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The relationship between microenvironment and tumor growth mechanism regulated by
EBAGY in urological cancer and the application to clinical
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EBAGY overexpression is found in several cancers and correlated with poor
prognosis of patients with the cancers; however, the mechanism is not fully understood. In this study,
tumor growth of mouse bladder cancer cells subcutaneously inoculated into Ebag9 knockout (Ebag9K0) mice
was found to be suppressed compared with that of control mice. Tumor metastasis in lung was also
suppressed in Ebag9KO mice. Furthermore, the number of T cell infiltration was increased in implanted
tumors of Ebag9K0 mice. We also found that the CD8+ T cells exhibited upregulation of cytotoxic activity,
and the adoptive transfer of CD8+ T cells isolated from tumors in Ebag9k0 host could repress tumor growth
by mouse bladder cancer cells implanted in wild-type host. Gain and loss-of-function analysis of EBAGY
demonstrated that EBAG9 modulates migration in prostate cancer cells. These results suggest that EBAG9
modulates tumor growth by negatively regulating the adaptive immune response in host defense.

EBAG9




2 2011
65

http://ganjoho.jp/public/index.html

2015
1
EBAG9 MCF-7
EBAG9
EBAG9
EBAG9
vitro EBAG9
EBAG9
EBAGY9 SRNA
EBAG9
EBAG9
EBAG9

EBAGY (Ebag9K O)

Ebag9K O
EBAG9
EBAG9
(1) Ebag9K O
Ebag9 DNA
2 loxP
ES
Ebaggfl ox/flox
Ebwgﬂox/flox Cre
Ayul-Cre
Ebag9K O
(2) Ebag9K O
MB-49
Ebag9K O
1
3 1



©)

Ebag9K O
CD3 CD4 CD8
4 T
CD8
PCR
CD107a
CD8
MB-49
Ebag9K O
BM-49
®)
EBAG9
EBAGO
EBAGY

CD8

RNA

CD8
FACS

CD8

EBAG9Y9

SiRNA

(1) EbagoK O
Ebwgﬂ ox/flox Cl’e
Ayul-Cre
Ebag9KO Ebag9KO
EBAG9

Ebag9K O

(2) Ebagok O

Ebag9K O

Ebag9oK O

Ebag9K O

EBAG9

(3) Ebagok O
T
Ebag9ok O
T
CD3 CD4 cD8

Ebag9K O

CD8 T



(4) Ebag9K O T

CD8 T

Ebag9oK O CD8

CD107a
Ebag9K O
cDs T
Ebag9K O
CD8 T

Ebag9K O cps T

EBAG9Y

(5) EBAGO
EBAGY

invitro

EBAG9Y

EBAG9

4

Miyazaki T, Ikeda K, Sato W, Horie-Inoue K,
Okamoto K, Inoue S, MicroRNA Library-Based
Functional Screening Identified
Androgen-Sensitive miR-216a as a Player in
Bicalutamide Resistance in Prostate Cancer, J

Clin Med. 2015 Oct 21;4(10):1853-1865.

doi:10.3390/jcm4101853.

Miyazaki T, Ikeda K, Horie-Inoue K, Kondo T,
Takahashi S, Inoue S, EBAGY9 modulates host
immune defense against tumor formation and
metastasis by regulating cytotoxic activity of T
lymphocytes, Oncogenesis, 2014 Nov 3;3:e126.

doi: 10.1038/oncsis.2014.40.

Maruyama Y, Miyazaki T, Ikeda K, Okumura
T, Sato W, Horie-Inoue K, Okamoto K, Takeda S,
Inoue S, Short hairpin  RNA library-based
functional screening identified ribosomal protein
L31 that modulates prostate cancer cell growth
via p53 pathway, PL0oS One, 2014 Oct
6;9(10):e108743.
doi: 10.1371/journal.pone.0108743.

Miyazaki T, Ikeda K, Horie-Inoue K, Inoue S,
Amyloid precursor protein regulates migration
and metalloproteinase gene expression in prostate
cancer cells, Biochem Biophys Res Commun.
2014 Sep 26;452(3):828-833.
doi: 10.1016/j.bbrc.2014.09.010.



7 4H~5

Rho ALDH SOX2
74 2015
10 8 H—~10 RPL31
87
2014 4 24H~26
EBAG9
34 (D]
22 MIYAZAKI TOSHIAKI

2015 6 26 H—~27

50589075

RPL31  p53

15
2005 1 28

EBAG9Y

23 2014
7 100H~11

RPL31 15 2014



