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Development of the new treatment strategy targeting microRNA which controls
histone de-methylase
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We 1dentified microRNA, miR186-5p which suppress the expression of histone
de-methylase JMJD3 with enzyme activity opposite to EZH2. We confirmed that the suppression of

JMID3, CDH1, VASH1, and TFAP2E by the over-expression of miR186-5p in colon cancer cell line. We
confirmed that cisplatin sensitivity was increased when | controlled expression of histone methylase

EZH2 in colon cancer cell line.
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t A N ATFALEESE EZH2 13X, H3K27 % A
FET D Z & TIREZIH L, kg s
T OEREZ T2 2 L CEBLa T LTHE
BETHZ SN, T E TITHINIR
JiE (Nature. 2003, Fig.2). JLE (PNAS. 2003,
Fig.3). B¥ (Cancer Sci. 2006). TEMEELfE
& (J Clin Oncol. 2006). WE (Clin Cancer
Res. 2008) . B&ia¥ (Int J Cancer. 2010) .
UREEE (Carcinogenesis. 2010)., & L CHx
WNERAE U2 (Ann Surg Oncol. 2013)
REEL OFEICBWNT, THABKTE L
THEIN TV

— 5T, H3K27 &L A FALd % IMID3 i
2007 A\ [AIE S A7y (Cell Res 2007), ¥
EDOEEIZOVWTOREITNELEZ LY, &K
XU U oNE (Oncogene. 2011) <ORSHfA
#i5 (BMC Cancer. 2012) TEFHLTEBY .
FLE AR Tl BRI AR (BNMT) A 358
4% (J Biol Chem. 2012) & DHENH 5
— 5T, KIBFEMRLRIZB W T JMID3 & / »
I BHE EMT &5 Z 27 (Hum Mol
Genet. 2011) EWo72#ELH D . FWICE
VT % F OBEREFRITIIAR TS 45 TldZe vy,
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Bx LRIV Y =T 4 7 2%
ZERBRLELTEY ., AF /L DNAKEE & /%
7 & MBDI-MCAF- b A k> A F VAL EE
SETDB1 HAKIZ L D ~T s a~F Bk

X (J Biol Chem, 2005) (Fig.1). MBD1-7K
Ua— A2 78 hPe2 1T X AEE I

EIZHOWTHAE L CT& 72 (J Biol Chem, 2007)
(Fig.2),

MCAF1 MBD1 SETDB1

Fig. 1 #EGRKIC L 2 ~Ta s a~F K

HP1
H3

-

MBD1

o

HMT

L repression
Fig. 2 MBD1 & hPc2 2 X A iz B PNk

ZDH%, R a—LEZ L RXTEHO—DOTH
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FLEEME R o Ak & o B v &2 s L7z
(Ann Surg Oncol. 2011) (Fig.3). F7-. EZH2
DOFBDNAE I O T L AHB L, EZH2 13



BB T DB =Ty bR VBELZ L
Z @A L Cuw b (Ann Surg Oncol. 2013)
(Fig.4), &5, H3K27 A FIALPREHK|T
& % DZNep | & 2 MR AEANE] & | TR EED
mREME 24 &5 L 7= (Oncol Rep, 2014)
(Fig.5),
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ZHERENZEEHEEL TS, 2O &M
5. siRNA @ F¥EI1Z2 X B Knock down =
microRNA EAIZ LV JMID3 2895 & | $t
A2 AT 2 EHELTRY,
microRNA % #1] 9~ % anti-microRNA 23 e
WD EEZTWD, BARRRFER Tk
L L. anti—microRNA A & KB IGED
Key drug T & % 5-FU. oxaliplatin .
irinotecan & EiEEE C& 5 L2550, il
JaEHE S B & anti—microRNA A& A O ffifia &
Pl - *ﬁﬁﬁﬁ‘é
(4) in vivo IZBIT D 5T

in vitro assay THELIL-MER % in vivo
T%;?é%mf%éoﬁwm X — K~
7 A DR FIZEE O RBEMEER IO
memﬁmwwM%ﬂm@%%&ﬂﬁé_
LIk FNFNOIEEEARREZ ik - 3
32, £z, duEal 2 &5 L2546 O
HEAE G LEES - BT,

BT B0 AW

Birs JMJD3 BLW

BT JMD3 B LW



. R R
(1) A T2 T, IMID3 IXIEFE CEdsEi T
bV, K CORBENTEARK T Th
5z L (Fig.1) Mz <. @M E s
pl15™I - THIAE U K R e R 2 Bk 9B A 4
=X AEHOTHL NI LT Unn Surg
Oncol. 2015),

P 0.004

P=0042

ival probability

verall Surv

JMID3 lowest tertile (1= S

020

: =] — JMJD3 dle st tertile (n = 101

ot T T

o 12 2 3 "

Month after rese
&

¢ 0 " s 0 1 ]
101 1 5 1

Fig. 1 JMJD3 OFEHL/ & — 2 b AELF R

(2) IMJD3 D3EBL A HNHI 5 microRNA Z SR
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(Fig.2),
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