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Molecular and functional analysis of novel androgen receptor co-repressor in testicu
lar cancer
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To test the hypothesis that reduction in AR transcriptional activity is associated
with progression of testicular cancer, we analyze the function of ZNF288, novel AR co-repressor in testic
ular cancer cells. The result demonstrated that ZNF288 was able to form a co-repressor complex with HDAC2
and DNMT3B, and co-represses AR in TGCT model cell lines. Moreover, ZNF288 was shown to be an accelerator

in in vivo _testicular tumorigenesis assays in mice. In TCam-2, seminoma model cell line, up-regulation of
AR transcriptional activity repressed cell growth.

ZNF288 DNMT3B  HDAC2



1)
(3)AIS
AR MRNA
(
)
(AIS)
(1)ZNF288 AR
Flag
AR (2) NECS8
ZNF288
(2)
NECS8
(3)TCam-2
(4)TCam-2
TCam-2
(3)AIS
(1)ZNF288 N-CoR/SMRT
Q) NEC8 HDAC?2
ZNF288 AR sin3A DNMT3B
ZNF288
AR ZNF288
HDAC2 sin3A DNMT3B
(2)TCam-2 AR
TCam-2
TCam-2
AR
AR




A mock ZNF288 B

W IP:Flag-ZNF88
z input mock ZI:%BB
S oHDACI [@8e |
CF aHDAC2 [==  emm]

b T = —
= B e —
~—HDAC2 ;

N ————
e —

sl

Lo ot |

b

25
oig6 ]
| )
D E

|P:Flag-ZNF288
IP:Flag-ZNF288 Glycerol density gradient
: Flag- (10%~40%)
nput mock 7y Pogg §70K0a

a-ZNF288 E 40%

10%
sowr [ 12345678 9101121314
S R e -l |
CONNTIB[ = ] GHDACD| . |

|

|

GONMTSL | we | s pet

wge ] a-DNNT3B | -0

()
ZNF288

ZNF288

siControl

siZNF288

B
tumor volume (after 1M) (%) . ; §
(IJ 29 4‘0 aP 99 100  Antimetastatic effect of siZNF288
| Metastasis of para-aorticLN
NECS (positive/total mice)
[JsiControl Control 710,
.siZNF288 siZNF288 010
C
siControl siZNF288
testis ra-aortic LN testis
e |
]
n
w b
I
3 TCam-2
(AB)

TCam2

—DHT -?

(4)TCam-2

in vivo



HEEE O mm)

7 AN N g3 2= =

i ¥
N T HEEAE ORI
(2.0%107 cells)
0
*
5 / \
b
15 I
10
5
0
cas+n=9) cas-(n=T)
MmRNA
4

Takahashi S, Watanabe T, Okada M,
Inoue K, Ueda T, Takada I, Watabe T,
Yamamoto Y, Fukuda T, Nakamura T,
Akimoto C, Fujimura T, Hoshino M,
Imai Y, Metzger D, Miyazono K,
Minami Y, Chambon P, Kitamura T,
Matsumoto T, Kato S., Noncanonical
Wnt signaling mediates androgen-
dependent tumor growth in a mouse
model of prostate cancer., Proc Natl
Acad Sci U S A., 108, 4938-43 (2011)

Ito S, Fujiyama-Nakamura S, Kimura
S, Lim J, Kamoshida Y, Shiozaki-Sato
Y, Sawatsubashi S, Suzuki E, Tanabe
M, Ueda T, Murata T, Kato H, Ohtake
F, Fujiki R, Miki T, Kouzmenko A,
Takeyama K, Kato S., Epigenetic
silencing of core histone genes by
HERS in Drosophila., Mol Cell., 45,
494-504 (2012)

Ueda T, Ito S, Shiraishi T, Kulkarni P,
Ueno A, Nakagawa H, Kimura Y,

Hongo F, Kamoi K, Kawauchi A, Miki

T., Hyper-expression of PAX2 in
human metastatic prostate tumors
and its role as a cancer promoter in an
in vitro invasion model., Prostate, 73,
1403-1 (2013)

Miki T, Kamoi

K, Fujimoto H,
Kanayama HO, Ohyama C, Suzuki K,
Nishiyama H, Eto M, Naito S,
Fukumori T, Kubota Y, Takahashi S,
Mikami

K, Homma Y., Clinical

characteristics and oncological
outcomes of testicular cancer patients
registered in 2005 and 2008: The first
large-scale study from the Cancer
Registration  Committee of the
Japanese Urological Association. Int J

Urol. in press.

101
2013/4/18



90240952

(MIKAMI Kazuya)

24 4
102
2014/4/25
©)
0

o 0

o 0

@

MIKI Tsuneharu

10243239

@
UEDA Takashi

50601598

NAKAMURA Terukazu

10381964

(HONGO Fumiya)

80291798

(KAWAUCHI Akihiro)




