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Abstract

Aims: To explore the prognostic value of miR-1294 expression in gastric cancer patients and in-
vestigate the effect of miR-1294 on cancer cell proliferation, invasion and migration. Method: The
expression of miR-1294 was detected by quantitative real-time PCR (qRT-PCR), and the relevance
of miR-1294 to the clinicopathological feature was further analyzed. The prognostic value of
miR-1294 was evaluated using Kaplan-Meier survival analysis and Cox regression assay. Effects of
miR-1294 expression on cell biological behaviors of gastric cancer cells were analyzed using MTT
and Transwell analysis. Results: The miR-1294 expression in gastric cancer tissues was signifi-
cantly lower than that in the adjacent normal ones (P < 0.05), which was significantly related to
the tumor differentiation, lymph node metastases and TNM stage (P < 0.05). The gastric cancer pa-
tients with lower miR-1294 expression had poor overall survival compared with those with higher
miR-1294 expression (log-rank P < 0.01). According to the Cox analysis, the miR-1294 expression
was identified as an independent prognostic factor for gastric cancer. MTT and Transwell assay
showed that the cell proliferation, invasion and migration in the miR-1294 interference group
were significantly promoted compared with corresponding controls (P < 0.01). Conclusion: Down
regulated miR-1294 expression promotes the proliferation, invasion and migration of gastric
cancer cells, which is associated with poor prognosis of gastric cancer.
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2. MR 57
2.1. —RE SR

Y4 2006 4 10 H 2 2010 4F 10 H EARM T 28— BEBE A 1 121 491 15 e 2835 000 I R 4L 43 B 5% IR
HEIbRA . FRYE UICC MG IRPRE, BT 4G 20 2 L3l R AR e . prf B
RAETHI AR 2 HADPORIRTT, HIRKER 28, A RSN T — BRI HE R R, fr B
Bt R . WERE AT N 5 ERARIGBET, 103 R A A I R I AR BE 2R R

2.2. {ARETR SRR

N B EIE AR (SGC-7901, MGC-803, HGC-27, AGS)FIIEH B A4 22 (GES-1)E T [H - g 4H
JIRE R . AR SH 10%4- M5 RPMI1640 5595355598, 76 37°C, 5% CO, 85 3# k4T, 40
M5 TR BN HUE KIS, AT A0 MR G S50 o B G809 : miR-1294 mimic (miR-1294 #E4U47) 1 miR-1294
inhibitor (miR-1294 1l 47) LA K %F B2 19 BH 4 X B (mimic NC 1 inhibitor NC). 4 g % 4% 52 5 18 F
Lipofectamine 2000 (Invitrogen, 3% [E)5¢ .

2.3. RNA 2K LR E & PCR (qRT-PCR)

ffiFl TRIzol jfll(Invitrogen, 3%E)%} H LU0 198 RNA ST HEL, Al H s il 7 &
(TaKaRa, 3 [E ) RNA 5 HEEE cDNA, HIRFFET-20CHH. BLU6 ANZ, {EH qRT-PCR il
HAFIAH M miR-1294 %A &, FH SYBR Premix Ex TaqTM X7 (W [ 25 [ Biosystems 2 &) LA K&
Applied Biosystems 7500 Sequence Fll &Gtk AT 73 Bl . PCR K256 4F9: 94°C TiAZ 1 5 min, 285 94°C
A5pE 40's, 60°CiBK 1 min, 72°CIEH 10 min, HEAT 40 NMEFF. MG H G, i 2724 )70 miR-1294
FIFER R A BT . 5IF5 W N : miR-1294 forward, 5-TGTGAGGTTGGCATTGTTGTCTGT-3’,
reverse, 5’-GTGCAGGGTCCGAGGTATTC-3’; U6 forward, 5’-GCTTCGGCAGCACATATACT-3’, reverse,
5’-GTGCAGGGTCCGAGGTATTC-3’.

2.4. MTT ZE484RFatETERE

W 0o H A K ) A% L4 M Bk T 96 FLARMLIE TR, AR EE A 5 x 10°/mL, E T 37°C, 5% CO,
WFER R FE 3 R, & 24 h ARSI 20 uL MTT ¥R N 5 g/L), FF4k4ERE9% 4 h, REFR4E R
i, W BIEW, MEESLEII 150 ul DMSO, /KR 10 7048, w7, &5 i FH B bRk il 55
FEPIAE 490 mm ALFITROCEE(E,  FHSR VPR 41 B it 34 5 B
2.5. Transwell 77X ARFE B FNRZELE

18 FH Transwell EA6 I 5 8 4 B0 (3T A AR 286 1. AEME RS S2ie, WS4 4Rt T Transwell b
5, T 200 AR 2% ST 60 D 2 s 200 i e - 9 2 A0 A 2 o7 2 (1) Transwell |58 b 25 5048 FH T I3 B o R 4L 78
TR S 10%IM00575 5 7831 78 AR e B Qe R (4 35 58 2 x 10°/mL) T 1%, B F 37°C,
5% CO, 55954, 4t 48 h W E )5, ¥ FEF MMt FEEE e, 48 %et, BaE Mt e,
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f§1H SPSS 19.0 #1 GraphPad Prism 5.0 #2474 2 . {1 HH Student’s ¢ test 877 22 43 41 X 4H 1) 2
FERATHE . miR-1294 FRIA T 5 B35 G AR HERFE 2 A 18 R A0 R~ 7KL 5% 43 1, Kaplan-Meier 71
log-rank A& 56 % 8 2 [ AE A7 34T 0BT - 2 [ 2K Cox [BIA 43 BT 6 miR-1294 76 B 3 o 1 TS B 3EA T VT4
P<0.05 #rERBAHIFE L.
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AR TR RIEKFRER TS IERAHL, HEREZE®P < 0.001, [ 1(A). WAk, By F: S w
L 2 1) miR-1294 1A /K P34 AT 1R 5 B R E4E M R (P < 0.001, K] 1(B)).
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Figure 1. Relative expression of miR-1294 in gastric cancer tissues and cells (*"P < 0.001)

& 1. miR-1294 7£ B A LT A RILE(CP <0.001)

3.2. miR-1294 RIAEB SEERFIGKFIBEIFEZ BHIXFR

DX miR-1294 Rk &5 B B G AR BELRHE Z B )08 KRBT T 0. ARIE B JmA gt
miR-1294 [ PR E BT 74040 : miR-1294 =R IAH (n = 52)F1 miR-1294 IR IEH (n = 69). G R WoR,
miR-1294 FiA T L TNM 7. MR 2H 20 (AR BT Jbk R S5 3 A 35 (B 25 AH OG(P < 0.05), 115 3 R g A
PRI & AR S ME(P > 0.05), W#E 1.

Table 1. Relationship between miR-1294 expression and clinicopathological features of gastric cancer patients

% 1. miR-1294 FRILESBEEEIGKFIBIFMEN X R

. 1% miR-1294 ik
FEAE _ - PfE
n=121 E&i5(n = 69) i #ik(n = 52)
()
<50 45 28 17 0.374
>50 76 41 35
5
Lt 67 37 30 0.656
z 54 32 22
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Continued
TNM 434
-1 54 24 30 0.012"
-1V 67 45 22
ALUTRE
[ 68 47 21 0.002"
&/ AR5k 53 22 31
MRS
B4 57 26 31 0.017"
FH 64 43 21
W "P<0.05,

3.3. miR-1294 FEEE R FE PRI B ME

Xf 121 4 B EFEATARSG 5 RV, R FLAAFIE I M miR-1294 B IA B L A7 2 (K 2),
KL miR-1294 (LKL H) B F B R RS BFH LA REE, HizZERrAA S5 L(log-rank P <

0.01).
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Figure 2. Kaplan-Meier survival curves for gastric cancer pa-
tients with different miR-1294 expression
& 2. I[E] miR-1294 RIZAEH B EEEH Kaplan-Meier £ 77
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R —LHAT T ZHE Cox BEIHHT, RIT miR-1294 K H ARG A BRRFAE F bt B i 23 A
R . 25 R EIR, miR-1294 2 B ML HUS RT3 2).
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BT THEFC. A BRI 2R 20 701 5% % miR-1294 B AHNHI (] 3(A)), qRT-PCR &5 R EIR, FEYup
AR miR-1294 FEEEZHINP < 0.001), MHELMHYIER miR-1294 FIEENEZFFRP <

0.05).

Table 2. Multivariate Cox analysis for miR-1294 expression in gastric cancer patients

2. B5fEEE miR-1294 RIEEWZEZE Cox N

- ZHE ST

EizLun
HR 95% CI P&
miR-1294 2.668 1.084~6.569 0.033"
G 1.353 0.694~2.641 0.375
PE51 1.148 0.559~2.356 0.707
TNM 433 2.033 0.973~4.248 0.059
HLN L 1.223 0.593~2.522 0.586
LR 1.273 0.625~2.591 0.506

VE: "P<0.05.

PG G J R A A B A AT ARSI, &5 R R miR-1294 A4 (miR-1294 mimic)4H i34 5 i
71 3B, T miR-1294 inhibitor ZH40 M358 A 71 B2 IN(P < 0.05, ¥ 3(B)).

i — B HI ] Transwell 4% 2% S50 40 i 4% 44 5 1) B S A0 M i A AR 28 e Jy kAT 1A, 45 R 0w,
miR-1294 mimic 4140 MIE AR 2268 ) B BEMIK, 11 miR-1294 inhibitor 41 41 ML IR 2268 /) 1.3
FFP<0.05, E3(C), El3(D)).
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Figure 3. Effects of miR-1294 expression on gastric cancer cell proliferation, migration and invasion
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2 PR R ZE A [ 15] [16] [17]. JEHAMBF R I, — 225 MRt JE (4 4 1 ol E N A nbrid, T+
FESE IS AT TS [18] [19]. #K . 22 (1A 72 1IE B miRNA 76 8 12 28 AL A% i 1 b R 455 S B IAE AT,
FUAE B iR v P I R A 2 V(2010 A S I R 0 BT AN AE L SE 58, B 7E4R R miR-1294 7£
B P IR IA A BUSIME S TR MR i R AR ThAE, O B YR R AL I T L

MiRNA &KW AEN . KEL 20~24 MZERRI/N RNA. MiRNA J8 7 T8 5E R 15 HRIE,
B2 5 A G SRR JEHEN, miRNA RTTEANK=n2 3. 251k, Z5 miRNAs 2
W SRR KB R TSI, Eit, miRNA G BN S WO TS 35T b S e 1
BFR[21] [22]o MiRNA-1294 /& miRNAs [f]— 1, O 18 278 miRNA-1294 7 2 Fives 40 i A A7 78 2 1
Fik. Wang % AFRiE, miRNA-1294 Eid#H c-Myc 06 1 Stk 40 ffgee 19 A4 K (23] Liu 28 ABFR,
IR miRNA-1294 5 (& SRR A 00 A R U5 2 AHK[10]. H AT miRNA-1294 5 15 % 1 AH SR 78 9F
A% . Shi FEANKI[13], miR-1294 £ 54 rH A FRIA KP4 R K, miR-1294 wIRER B — A
JE R
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