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P R 5 i A 5235 56 UF LINC01018 5 miR-297 2 [H] R #E M) 5¢ 5 o 7E HGC-27 41 Hfd 7 4% %% LINCO01018 i %12 i K pcDNA-
LINCO01018 5% miR-297 $ii|5] , 8 3L % L pcDNA-LINCO1018 Al miR-297 B48L4) , LL qPCR 6 I 96 11E 40 i 54 e 30 o MTT F v e
TE RS9 R W 2 % Ji HGC-277 4H M (¥ 39 B V& 745 5 B T R 77, Tt QA ARG, D %% % Ji5 HGC-27 A IR 12 28, 5 B T B SR 30 A
DA% G Ji HGC-27 41 RO TEUR SO , WB S2 36 A6 4T il Hh Ki67 < cleaved-caspase3  pro-caspase3 &5 A fIRIE. 4 & 55
HLZAEE B R L R 4 GES-1 AR L, B 4123 A7 KT B e 20 24F0 B 8 HGC-27 48 /il LINC01018 Rk 1A .miR-297 &
T #IA () P<0.01). LINC01018 5 miR-297 174§ [ £5 4 5% &, LINCO01018 [ 4% miR-297 131k . i 3RiX LINCO1018 B
I8 miR-297 A i HGC-27 21 i (¥ 4 4555 7 5 5 B T L ) AR AT M A7-3i5 26, (R B A 994 T . T I K67 1 pro-caspase3 & 135
157K Ll cleaved-caspase3 5 138 I8 7K T 4 Ry HGC-27 4H A 1¥ 730 Uk % (35 P<0.01) o 3t4% 4% pc DNA-LINC01018 1 miR-
297 B W] 3 i 1k 0K LINCO1018 X HGC-27 I i i A E3R E H , D0 H AT 3 2 oM HGC-27 48 i (19 T3U 3G 51 FH (P<0.05 B
P<0.01), % #: LINCO10183HiL N il miR-297 &40 B i HGC-27 2 J 14 FE M0 (R 20 I T2 R 19 58 40 0 ) O Ut A 5
Ki67 il caspase3 FIRIA LA K.
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LINCO01018 regulates the proliferation, apoptosis and radiosensitivity of gastric
cancer HGC-27 cells through miR-297

YANG Shirong, WANG Rong, LI Guoquan (Second Ward of Cancer Radiotherapy, the Fifth People's Hospital of Qinghai Province,
Xining 810000, Qinghai, China)

[Abstract] Objective: To investigate whether long intergene non-coding RNA (LINC) 01018 regulates the proliferation, apoptosis and
radiosensitivity of gastric cancer HGC-27 cells by inhibiting miR-297. Methods: The cancer tissues and para-cancerous tissues from
gastric cancer patients (21 cases) who underwent surgery or chemo-resistant gastric cancer patients (19 cases) in the Fifth People's
Hospital of Qinghai Province were collected, and the expressions of LINC01018 and miR-297 in gastric cancer tissues, chemo-resistant
gastric cancer tissues and gastric cancer HGC-27 cells were detected by qPCR. Dual luciferase reporter gene assay was used to verify
the targeting relationship between LINC01018 and miR-297. The LINC01018 overexpression plasmid pcDNA-LINC01018, miR-297
inhibitor, or pcDNA-LINC01018+miR-297 mimic was transfected into HGC-27 cells, and the transfection efficiency was verified by
gPCR. MTT and Clone formation experiment were employed to assess the proliferation viability and the clone formation ability of
HGC-27 cells after transfection. The apoptosis rate of HGC-27 cells was evaluated by Flow cytometry, and the radiosensitivity of HGC-27
cells after transfection in each group was determined with Clone formation experiment. WB was used to detect the protein expressions
of Ki67, cleaved-caspase3 and pro-caspase3 in the cells. Results: Compared with para-cancerous tissues or normal gastric mucosal
epithelial GES-1 cells, the expression level of LINC01018 decreased while the expression level of miR-297 increased in gastric cancer

tissues, chemo-resistant gastric cancer tissues and gastric cancer HGC-27 cells (all P<0.01). LINC01018 had a targeted binding
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relationship with miR-297, and LINC01018 negatively regulated the expression of miR-297. LINC01018 overexpression or miR-297

knockdown inhibited the proliferation viability, clone formation and cell survival of HGC-27 cells, down-regulated the protein

expression level of Ki67 and pro-caspase3, but promoted the apoptosis and radiosensitivity of HGC-27 cells as well as up-regulated the

expression level of cleaved-caspase3 protein (all P<0.01). Co-transfection of pcDNA-LINC01018 and miR-297 mimic could reverse all

the above-mentioned effects of LINC01018 overexpression on HGC-27 cells, especially its radio-sensitization effect on HGC-27 cells
(P<0.05 or P<0.01). Conclusion: LINCO01018 inhibits the proliferation of gastric cancer HGC-27 cells by down-regulating the

expression of miR-297 to promote apoptosis and enhance the radiosensitivity of cells, which may be related to the expression of Ki67

and caspase3.
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2 9 FEEUE RNA L 1 F NanoDrop 43566 B 146 11
RNA % . Bifi J5 K RNA ¥ %% 56 8 cDNA, AR 54
& AIERE B, R SYBR Green gPCR Master mix
H1 Applied Biosystems 7500 3 52 if PCR £ 4t A il
Fr A< o LINCO1018 £ miR-297 [ A XF 3% i& /K °F «



- 584 -

HR L MR 2R TR ST AR, 2021, 28(6)

miR-297 1 U6 5| #) W H |~ M RiboBio 2 ] .
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2H .miR-297 # 4t MUT-LINCO1018 41 i (1) B 15 2 ¢
BEHZER(P>0.05) . 45878, LINCO1018 #E [

>
w

F miR-297, iy HI A 7] 4% miR-297 F13R 1A .

8 g 8
§ B P<0.01 §
£~ (o} -
=y ] =y gt g 15 P<0.01
S 3 3 S 10
= .
@} & O
& E 2 Z 05
ﬂ e 1} & ﬂ
2 k] 2 0
= = L i I ke & o7
& = [
D E F
g 8 g
g 3 P 2 P<0.01 2
E 4 & £
= 3 5 4 5

(o] [l
g 2 z 3 a
2 s 2 &
& o %1 E
'% $\ Cq:\ ﬁ 0 g?* Q\°o E
o £ g > » N =
A g ¥ O 3

& Nad

& Qcp%

I : Para-cancerous tissues (21 cases); Il : Gastric cancer tissues (21 cases); [II: Chemoresistant gastric cancer tissues (19 cases)

A: Expression of LINC01018 in gastric cancer tissues; B: The expression of miR-297 in gastric cancer tissues;
C: Expression of LINC01018 in HGC-27 cells; D: Expression of miR-297 in HGC-27 cells; E: Detection of LINC01018 expression
after overexpression treatment; F: Detection of miR-297 expression in HGC-27 cells in each treatment group
1 LINC01018.miR-297 7£ B R LA M HGC-27 R h o3RIk
Fig.1 Expression of LINC01018 and miR-297 in gastric cancer tissues and HGC-27 cells

WT-LINCO1018 5§ AUGGAUGUGGGGUGUCUAACAUACA  3'
11 [T

miR-297 3 UACGUUACGUG----------------UGUAUGU  5'

MUT-LINC01018 S GAAGAUGUGGGGUGUCUAGGCAGAG 3'

2 LINCO01018 1 miR-297 Z [B1F SR AL & i =
Fig.2 LINC01018 and miR-297 have targeted binding sites

# 1 LINCO01018 £1 miR-297 $L[5] % R HY
B SEIR B (n=3)
Tab.1 Validation test data of the targeting relationship
between LINC01018 and miR-297 (n=3)

Group WT-LINCO01018 MUT-LINCO01018
miR-NC 0.96+0.10 0.98+0.09
miR-297 0.26+0.04 0.96+0.10

t 11.257 0.257
P 0.000 0.810
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H .
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1.617; 5 anti-miR-NC 41 AH L , anti-miR-297 41 FE I 4

>
w

150

Clone formation number

P<0.01 P<0.01 P<0.01
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WA I I AETE 2, SER N 0.677, Eik % 715 H,
B 5#E L (¥ P<0.05) . 45 BikR, mEik
LINCO1018 7] {5 2 # 5 HGC-27 4 i jsUit Uk , i
[F] ) 2 18 miR-297 W A ¥ 4% LINC01018 X} HGC-27
1 TS SRS M A

pcDNA  pcDNA-LINCO1018  anti-miR-NC

: N
70

L aC anti-miR-297 pcDNA-LINC01018 pcDNA-LINC01018
+miR-NC +miR-297 mimic

3 LINC01018 #1 miR-297 % HGC-27 AR E5E 5 14 (A) A 52 FEFL B2 (B) Y F2 M)
Fig.3 Effects of LINC01018 and miR-297 on the proliferatory viability (A) and clone formation number (B) of HGC-27 cells
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4 LINCO01018 1 miR-297 % HGC-27 4RA A T=HI NG
Fig.4 Effects of LINC01018 and miR-297 on apoptosis of HGC-27 cells
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Group D,(Gy) D, (Gy) N SF, k SER
pcDNA 2.424 1.613 1.845 0.674 0.413 -
pcDNA-LINCO1018 1.499 0.110 1.076 0.280 0.667 1.617
anti-miR-NC 2.247 1.581 2.021 0.657 0.445 -
anti-miR-297 1.205 0.258 1.239 0.230 0.830 1.865
pcDNA-LINC01018+miR-NC 1.404 0.183 1.139 0.269 0.712 -
pcDNA-LINCO1018+miR-297 mimic ~ 2.075 0.504 2.275 0.458 0.482 0.677
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Fig.6 Effects of LINC01018 and miR-297 on HGC-27 cells were related to the protein expressions

Ki67, cleaved-caspase3 and pro-caspase3
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