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KEEHTG RNA BANCR EHAMEARPRIE EFARES
BERRIEMER

R OX LA BLVEEHE BRT!
(N BFARER: 1. BEBE T ;2. L AA;3. imA, R4 610000)

[H#E] BB K+ BRAF # &6 K453k % 2 RNA(BANCR) £ I 48 A 5% (HCC) 28 42 o R iA LR & A b & 3 7% % s
. FiE KA ERZE PCR &N HCC 4R Fm s % 7 BANCR A i 0L, 5 41 BANCR &k K F 5 & 4 1 K 28 5 4 /2 %
Z.RA W T AE e I (MTT) R X 94 F2 I JG 0 JL AR SME N 245 o #7383 BANCR &2 HCC e oA F ok, R L5k
AR PG R R AR b, HCC A4 47 A + BANCR &2 K-F 8 8 L (P<<0.01), 2 HCC @t 2 # BANCR & ik K F 480 2 LA
(P<C0.05). W6 R FAFFEH 25 RITT BANCR RAA S LRSI B> R M B ALEZ HRBEANRK S G TNM 5 E 0
A8 % (P<<0.05), BANCR$ Rt HCC & % $ £ A M L4 TIRKREA &H (P<0.0D), 2 E X ¥ Cox &34 4745 BANCR &
2 (RR=4.245,P=0.015) .M & A2 (RR=2.655,P=0. 039) . # #& N (RR=3.278,P=0.022)# TNM % H (RR=6. 379, P=
0.006)2 HCC % ¥ A A5G B %. Ho.Hep3B a6 BANCR £ & T 8 48 8 2 47 %) 29 Jo A2 N Ao £ 45, F) B 5 500k
Fa TAMRE4S45a LA, &it ASFRLREAYW BANCR T AL HCC W X A X Eid 42, T 4EAh HCC & & %% e

& W Fo e R 6 9T Fe AT
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Expression up-regulation of IncRNA BANCR in hepatocellular carcinoma tissue and
its prognostic value on patients’ disease
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To investigate the expression up-regulation of BRAF activated LncRNA (BANCR) in hepatocellular
The quantitative real-time PCR(qRT-PCR) was

[ Abstract |

carcinoma(HCC) tissue and its prognostic value on patients’ disease. Methods

Objective
used to detect BANCR expression in HCC tissues and cell lines. The association between BANCR expression level and clinicopatho-
logical features was also analyzed. 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyl tetrazolium bromide (MTT),flow cytometry,and tr-
answell invasion and migration assays were used to investigate the biological function of BANCR in the HCC cells. Results Com-
pared with adjacent noncancerous tissues, BANCR expression was remarkably increased in HCC tissue sample (P<Z 0. 01) ,moreo-
ver BANCR expression in HCC cell lines was also significantly up-regulated (P<C0. 05). The clinicopathologic features analysis re-
vealed that the BANCR expression increase was closely correlated with higher tumor grade., tumor size.venous infiltration and high-
er TNM staging( P<C0. 05). The total survival period in HCC patients with BANCR overexpression was significantly shorter than
that in the patients with BANCR low expression (P<0.01). The multi-variate Cox regression analysis indicated that the BANCR
expression(RR=4. 245,P=0. 015) , tumor diameter(RR=2. 655, P=0. 039) , venous invasion(RR=3. 278, P=0. 022) and TNM
staging(RR=6.379,P=0. 006) were the independent prognostic factor of the total survival period in the HCC patients. Moreover,
BANCR expression down-regulation in Hep3B cells could significantly inhibit the cellular invasion and transfer, meanwhile led to vi-
mentin down-regulation and E-cadherin up-regulation. Conclusion This research results suggest that BANCR may contribute to
HCC initiation and development process and would be used as a marker of the prognosis in HCC patients as well as a therapeutic
target.
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AR 5. AR ERAE LIS P E BRI,
JRVAE I AR TR ST T i 98 2 AN T A R L H i TR R 2 TE

MRS, B = A BUR YT A ATJT I PRI PR A 10 f5 A 22
R 548 R T £ 5 HCC AH 56 09 98 1Y 2 B F {5 5 @
HE BRI HCC & A2 & J v AE 1 T B B 2 i 4 F ML H
R AT BT L 2 Rt i PR 2R — Bl HCC W12 W A 3G
JP MBS 1953 T 45359 . BRAF B0 19 4F 4 i RNA (BAN-

CR) W 693 bp A9 &K 4% 3k 4 i RNA (IncRNA), fi Flockhart
DR R B AN P R B, B S FOBR R L SR L
JECE 1 B g T Bl R L e A S T H 3 & B IncRNA
BANCR Fik 5. L3R d BANCR ¥ 2 5 i 41 fid 344

TR A AT HAE HCC hRXWHRE D, AR
#uﬂﬂ BANCR 7 HCC 20 170 41 Jifl 3 b (9 32 35, Il B 43 b H 3
K5 HCC J835 I AR J 2% RRAE 19 5¢ 3 M A , AR W 58 1B 470 26
BT T BANCR X HCC 41 i it 97 15 75 11 .
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1 #R5HE

L1 gkl HCC 41 ZUF1AH I I I = b 4 U3 R 46 T
2009~2011 4EABEIAYT 1Y 109 il HCC &4 . ¥7E AR R AL IF
BFRE T ORATE . I BB Y SR R ] R I R P 2
AE DA P3P AR B s AL I 2 A 4 2 AR AT VR T T BT B 4R 4
S HCC 42 2 A hoid 4 204 . A T 55 38 3 A e 46 #1125 B3
LR

1.2 Jik

1.2.1 ZifEki#45 RNA T3  HCC 41 g = (HuH-7, Hep3B,
HepG2 Fll H2-M) & i B A KT 41 g CL-48 ¥yl H ATCC (5
D R EBE (4.5 g/L)DMEM B 32 58, B 3% 41 9 5% CO,
37 C. W HERHEAKUSE N 100 U/mL, BLAMET I 10 % f 2R
M7#% . IncRNA BANCR F 3 RNA (si-BANCR) #1 4§ 18 T 3
RNAGsiRNA) ¥ty [/ Sigma-Aldrich 23 7] . % i Lipofectamine
2000 HEATHE YL, 48 h AR 4 .

1.2.2 RNA {EFUMSZAF 2 & PCR A& 4141 miRNA kA
mirVana miRNA $2BUR 57 & (AB A ), 38 ED $#2 5L, 38 17 SPEC-
TRAmax i fL R & 4h 43 56 56 B 31 (Molecular devices corp, 38 [{)
7 3 RNA(miRNA) ¥ B 2% SCk[6] 4 8 BANCR il g 2
HEE-3-BERR L AR (GAPDED § 34 51 ¥, Wit 2> 05k AR
PS5 miRNA-21 A £ 5K,

1.2.3  A0AR3G A JA 40 SR P U AR R i (MTT) J5 ik 3k
TN MG T A HT . BB A0 T <l 96 FLAR . AL 4R 1< 10° , 3% 4
Wk, MAHMA 20 uL MTTG mg/mL) I H 4 h 5B E -
5 WK, DMSO AL 150 pL, 5 G5 B2 (OD) 490 nm {l . 4% Y4 48
h G WCAE A M L T4 1) W Rk % ol i (PBS) ki VI )5 . R A
WAL PIIE (10 pug/mL) F145 B fS 45 & % 1 V (50 pg/mL) 4b # 41
L BERE PRI T SR E 15 min 5 AT R 0T .

1.2.4 4R ARER N R 6 4L transwell /NE (FH 4%
8 o) JEAT IR A0 IO 1) 42 R0 % B 3 AT 3 AT 7 A% 43 BT L
EYLJE Y 1X10° B HCC 48 fm AAS & I3 85 37 36y s,
TENE 20 B4 MG M5 RE A REE. mE 48
h BUB R EE T 95% 0 B, 5 & 10 min, 0. 1% Y 45 i %
e, 20 min, @A, SEAT R A0 M2 A ST B 1 o
A 5 mg/mL 56T IS, HoAh 25 B8 5 5 AR I

1.2.5 Western blot 7087 R & & ARG RIPA 7 7k 24 it
A0 L IR PR M B R S ML OR T 1006 Y ke R R AR
-8 T 05 T JHe B I (SDS-PAGE) #E 47 v, UK J5 % B K 19 %8 3%
T (PVDE) IR b B L JS 8 E — Bt (Cell signal , 36
),z J5 KA H #R S S B (HRP ARic i) b fr i &
A H Ak 2 & O (ECL) Plus # 47 & 6. GAPDH {5 N £
BH.

1.3 Siil2:Ab¥E SR JH SPSS19. 0 {4 4b 31, BANCR 23k 7K
- 55 H il IR 28 A9 A 55 4 OR A 7 K 86 A Fisher' s R 7 16 36 2%
Mz e K5, R Kaplan-Meier J5 853158 B AR 72 01 AR 4R R
JEBEVT A RAT R H BA . 4R A AF B LG 0 SR T Rk R
B % T8 — A8 R I 2 HCC 58 25 5 A4 A7 0 Y 35 7
RitAT 2 EA AT K50 K HE «=0. 05, L P<C0. 05 i 2 5

N -9 8
2 % R

2.1 HCC A ZVR4 M & h BANCR skl R ] 55 0 5@
i PCR A3l HCC 41 ZUAI 4 i & o BANCR RiEx KTV, 5l
IR MR 42Ut HCC 414U BANCR RiE B & Ll (P<<
0.01), H 4 # HCC 41} & 7 BANCR ik 3 Fif (P<<
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0.05), LI 1. Hp Hep3B 4 g & #* BANCR 3 & 7t = 7K F
T A 3 BRI L R R LR AT R SRR AN S

60,

P<0. 01

E3:00 47 Pl HCC4B4R

CL-48 HuH-7 HepdB HepG2 H2-M
A HCC 20 ZURNIE 35 4F b 20 28 BANCR R 3560 5 B: 4 & HCC
4 & BANCR Kis K
1 HCC AR F H BANCR
FixELMEE PCR &

2.2 BANCR #ik 5 HCC & # I R 2 28 R AE 6 R 40 47
ARG — 2 ER T BANCR ik 5 HCC 58 35 i I #L4 FRAE
K F M 109 4l 8 FH HCC 4 4Ukx A BANCR 2 ik #5111 F
TR0 40 AR P2 3R 4 (55 ) Tl s ik 4 (54 ) . 45 W]
BANCR 23k 588 MR /3 4% (P=0. 007) .5 KR 48 (P=
0.003) . ik 18 A (P =0. 001) % & (9 TNM 43 #) (P =
0.002) B YA 56 , T 5 85 B4R % M3 R 4L L 3 AFP K
SRR R TG, IR 1.

2.3 BANCR #ik 5 HCC BEHERHE W&+ BANCR
FixFHEx HCC 3 BAE A W BUS 0908 A0 5 R H Kap-
lan-Meier 77 {2 Fil #k LK 36 34 47 42 11 43 BT, 45 SR 42 7% BANCR
1Rk HCC & BAE M B ¥ M TR BB & (P<<0.0D),
WA 2. BEA AR RN H AR (P=0. 025) .20 Ak B 4f s
(P=0.037) ,# k2 ABH 2 (P=0.008) fil TNM F#] (P<<
0.0 BE P MMEREFHE. W' 2, ZHEAR Cox [T
Hi4E " BANCR # 3k (RR=4. 245, P=0. 015), i 8 & %
(RR=2.655,P=0.039) .# kR A (RR=3.278,P=0.022) il
TNM 43 (RR=6. 379, P=0. 006) /& HCC H # a4 17 W 1
MR E.

*®1 BANCR %®i% 5 HCC BE AR IBEF B L RN

BANCR ik [n (%) ]
05 B2 AL n P
KB (n=55) FEEIKH=54)
51 0. 666
Wk 80 39(48.8) 41(51.3)
7 29 16(55. 2) 13(44.8)
R CH) 0. 845
<60 53 29(54.7) 24(45.3)
=60 56 26(46. 4) 30(53.6)
Ji9E B A (em) 0. 003
<5 66 41(62. 1 25(37.9)
>5 43 14(32.6) 29(67.4)
BRI 0.160
A 72 40(55.6) 32(44. 4)
ZA 37 15(40.5) 22(59.5)
13 AFPCug/L) 0.178
<400 48 28(58.3) 20(41.7)
=400 61 27(44.3) 34(55.7)
JHTE Ak 0.683
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ZR1 BANCRFRXE HCC BERRKRFREZHEXRESN

BANCR #ik[n(%)]
95 B 27 E n p
RFEE (=55 @EHRKH=54)

%5 35 19(54. 3) 16(45.7)
B 74 36(48.6) 38(51.4)
kR A 0. 001
2 39 11(28.2) 28(71. 8)
& 70 14(62.9) 26(37. 1)
TNM 4311 0. 002
T~ 51 34(66.7) 17(33.3)
I 58 21(36.2) 37(63.8)
iR 23 % 0. 007
Gi 34 24(70. 6) 10(29. 4)
G2 +G;y 75 31(41.3) 44(58.7)
1.0

BANCR{E 3%

BRI
=&

BANCRS ik

0 10 20 30 20 50 80
£1ErtE (A
& 2 HCC ## BANCR % iZ i) Kaplan-Meier 4347

x2 HCC 8 FREFHHRXEZENTENH

WA BT £ F AL i 4T
LEPSEES

RR P RR P
P51 0.721 0. 455 — -
AF 1 0. 785 0.323 — —
Jiged A2 3.252 0.025 2. 655 0. 039
S AR Bl 0. 868 0.156 — —
3% AFP 0.816 0.194 — —
IRCE4 0. 904 0.092 — —
Ji 988 43 4 2.387 0.037 0. 795 0.146
TNM 4335 6.225 <<0.01 6.379 0.006
HHIK R A 5.153 0. 008 3.278 0.022
BANCR #ik 5.983  <0.01 4,245 0.015

— OHURE

2.4 DBANCR 23k T Hep3DB 40 i A #1247 Jg s my - A< fF
S — 5 1T BANCR R35 T 8 X4F Hep3B 4l il A= 91 %17 N 5%
Wi >R A si-BANCR %% % Hep3B 4. 5 X B8 41 (Si-NC) #
e, BANCR 35T i fE 2 25 M i) Hep3B 41 A 34 54 . Jf fe e #F
AP T BhAh . Hep3D 41 MY = A FI 56 # 58 1 o B 35 T K%,
WLIE 3.

2.5 BANCR /5 EMT FE B #F  Western blot 2 /5
BANCR 83 Z0 B 4 1 (Vimentin) 335 F Al E-45 #i &
[ (E-cadherin) 3k F 7, LA 4,

FREF 2171 AF 4655 28

1.2
Hep3B
1.0 1.0 [asi-NG pd
0.5 | " Si-BANCR
& 0.8 -
0.6
% 0.6 E ] __
0.4 0.4 4
0.2 0.2
0.0 .
si-NC si-BANCR Oh 24h 48h 72h 9%h
A B
5 si-BANCR s si-NG
- 0.4s 13.26 — Yo 1048
s 2 ® ;
3 » A > s
iy % TR [AE
B ?,21 ‘1‘n: ;\ﬁpn ®
z | el 24 _.ll...l
10° 10' 102 10° 10¢ 100 10' 102 10° 10¢
C Annexin-V

si—BANCR
- e e

BhyELR B A S
BAEBE

si-NC si—BANCR

BREAR ARSI
BNEBE

si-NC si—BANCR
A:BANCR 2 ik /K926 52 4 PCR #29l; B: Hep3B 41 g MTT 43
B 3 C: Hep3B 4il g i 2543 47 s DL E - Hep3 B 41 Jd Jif J8 41 il fA 40 3 AT B
arHr.
3 BANCR ik TiExt Hep3B f &4

FAITAZN T
25 i\
si-BANCR  si-NC 20 L si-BANCR
Vimentin — — .
E—cadherin“ = 1.0

r Juisg
05 I I
===
0 E-cadherin Vimentin
B 4 Western blot & MEFER
F1 E-cadherin RiEEF R

3 it it

XTI HCC T8 )% AN & & 1 37 R o F 47 2% 8 A A T 95
9 1A 0BT« I % 2 W AR T BT T 2258 L, IncRNAs 55 i
ZIA] 1 O 28 B X i R AF S 1 A 4R, B T ST RGE T UL
Fy HCC 42U 3235 538 19 IncRNAs, ] 41 HCC 4fl jis & H In-
cRNA AOCAP 33 3k ] LA i 30 il P9 5z 4i fg 18] &tk (EMT)
T 30 20 i 3 A T A AR AN IneRNA UCAL 78 HCC
PR LB TH T, 5 BH TNM 58 58 MR 5 41+
BB AR SET iy /R AP B R UCAL J& HCC 41 A K ¥ &%
FAHl . M7 IncRNA-AF085935 AT LA T 45 B2 Wi 4k 2 BT
K9 (HBV) R YL iy HCC & M HBV B4 ) HCC &
F08) g HCC i /N B 4 IncRNA PTENP1 32 3k i ki
J5 BB SR IR AR 0 R P A R A LS R R T L W R
T30 P e A I 4 A Y L R 5 W IneRNAs 78 HCC 1
KA R R IEE AR BB &R A R 2 T .

A5 A 45 R W HCC 23R4 i & BANCR 235 B
BT E 8 BANCR i %k 5 HCC Wk Em I, Hik,
BANCR k3 5 # F HCC 1y 13 28 2 I B 5 B 2 4% fiF A1
%. T BANCR 7 Hep3B 41 Jis v 3 1% 7K - B [ % 40 Jifg 54
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AR A R TR DR 5 Al M AR SR RN AR R Xk R IR UR
BANCR Wit 5 HCC & &, 7] 68 1E 4 Mg ia 97 ¥ 4> 1.
IcJa AW & B BANCR &£ i5 HCC [ M B AE B
2 TR AR . £ TR Cox [ IH4M 7 W], BANCR i
FikjE HCC R A BR TR RIS H &,

W 5% #7218 W] BANCR & £ A 2 il 1) 983 2% 5 . BAN-
CR 72 N2 A0 300 20 290 vl 3 35 38 m 5 P 990 e S0 AH G, L
Bk BANCR 7] LU 2 22 24 )5 7 fb 235 0 (MAPK) & 72 40
Tl BB e, 2 990 200 J 336 g R ST 7 45 W R BANCR 5
FIR 5 HBOE R 4 ) A0 Uk B 4 5 R D) A oG, BT LLGE i
EMT HLii £2 2 ogs 4l i 4% 7% . 550 AC 3B i s 41 2340 L, B 98
4 BANCR 3Kk 3% F+5 , H BANCR Rk K F 5 5 &
Ho R4 0 R R B MR LS R AR Gm AL R TS N R IE
0T, R AMIEIT F W] BANCR 0] L3 45 00 W) JiE 5 40 i 938 240
Ja 3 5 F A AR A, H BANCR 3 3255 5 I8 B 4% Tk 48 5
NIER Y N R i

EMT J2 J5 07 b 983 41 0 3K 45 5T B5 fiE 1 i S 45 3%, Vim-
entin [l E-cadherin FIH5 HCC % @A) ok ik £
BF5%IE 52 IncRNAs, £ 45 BANCR, 7] fE 2 5 EMT & 42 i H
Foor1e20] A fF gy st BANCR 235 F )5 $ 30 Vimentin F
8 E-cadherin |, #2778 BANCR #] fif2 5 HCC iy EMT
PEAT T O BANCR A G 1) 48 ff & 7% B i i 42 41 7 A 31 1
il B .

B2 AW UESE HCC 2 M40 fifg & - BANCR ik -
VA, HH G Rk 5 I & R RN TS R R % A 56, A 48 HCC
4l R BANCR 323k 2 5 0 41 i 0 22 4 Fe ik . Ll g5 21
$#7% BANCR fJ 22 5 HCC & A4 L & 0y 9 38 R, Al AR
i HCC Tl & 1 T 845 25 4 AL 78 1 9R 97 8 4 7.
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