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e R OMEE (J530) : We previously reported that intercellular adhesion molecule 2
(ICAM?2) gene is closely associated with radioresistant mechanism in oral squamous
cell carcinoma (OSCC). And we identifind miR-125b potentially regulating ICAM2
gene expression. In this study, we evaluated the potential of targeting miRNA-125b for
overcoming radio-resistance of OSCC with controled ICAM2-associated signaling.
Significantly downregulated expression of miR-125b was revealed in OSCC-derived
cell lines and OSCC samples when compared with human normal keratinocytes.
Furthermore, miR-125b-transfected cells showed an enhanced radiosensitivity to X-ray
irradiation, and diminished /CAMZ2 mRNA expression.

The data suggest that upregulated expression of miR-125b can induce an enhanced
radiosensitivity via regulation of ICAMZ2 signalling.

SEATIR R
(BHHHAL - 1)
LR keSS =
2010 £ 1, 500, 000 0 1, 500, 000
2011 4R 1, 300, 000 390, 000 1, 690, 000
I
I
I
ik 2, 800, 000 390, 000 3,190, 000

WFZE55 8 - [ 3K
BHFEOSE - #E W5 - SRR
¥ —U— K : microRNA., B, Hbt#rmd:. ICAM &is+



1. #FFERREE 4 DA 5t

S BRI VE 8 A -0 - 1 SR T g
BITHON TS0, ERZRMME RIS E
TESTHIRITIEE AR, R bo 7L
— X, R 15 END 194 F TTERET
1Thii= 214 COE 7' 1 7' J MBI 50
TeC. RIS T & WA L,
25 FEEAD KRR B s T el 2 [ E LT,
Z S DFAEL T O T, ICAM s 1-#f
XFEH T Z < O KO BRI IR S 12 38 V) T3
BAEWNT &A%< OBRRME T &I
LT&7,

7= BIXFEERIC, BIEE TOMZE T, O
S LAY microRNA & LT miR-125b Z [FE
L7z, 512, 2o miR-125b 7% ICAM2 i#
GFORBEZHELTNDZ L HREXIED
7o £ 2T, Alal, ICAM2 &i=fDFRH%
P92 miR-125b Z# mRBL S H5 Z LIk
O BRI A iR T 5 Z & 2 BR LT,

2. WO HD

ARRIED HIWE, Fb RIS o O it
BRICHEZ WiRT 2 & &b, OEBRETH
5y T % @Fﬁ%ﬂ%%ﬂé%mﬁ&%%%
L. X512, Q@AHPHIR MY = LIRS 2
AIHE & 72 DT LW B RRIB I A28 & B <
CLEAME L., TL—2 AN—FHo T
e cdh b,

3. WDk
()mlR 125b F& BfEAT
72 i - B g EH SRR AR & 01 e B PR AR
{ZI: BT B miR-125b ORI L~ % real
time RT-RCRETH HMTT D, TORER %
WS REMRAT IO L 7o kR 2 4R %
F 72, miR-125b OFRKRIEREZZET 5,
@miR- 125b9§§§£%fﬁﬁ@fﬁ§%
miR-125b % [ e 2 b B2 F S AmARAR 12 1
R8N S CHRBLITHEE S H, miR-125b FR%E
Blmha z ER4 %,
O ICAM2 B T-F BT
miR-125b SRFE BN 35 1T 5 ICAM2 {5 T D
FEVRREDZE VA real time RT-RCR & THE
BT 5,
DRIz PEAREAT
miR-125b 58 5E BLHIAEIC X R 2 Be PRI Ao L
TS L, miR-125b OFREB JTHEIC L 5 X &
ZHEOELEIR L NI T B,
®in vivo T KRS M O e
X— R~ 7 A\ O A 2 A L C R
A S, X BRIBHIC X D SO Z

~Tz,

4. WFTERR R

[miR-125b FEHARHT]
RTINS I O e S )
miR-125b DFEUIFENT U 7= 42 9 FE O M aik
TIEH Ok LRz & Ll U CEH R
KFABD, (K1)

8.0

7.0
6.0
5.0 1
4.0+
3.0
2.0
1.0 -
0.0 -

Relative expression
(miRNA/GAPDH)

F PSS PP
%‘\ \g & x\a &8 & &

X 1. AP iiAgIZ 351 D miR-125b DFEIARYT

Ea PRAR I IZ351F 5 miR—125b DFEELIE 50 JiE 5]
@9%%rﬁ]@%)fﬁ%ﬁﬁ&mﬁbf
I B W TR A~ LTz, (K2)

0g

Case number
0 50

1

0.1

0.01 4

0.001 ¢

Ratio of mRNA expression of miR-125b
between OSCC tissues and normal tissues

0.0001 ¢

0.00001 +

X 2. O PesE s R RIRIZ I 1T D miR-125b DFEE

TERRRRE & TEEERIC 31T 5 miR-125b DFE,
EOEClE, AEICEESH T niR-125b @
FEELTIAERD H AL (P=0.0423), (X 3)

-
o

(=]
-
L

Comparison of miR-125b expression
_ in OSCC cases and normal tissues
L

o
o
=

Normal tissues OSCC samples

X 3. IE R Rk &l & @ miR-126b FEEL & 0 il




%] 4. miR-125b j&fn -8 AMIIRIZ

[miR-125b F% BLARAL/ER] ]
miR-125b % [ A HEfaAk HSC-2 33 L OV HSC-3
AR A L TR Bl iuk 2 /L L 7=,
miR-125b D3 E % real time RT-RCR 5T
B L. BIER Ll LT LS BB TIE L

- = - Y
Tb\éh&%ﬁﬁnﬁbf;o ( 4)
35000
& 30000 4 HSC-2
2
<2
= 25000
2
2 20000
<]
£ 15000
o w
=
%3 10000 A
O
.DE: 5000 - -
ol
35000
— 30000
S
2
= 25000
=]
& 20000
2
=3
% 15000
=
& 10000
Ol
o
= 5000 4
£
ol

miR-125b transfectants

BT B FEE R OfEE

Control

[ TCAM2 3B fn 1~ FE HLfRAT ]
miR-125b & TCAM2 iB M5 1 & DOBE Z i~ 2 7=
OICVERL L 72 miR-125b SR ELMIILIC R 5
ICAM2 3&f5 DR HLE % real time RT-RCR &
c:fﬁfﬁﬂ? L7z, miR-125b SR EAMALIZ I\ T
IIAEAZ ICAM2 SB n T DIEBURFT N - L D &
iz, (I 5)

2.0

HSC-2

05 7

00 .

miR-125b-transfected
HSC-2

mRNA expression of ICAM2
(ICAM2/GAPDH)

No treatment

0.3

HSC-3

0.2 A -|-

0.1 1

REEE

mRNA expression of ICAM2
(ICAM2/GAPDH)

No treatment miR-125b-transfected
H

5. miR-125b FRASBIMAIZ I51F 5 TCAM2 FE Bl & D fife a2

[ e Srt ARsz A fiA AT )
miR-125b A5 T-E AMAL (miR-125b %8 HL, 1CAM2
BARTIEBURET) 1 X BRI U, HURSRESE P~
DB R, m1R 125b ORBATTHEIZ L - T
[CAM2 FEAR T- IS BB BB Z 4, HUR B
NI N, (X6)

1.00
‘“‘-Q-._‘H
g - 1}
= “\
2
E e
= 0.10 *
E .
= *
(7]
--@-- No treatment
—&— miR-125b-transfected HSC-2
0.01 T
0 2 4 [ 8
Irradiation (Gy)
1.00 -
5
£ b
g
= 0.10 ..
g 1
I *
A ]
7]
---- No treatment *
—— miR-125b-transfected HSC-3
0.01 T
0 2 4 6 8

Irradiation (Gy)

6. miR—125b SRFEFLHINIC I3V 2D HUH R

[in vivo TOWMERHEZ M DOMEZR]
AEEMIEE X — R~ A~BIE L, A5 L
tﬂ@“ X % 8Gy MRS U C el sz M % 3
7=, miR-125b FHRFS BLARIE I3 RSz PE
(X 7)

Hmsh,

miR-125b expression

(Low)

miR-125b expression

(High)

7. X— P~ 7 A HE TR




DL EOFERAS . miR-125b #51C X A%
X AR ST AR TGRS D B A et 5 = &
TZ 7

5. ERRERLE
YL,

6. AFIERERR
(D) WFgEfFRE
FHR  F5# (TANZAWA HIDEKI)
THEKRT - RFEPLETFIIERL - 2%
W& 22659364

(2) WFe sz
/NI 723l (OGAWARA KATSUNORI)
FIERT: - [ELEMRIHEPE - GEAD
WF7edE 25 1 20372360



