount of exosomes (ug)
TIE-1
2017-1-659
5
-80

Liquid Biopsy




6
@ Zzhang X, Kitatani K*, Toyoshima M*
(*corresponding authors), Ishibashi M,
Usui T, Minato J, Egiz M, Shigeta S, Kester
M, Yaegashi N
Ceramide nanoliposomes as a
MLKL-dependent, necroptosis-inducing,
chemotherapeutic reagent in ovarian
cancer, Molecular Cancer
Therapeutic(2018), 17(1) January,
doi:10.1158/1535-7163.MCT-17-0173

Hasegawa-Minato J, Toyoshima
M*(*corresponding authors), Ishibashi M,
Zhang X, Shigeta S, Grandori C, Kitatani
K,*, Yaegashi N
Novel cooperative pathway of c-Myc and
Furin, a pro-protein convertase in cell
proliferation as a therapeutic target in
ovarian cancers, Oncotarget(2018)
9(3):3483-3496,
doi:10.18632/oncotarget.23322

Kaiho-Sakuma M,Toyoshima M*
(*corresponding author), Toki A, Kameda S,
Minato T, Watanabe M, Niikura H, Yaegashi
N
Aggressive Neuroendocrine Tumor of the
Ovary with Multiple Metastasis treated
with Everolimus: a case report,
Gynecologic Oncology Reports(2018),

23; 20-23,
doi:10.1016/j.gore.2018.01.002

Toyoshima M* (*corresponding author),
Tsuji K, Shigeta S, Tokunaga H, Ito K,
Watanabe Y, Yoshinaga K, Otsuki T, Niikura
H, Yaegashi N
Leptomeningeal metastasis from
gynecologic cancers diagnosed by brain MRI,
Clinical Imaging(2017), 41;42-47,
doi:10.1016/j-clinimag-2016.09.013

Shibuya Y, Toyoshima M*
(*corresponding author), Yaegashi N

ASGO 4th International Workshop on
Gynecologic Oncology, J Gynecol Onco
(2017), 28(2),
doi:10.3802/jg0.2017.28._e24

Nishimoto M, Toyoshima M*
(*corresponding author), Shiga N,
Utsunomiya H,Tsuji K, Suzuki F, Nagase S,
Suzuki T, Sasano H, Ito K, Yaegashi N
Steroid Sulfatase Inhibitor Reduces
Proliferation of Ishikawa Endometrial
Cancer Cells in Co-Culture Systems,

0JEMD(2016), 6;193-204,
doi:10.4236/0jemd.2016.69025

10
@ Egiz M, Kitatani K, Toyoshima M,
Ishibashi M, Shigeta S, Minato J, Yaegashi
N
Novel implications of La-Related Protein
4, an RNA chaperon, in ovarian cancer
metastasis suppression, 69

2017/4/13-16

Zhang X, Kitatani K, Toyoshima M,
Ishibashi M, Shigeta S, Minato J, Yaegashi
N
Anti-tumor activities of ceramide
nanoliposomes in ovarian cancer, 69

2017/4/13-16

Ishibashi M, Toyoshima M, Zhang X,
Minato J, Shigeta S, Kitatani K, Yaegashi
N
Tyrosine kinase receptor TIE-1 mediates
platinum resistance by promoting
nucleotide excision repair in ovarian
cancer, 69

2017/4/13-16

Kitatani K, Zhang X, Toyoshima M, Egiz
M, Minato J, Ishibashi M, Shigeta S,
Yaegashi N
Ceramide synthase 2-ceramide synthesis
pathway modulates the metastatic
potential of ovarian cancer, 69
2017/4/13-16

2017/2/25

Mark
Kester

2017/2/25

c-Myc



2017/2/25

55
2016/11/18-19
B-Con Plaza

55
2016/11/18-19
B-Con Plaza
Mark
Kester
— 9
2016/10/27-28
CANVAS
0

o 0
o 0

http://www._ob-gy.med.tohoku.ac.jp/labor
atory/category0l/m-toyoshima._html

@
YAEGASHI, Nobuo
00241597
@
TOYOSHIMA, Masafumi
70451581
A

TAKAO, Masashi
70216612

KITATANI, Kazuyuki

*

40539235

ISHIBASHI, Masumi
MINATO, Junko



