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# E.[HM] BT miR-655 Xt 45 15 % 8 40 B v R 40 A0 )7 SORrE i R e, [ k]
qRT-PCR 56 1F & V0 1) 41 i 24 0 SRR 485 W0 0 21 20 e vhy miR-655 A A X 32 35 i ; CCK-8 %
60 40 15 1 ; Transwell K630 40 i 42 22 8 J7 ; 0 =X 4 M ARG 0 40 e F1 400, [ 4558 ] M L T 5
B IE B 48, % B Vb R AT 25 09 45 1% 9 41 40 h miR-655 ik A X EAK (1.24£0.28 vs
0.2520.12, P<0.01 ), i it B vb I ST B0 0% (1) 45 B 988 20 20 miR-655 ik B A5 (1.24+
0.28 vs 2.68+0.76,P<0.01), QRT-PCR %5 miR-655 # QL3 R 45 B W%, 16 miR-655 mimics
20 miR-655 # k7K A% F miR-NC 41 . % 7+ # (1.700.10 vs 0.83+0.07, P=0.004) , CCK-8
T 240 B 5 P 25 R B R . 5 L-OHP/miR-NC 4141 ko, L-OHP/miR-655 mimics 41 21 A 7 5 F I
(48h:0.7920.05 vs 0.56+0.03, P=0.0015;72h:0.65£0.05 vs 0.25+0.05,P=0.0081), Transwell &
I 240 i Y 4 22 fE 1 45 R R, 5 L-OHP/miR-NC 44 Lt , L-OHP/miR-655 mimic #H 4 i (% 78
ik g /b (845485 vs 613436, P=0.0292) , Jit = 40 L A K I 41l S 1 45 2 R, 5 L-OHP/miR-
NC 24 Gy/G, WI4H It , L-OHP/miR-655 mimics ZH 4 Jifd Lt 4] 54 0 (5.16+0.22 vs 45.53+0.75, P=
0.022), 5 L-OHP/miR-NC 4 S #i4H [t , L-OHP/miR-655 mimics 2 2 Ji b 451 [ A% (44.83+1.17 vs
20.75+0.36,P=0.015), 5 L-OHP/miR-NC 4 GyM 48 [t ,L-OHP/miR-655 mimics ZH £ it [t 451 U
1(22.86+1.21 vs 3.85+0.35,P=0.0023) , [ 458 IMiR-655 HE M5 41 55 4% EL M v 20 I XoF B8 Vb A 4 1y
A7 8 , miR-655 1T it i Ay 6 [7) WL Vb R A 16 97 45 L 988 10 37 40 0

T AT 45 % R s miR-655 5 BV RIS U
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The Effect of MiR-655 on Chemotherapy Sensitivity of Colorectal
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Abstract: [ Objective ] To explore the effect of miR-655 on chemosensitivity of colorectal cancer
cells to oxaliplatin (L-OHP). [Methods ] The relative expression of miR-655 in colorectal cancer
tissue samples from 8 oxaliplatin-resistant patients and 8 oxaliplatin-sensitive patients was detect-
ed by qRT-PCR. Human colon cancer SW620 cells were transfected with miR-655 mimic (miR-
655 mimics group) and blank vector (miR-NC group),respectively. The viability,invasion ability
and cell cycle of SW620 cells was detected by CCK-8 method, Transwell assay and flow cytome-
try,, respectively. [Results ] Compared with the adjacent normal tissues,the expression of miR-655
in oxaliplatin-resistant colorectal cancer tissues was decreased (1.24+0.28 vs 0.25+0.12, P<0.01),
while the expression of miR-655 in oxaliplatin-sensitive colorectal cancer tissues was increased
(1.24£0.28 vs 2.68+0.76,P<0.01). The qRT-PCR test showed that the expression of miR-655 in
miR-655 mimics group was significantly higher than that in miR-NC group (1.70+0.10 vs 0.83+
0.07, P=0.004). CCK-8 assay showed that compared with L-OHP/miR-NC group, L-OHP/miR-655
mimics group had lower cell viability (48h:0.79+0.05 vs 0.56+0.03, P=0.0015;72h:0.65+0.05 vs
0.25+0.05, P=0.0081). Transwell assay showed that compared with L-OHP/miR-NC group, the in-
vasion number of L-OHP/miR-655 mimic group was decreased (845+85 vs 613+36,P=0.0292).
Compared with L-OHP /miR-NC group,the proportion of Gy/G, cells in L-OHP/miR-655 mimics
group was increased (5.16+0.22 vs 45.53+0.75),while the proportion of S phase and G¥M phase
cells in L-OHP/miR-655 mimics group was decreased(44.83+1.17 vs 20.75+0.36, P=0.015;22.86+
1.21 vs 3.85+ 0.35,P=0.0023,respectively). [Conclusion] The expression of miR-655 in oxali-
platin-resistant colorectal cancer is down-regulated;and miR-655 can improve the sensitivity of
colorectal cancer SW620 cells to oxaliplatin chemotherapy.
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%5 H 198 (colorectal cancer,CRC) /& 4= 1 5 HE
25 AL — R BB, R AR PR 2
K g FET % 1 29 b5 109%™, CRC 301 % Jo eIk
WAFEIR 2, 28084 R IAT 2 s Im R 1w
PLFARIGIT N 3l ALY 2697 DL R A S R
WITERE T3, L m TR UIBR 5 BRI R4
A AR BV FI4A (oxaliplatin, L-OHP) # #% FH T
CRC B#H FARYIER G107 M2 {02 B T e 1 = o
PE S X BVD R T 250, R BUR T BOR BT,
PRI APF 9 0] 9755 CRC A8 38 B0 R A0 T 24 1% O 5 1A
T CRC 3R 97 A U5 AF # H %, MicroRNAs
(miRNAs) & 18~24 % 1R 2H 1L PR I i B
RNA, HORAL S b i) B A R s VAR oG, |
—2 miRNA 4 IE AT $8 5 CRC A % B 40 Y
OB, Hoh miR-655 B 1B 7E 0 | B4 ik
SR L AR /)N 20 s SRR D) B R 24 L 9RE A A IR
ik, IR miR-655 7] i 2 REAG - A g 41 A i 1
B, BB AR 0, SR, H AT A S R E
miR-655 5 CRC 1Y S Bk S H X B8 v ) 4 g v T
AE A/ AL ABFFE PR ST miR-655 1 CRC HY 3
KA B0 Bt B RV RO A s, Sl R RR T
CRC #5255 5L ah

I RS

1.1 # #

SW620 (A 45 7 92 240 1 ) 2 M 25 W 1 5 () i o
et 25 Hp i A S R A 2 2 T — BB,
BRYD I B ) 0 B 1) 2454 R0 ) R sreil R A (S
B 9¢ 6 i 7 PCR B & H Takara /A w5 A1 5]
i miRNA Zi AR &0 5 RAR A AR A BR S A
290 e ] 30 e XA I 5 6 TV AT A R AT FR
I8 ) U sk X PCR 5140 H ol AR W) & G0 A BR A+
£ 1 ;miRNA mimics/inhibitor H1 4 4855 A4 ¥ B A
PR w6 1 ; CCK-8 il i 7] & W A AR Ak 2= Bh
£ PR ] ; Trans-well /NE I H Millipore 22 7] 5 4 g
B3k FBS IR B A Y il 5 A Thermo 24 7], 9%
FRBRATE I 18 191 28 5 15 T 5% — 5 B A [ i PR B
A3 I P2 B R R AT 4 s ARG R
ARIGRHHELARA ABFTE 2016 4F 11 A 23 HAH RS
T — R D S . o Adjacent tissues
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R 2 45 i o5 1E I 20 U B Drug-resis-
tant tissues 2414 8 1 AR J5 b A% 3 BB G I 24 28 25 W) AN
U, HARJG R B RS 5 R e ki
#% % ; Drug-sensitive tissues 214 8 il A J5 Fr A% 5 [
RS 2 U EAR G097 R R A KRR .
1.2/ %
1.2.1 B A miRNA 41t

VA BEAE VDB 8pum JEE I R A HUKS T ] A
PUsk) B & F 1.5 ml RNase-free 19 &0, B.O
(Iml — H 2§ 20°C .12 000r/min 2min); K &0
(1ml JC7K Z B 20°C .12 000r/min 2min); F 1A
150l L% % RF 2 10pl Proteinase K 18 2] J5 B &
(55°C,15min;80°C, 15min) Z Ji7 5 ¥K F i & 3 min 5
B0 (12 000r/min  15min) , /LA 16pl % RDD buffer
110wl 19 DNase | %W, 15, EHBCE 15min, BF
A0 AW AE A5 BE I 35 AT ;. A 320l 1Y
ZZ M RB A1 1120p] B9 TC/K SR AT ; % 700l
VWA UL HE AW AE CR3 HPES L (12 000r/min
Imin), TE —H 5, 5 IrA 0% RO TE 5% 4
L WA CR3, 57 % W, K W B AE CR3 735 el i 42
by A CR3 T A 500l EEVER RW, = i
EE 2 min J5 B0 (20°C .12 000 r/min  30~60s ) K 1
B AE CR3 BT 5 I 00 K053, LAAY) RS Mt T W Bt 4
B R A VR ;B R AT CR3 B A — Y
RNase-Free 250045, 1] W BFFAE %) rp [R5 47 5k 25 T
Jim 30~100l RNase-Free ddH,0, % il % 2min J5
B0 (20°C .12 000r/min .2min) .
1.2.2  QRT-PCR 31 i} 25 Fo S Rk 25 B0 8 2 3 28 4
miR-655 948 %+ & ik F

Fe R RNA 45 00 & vl I HUEL RNA, 430
JERETTI G RNA M K 20 1 I 4 B S 7 s &
UL HEAT R 5, AR 1 42°C % 5 15min, 85°C
KT R Sl Ss, WA iR SR T4 1G9 1G24 . T
AP (95°C 30s) ; 28 1 (95°C \5s) ; #iE {1 (60°C \35s) ;
40 MER LA U6 NS, T4 .5 -GCTCG-
CTTCGGCAGCAC-3'; T /741 :5'-AACGCTTCACG-
AATTTGCGTG-3', MiR-655 341 :5'-AGAGGUUAU-
CCGUGUUAUGUUC-3', i %554 . 5'-GTCGTATCC-
AGTGCAGGGTCCGAGGTGCACTGGATACGACGAA-
CATA-3’, PCR 514 :5-TGCGGAGAGGTTATCCGT-
GTTATG-3',
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1.23 @mpast i
1645 B 40 L & SW620 | 3l i 5 Yt miR-
655 14 2 miR-655 i FKIXAAY | 4 53 5 3 4
NC .miR-NC .miR-655mimics, 5l SW620 41 i % 12
LR, B AR LA B A B 50%~60% 5 LG I i T
AT Opti-MEM 4 Lipo3000 %% Y 28 51 156 B 45 5% Ye
miR-655, B fLFE Y &R 100nM ; 55 YL 5 120, 07 46
RIS RIS IRELI T R 4k 2L B FR 36~72h;
WA 20 B, R AT S SR
1.2.4 QRT-PCR % & miR-655 %% % # &

WA Y 48h HY4HML, 2 A8 RNA 48 B 7
EUCHFEICE RNA, 40BN RNA W B &
i J3 5 4 RSB SR U B AT R SR B qRT-
PCR.,
1.2.5 CCK-8 &4 4m o & 1x

A0 53 B 4 21, 53 ) R B X BR L (NC) | B
X BE 21 i B8 b A 40 (1L-OHP) .miR-NC il B 70 F1) 411 20
(L-OHP/miR-NC) HI miR-655 mimics I ¥ 70 ) 44 20
(L-OHP/miR-655) . B A K A4 i, 35 1k )5 DA 1x
10%ml %5 B2 #E70 T 96 FLEE F2tlk ,37°C 5% CO, Hi 3¢
T Y miR-655 Ja A BLUD R, 43 3 F hn 245 J5
() 24h 48h . 72h #EATRS , B LITA 10l CCK-8 ik
#,37°C, 95 E 1h e, A EEAR (O 450nm &b 1%
R
1.2.6  Transwell ¥ 28 13 %

W55 R 10 45 21 SW620 4 it 28 X6 Hi Ak K 1 4%
ZH 20 % K B 5x10° cells/ml, 125 41 B8 Vb )42
WLl SOpg/ml; 7E 24 fLAR TP AL NI A 600l 7
10% FBS (58 4 15 32 2 N2 40 i 25 ) vk £ 5 Tran-
swell /N2 VYR FEAR [A] , 55 5% 48h, SR 0.1%1Y 45 i
EYL (4, 20min , T BT WLESHA IR
1.2.7 X 2o i KA ) 4w A )5 2

W5 240 5% B A 1x10° cells/ml 1Y SW620 4 Jifd %
Fl T 12 fLAR , K5 5% 24h; & 2 AR TR 25 W) ok 3 e
Yoy AL B % Y 24h J5 I B R EA AL BE 24 ff
FH 0.25% 17 [ Bt I AL 40 A5, K A A% 22 1.5ml 5.0
BN FE 1.5ml B0 45 N, 500rcf, 3min 435I 4 45 40
YA, 4°CIB¥E (1) PBS ¥k 2 ¥k ; LA 250pl T4 1 PBS
AN, L 1ml B9-20°CH N 95% 1) . B 3
72 35 D328 T TN 2 A MR Y 5 VR AT R 4°C T A 2o 1
500rcf .0 3min, 3F [V, BHIBUA M PBS YLk 2
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AN, DLARHSE N 2.5ng/ml 1) RNaseA ¥ 2025 b
WA B PL 2 TAEWE 5 37°CREYEMH 30min, Y {4
58 U 7 BPHEAT i A
1.3 SitxE4E

I ] SPSS16.0 Ak FAb B, 512 56 Bl DL 24 B+
HE2E (ves) Ron , ZALR HCECR M ¢ K2 56, P<0.05
ERAZIFENL,

2 #F R

2.1 ZEBFEERALS miR-655 X RIEE

QRT-PCR %55 R, 59 55 1E# 4 (n=2)M L,
25 Wy it 32 2 (n=8) i) miR-655 i XF ik &Ik (1.24+
0.28 vs 0.25+0.12,P<0.01) , ifii 25 4 HUE& 41 (n=8)miR-
655 AT I8 i L 57 IE W 4l (1.24+0.28 vs
2.68+0.76,P<0.01) ,miR-655 I fig Ay $2& = 45 15 7 i
X BV I Y SRR R SR IS B
2.2 MiR-655 ¥R

T HIE miR-655 7E B VDRI H1A T 45 510 i il
M R AE R ) 45 B g A i (SW620 4 it ) Hh i
Yt miR-655 mimics, qRT-PCR M &5 5 WoR . 1
miR-655 mimics 21 miR-655 %35 7K (1.70+0.10)
FXF T miR-NC 41 (0.83+0.07) & % F+ & (P=0.0004,
Figure 1), 158 miR-655 % 4L il 1 ,

N
n

g
(=]
T

=}
T

Relative expression(%)
n
L)

4
n
T

0
NC miR-NC

#*P<0.05 ,compared with the miR-NC group

miR-655 minics

Figure 1 The detection of transfection efficiency of
miR-655

2.3 MiR-655 x40 B i 14 A 1

N T HE— 0 miR-655 X 45 11 98 41 i b
FIHIRIT B S0, CCK-8 I 4G I & B .48h Z )5 , 5
L-OHP/miR-NC 41 (0.79+0.05) 4 It , L-OHP/miR-655
mimics 2 (0.56+0.03 ) 41 Jifd 1% ¥ [ AL (P=0.0015, Fig-
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ure 2), [FAFEHL ,72h Z )5, 5 L-OHP/miR-NC 41
(0.65+0.05) # I , L-OHP/miR-655 mimics 41 (0.25+
0.05) 41 Jifg 175 1 %A% (P=0.0081 , Figure 2), H:if J1pf
P 1) 2% 6 8B B, miR-655 1 3% A fE % [ SW620
20 IR 1 0
2.4 MiR-655 33 4 {2 & B 5 i

Transwell ¥ £ ] miR-655 %F 45 & 7 95 20 o /=
ZERMEm, 4588 /R. 5 L-OHP/miR-NC 4
(845+85) #H It ,L-OHP/miR-885 inhibitor 41 (613+
36) 4 i 1Y f= 22 Hi i B s 2 (P=0.0292, Figure 3),

Gy/G, 1 4 tt , L-OHP/miR-655mimics 241 (45.53% +
0.75% ) 40 f He 491 384 i (P=0.022) , 55 L-OHP/miR-NC
4 (44.83%+1.17%)S WA L, L-OHP/miR-655 mim-
ics 41 (20.75%+0.36% ) 21 i Lt 5] B X (P=0.015) , 5
L-OHP/miR-NC 4 (22.86%+1.21%)G/M HiAH L, 1-
OHP/miR-655 mimics 20 (3.85%+0.35% ) £l }g Lt f51) sk
B> (P=0.0023) ,miR-655 i SW620 4fi it B ¥ £ Gy/G,
M (Figure 4),

3 3 i

W] miR-655 FEUZFEAL SW620 i il iY 1R 72 HE 77

2.5 MiR-655 ¥ it 24 #k 2 A J& #A 19 52 i HHl, FARIBIT CRC HIRYT I i, (A5 R
gE R R, 5 L-OHP/miR-NC 41 (5.16%+0.22%) %9 /B & I 2 AN mT UIBR 910 LB PD R0 o 56
e filt (9 AR 7 2 W 0 235 L e 1) —
== Black LARIT 5 R K
. mallt 23 WA i A0 I Y 24 ) Rk
Z of ~$-L-0HP '@ T A5 P 5 245 14 2 TR A3 4%

8 —@—1.-OHP/miR-NC — A Bﬁ T - 12 .[_ XT
" ~8=1-OHP/miR-655 mimics a%ﬁs B3 B %IJ BT 245
0.5 AR FB, FHBITHR
* B BV T TR 24 M 1 i B
& —k A BITIRA L E , A5,
0 ) 4'8 7'2 miR-655 fF A — Fift 5 22 1) H1 i
* P<0.05, compared with the L-OHP/miR-NC gFOUpTime(hourS) ﬁ.%ﬂ]ﬂqﬂ: ZV:EE/\J ﬁl]ﬁzj [6_9”]7:‘,

I

Figure 2 The high expression of miR-655 inhibits the cell viability ;H\;Lij(cxlz ﬁi‘?ﬁi *UE 1%

: TR, e
)W..:l A '&:'#g :&@.“ ’,}:‘.%
e
.," 4 | '.*‘&ﬁ';*?ﬁ. = 4 f.".

A j@“;ﬁ;i% '

= ‘. re ?ﬁ;"é‘é -.B-.I- i

o
£i Ty e -‘g\,-" i
. ;ﬁgﬁg : ﬁ&vﬂbézgﬁgiggﬁq;}

L-OHP/miR-655 mimics

L-OHP/miR-NC

*P<0.05 , compared with the L-OHP/miR-NC group
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Figure 3 The high expression of miR-655 attenuate the invasion ability of SW620 cells

M8 2 2 7% 2020 4 %5 26 5% 12

1059




Journal of Chinese Oncology,2020,Vol.26,No.12

8
H
]
§
s 607
3
s
T 40
()
Z
2 1)
s =
&)
I ;
& \1 T
jj ‘A_A AT
- 04 o8

L-OHP/miR-NC L-OHP/miR-655 mimics

# P<0.05,compared with the NC group
* P<0.05, compared with the L-OHP/miR-NC group

Figure 4 The high expression of miR-655 can induce Gy/G, phase arrest in SW620 cells

B NC B2 L-OHP/miR-NC
E=4 L-OHP 10 L-OHP/miR-655 mimics

K3
|

SN T 95 40 ML R SW620 7E B Vb F A F A (] s 2ot
ik miR-655, 5| AL 41 B 1% Pk L 40 MR 28 68 J1 AR
LA 40 S T B AE G/ Gy 31, R B AT THE T miR-
655 7E BLYL R #ATH 25 /9 CRC 3 T R EZA/EH .

MicroRNAs (miRNAs) {F 5 —Fhfa & i br ik 43
T, HFBIKOE S AR AT S W I 6 97 A AS R il
Je AR S b ] — g R b R g B U R A 1 R
ARG R BoR, B FEIEUR A CRC 44
miR-655 15235 , 78 B Vb F £ it 25 ) CRC 2021
miR-655 K3k, /8 miR-655 F Ik KFAE R A 2
YL RENRYT CRC BE IR &1 T BE . BVD R4
iHY7 CRC JE 3 £ 2 2@ L 41-DNA 59, IR
DNA 1E % &5+ T A0 6 DNA A2 i Fnf st AHF ¢
' NC #H bt L-OHP 4, fF7E & /) S W BH ¥ , L-
OHP/miR-655 mimics A tb. T L-OHP/miR-NC 41 , 17
FER 1 Gy/G, WIBHM , #2785 miR-655 X 5 v F 40
UM A R S AE . {H miRNA XF CRC 3% B0 F)
BT 24 10 22 f ML T 55 H R S B

HHTXT CRC 835 & A B yb R #A it 24 (49 B i
TN A AT RE 2 0 S ATP-45 4 (10 25 W) s 32 1k
(ABCG2) M I 22 fiff P4 J5T I 1o 385 | A2 1 9 0 07l A
WEFEIN R, FOXC2 JE K (IR b e —[a] 78 5 4% ) ml
il MAPK/ERK 15 % i B& {2 iff CRC f835 Atk b
A 251 MIRNA 52— N IR IE i 5 /)y RNA
BLATVEAE R AR 80 1) BOBRAON ,  FLAE R P9 ] L — 21 4
LR B A, S0 B R RS RS IE o 7E
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LA B P, miR-655 Al ik T Prex1 40
il b Bz — 1] 72 5 i S A7 oA e I miR-655 BE A
F2 Ik AT LA Ao B o) A 45 A R AL R -1 (PTTG L)
(R K, 10044 400 309 £ A8 Sl UK 4 AR 40 B i 4= 2 1 1
JH- 40 B v miR-655 K63k, F AR SN 4 i &
HEAT miR-655 % e i kb H AR, B ADAMI10 #] 1
i miR-655 WL EE A i — 2L 4% B-catenin {5538
T T 0 20 M A SRR AR BT B, A,
miR-655 i 7] # ) £ Fl RABIA $& 1R % # H A B 5
e 240 L v B g VR TS R FRATTHE DY miR-655
CRC & YD R 2451 698 5 ALH] , vl BE 28 1 0
I 1 R S 0 5 DR ) 3R R R S ATt Bt — A0 5T

L b, ARSI KB miR-655 AENS 5 45 E
X VBRI IT PR X ORIRYT TR 45 B
B YD R EA T 2 4 LR R, (HR TR i — L
miR-655 & 5 45 B Ji U 1) HARBL ]
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