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BHEEAL R RNA-4319 F1fi RNA-4262 & ik
KESHEHRETHEAREE ZHIHEKLH

WA, Foet, NFH, B, Wi, AW, R, WA
(s P BEBE SH AL WA R X, Tk #5#8 056000)

HE. BHY T THEBAs P HRNA-4319 (miRNA-4319), #RNA-4262 (miRNA-4262) &
AP AL THER (ESD) BEALMAAM, 77k IKE 201845 A —2020 4 3 A £iZ AT ESD #
396480 F- 21 B i B HAE A R AL, LICE B 084 B R AL R K B AR AT, R SR T F AR
R X R (QRT-PCR), #4142 F miRNA-4319 f7 miRNA—4262 485 & ik K-F; BRI X & H 5
RI K B miRNA—4319 fe miRNA-4262 % 3k R-F, ARG RFBEAFIE; KA % B ZE Logistic B JAAEA
ST B B A ESD B AR ek S AW E; R %;ﬁ%&ﬁf#@‘ﬂi@%’z (ROC curve), 474§ AR
P miRNA-4319 fe miRNA—4262 2+ ESD J& £ L 69 TRM M8, 45 & %4 miRNA—4319 F= miRNA—4262 &
KA BALT 2B, 2R AT FEL (P< 0.05) 5 ALK 4R B miRNA—4319 fo miRINA—4262 & ik 7K
FRAARMTE, RETRAWARRALLAG, ZAHARTFEL (P<0.05); REREEZFHET
(OR =3.158, 95%CI: 1.395~7.151) Z-FH B & X ESD G LA 09 % ol B % (P<0.05), miRNA-
42622076 (OR = 0561, 95%CI: 0370~0.852) A= miRNA—4319>0.69 (OR = 0482, 95%CI: 0.255~
0911) ZFHEHEEFESDEELLMHEPFEE (P<0.05); mRNA-4319, miRNA—4262 Fo # & B A4 77
M-I E B FESD B AL AT @R (AUC) 5% H: 0.889 (95%CI: 0.854~0.918). 0.914 (95%CI:
0.882 ~0.940) #20.964 (95%CI: 0.940~0.980), M4 BEaHn il 24 TEmben (P<0.05). it T4
B B H R P mIRNA—4319 fo miRNA-4262 248K L, 5 ESD G LR Bk,

KEIRE . FHEHE ; MRNA-4319 (miIRNA—4319) ; RNA-4262 (miRNA—-4262) ; KEEAL ; AKX M
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Correlation between the expression level of miRNA-4319 and
miRNA-4262 in early gastric carcinoma tissue and recurrence after
endoscopic submucosal dissection

Zhang Hui, Li Xiaoyang, Liu Qing’e, Jiao Ru, Chang Jian, Yan Lijuan, Yang Chen, Cheng Limin
(Department of Gastroenterology, Handan Central Hospital, Handan, Hebei 056000, China)

Abstract: Objective To investigate the correlation between the expression of microRNA-4319 (miRNA-
4319) and microRNA-4262 (miRNA-4262) in early gastric carcinoma tissue and postoperative recurrence after
endoscopic submucosal dissection (ESD). Methods From May 2018 to March 2020, 396 patients with early gastric
carcinoma who underwent ESD were regarded as the disease group, meantime, 98 patients with normal gastric
mucosa gastritis confirmed by pathological examination were as the control group. Quantitative reverse transcription
polymerase chain reaction (QRT-PCR) method was applied to detect the relative expression levels of miRNA-4319

and miRNA-4262 in tissues; follow up on postoperative recurrence of early gastric carcinoma patients, and the
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expression levels and clinical pathological characteristics of miRNA-4319 and miRNA-4262 were compared
between recurrent and non recurrent patients. Multivariate Logistic regression analysis was applied to analyze the
influencing factors of recurrence in early gastric carcinoma patients after ESD; receiver operating characteristic
curve (ROC curve) was applied to analyze the predictive value of miRNA-4319 and miRNA-4262 in early gastric
carcinoma tissue for recurrence after ESD. Results The expression levels of miRNA-4319 and miRNA-4262 in the
disease group were lower than those in the control group, the differences were statistically significant (P < 0.05);
The expression levels of miRNA-4319 and miRNA-4262 in the recurrence group were decreased, and the proportion
of submucosal invasion was increased, the differences were statistically significant (P < 0.05). The depth of invasion
to the submucosal level (O}B =3.158, 95%CI: 1.395 ~7.151) was a risk factor for recurrence after ESD in patients
with early gastric carcinoma (P < 0.05), and miRNA-4262 > 0.76 (023 =0.561, 95%CI: 0.370 ~ 0.852) and miRNA-
4319 = 0.69 (0}? =0.482, 95%CI: 0.255 ~0.911) were protective factors for recurrence after ESD in patients with
carly gastric carcinoma (P < 0.05); The area under the curve (AUC) of miRNA-4319, miRNA-4262 and their
combination for predicting recurrence after ESD in patients with early gastric carcinoma was 0.889 (95%Cr:
0.854 ~0.918), 0.914 (95%CI: 0.882 ~ 0.940) and 0.964 (95%CI: 0.940 ~ 0.980), respectively, which was superior
to the individual predictions of miRNA-4319 and miRNA-4262 respectively (P < 0.05). Conclusion MiRNA-4319

and miRNA-4262 are low expressed in tissues of early gastric carcinoma patients, they are closely related to

postoperative recurrence after ESD.
Keywords:

postoperative recurrence; correlation

R A R RE SR R R D R UL SE T TR A
AL W AT KR B b RRARIE T %, e mim R,
BE i A SR 12 W P B e R T AR B R R ik,
T R BRI AR 2 R
TRIEA (endoscopic submucosal dissection, ESD)
N 5% 26 B U1 B R (endoscopic mucosal resection,
EMR), {HESD 584 P BR R FR A UIBR F 18 EMR
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FEENER, miRNA-4262 78 A /1N 21 i Jili 98 A1 25 2

early gastric carcinoma; microRNA-4319 (miRNA-4319); microRNA-4262 (miRNA-4262);
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IEHBERRAL, BTHREE D, JEARARA T
TRAE, A ZE-80CIKAHRAAFFIN . 2 B Trizol ik
FEUA (=T K. LB RHE A R
"), B35 15596026), SrEIFHRICAIZUE RNA; £
M s & R K R A RkEcA
FRA R, $85 . A2010A0604) 8B 45 338 5 5% & il
¢DNA; K PCRAY (HI=. ABI QuantStudio 5), 17
S 9 R B U S R A A X (quantitative
reverse transcription polymerase chain reaction, qRT-
PCR), #illZH21 miRNA-4319 F1 miRNA-4262 FH X}
xikw, WSHRHU6, 5IAIHHRMEITE, |
TR CHERBHE A G . 5P HI IL#E 1. qRT-
PCR AR £ 3620 L, X588 &=L 3k, HH
27407 (CONTERR M), Seit H YA miRNA-
4319 FI miRNA—-4262 HAHNT ik

122 A My ARIFHTVI34E, HREHE S ESD
MH, FERUMZE AN T, #kaEy
202343, GitBEAREE LGN, FHRHS N
KM (n=16) FARE KM (n=380). & KB A
ESDFAYMHERFE K.
1.3 HFitEHE

K HISPSS 25.0 Geit 2@ 3 o A gt o THECBE Rt
LI (%) Fos, MRS THERORIIE «
bRifE2E (xv+s) FRon, Y10 OB ST FEAR K56
K Z [ & Logistic MR, 437 52 e P40 15 98 i
HESD G E KM N ER il 2l B BRI
il 28 (receiver operating characteristic curve, ROC
curve) , 43 AT miRNA-4319 Fil miRNA-4262 % . 1] &
PR ESD IR B R, P<0.05 W2 RA%
ED-3'S

%1 qgRT-PCR3|¥F%!
Table 1 Primer sequence of qRT-PCR
B L IFSI(5"-3") T FEs(5"-3)
miRNA-4319 GCACAGCTCCCTGAGCAA CAGTGCGTGTCGTGGAGT
miRNA-4262 TGCGGGACATTCAGA CCAGTGCAGGGTCCGAGGT
U6 CTCGCTTCGGCAGCACAT TTTGCGTGTCATCCTTGCG
2 #R B N =0, % B F=1) M miRNA-4262 /K
2.1 HE¥%4A5 3R A miRNA-4319 1 miRNA-4262 (<076=1, 2076=0) HAZE, TEEX
A1 HEIRA SR A mi - 1 mi - o -
Sk T Logistic [F1H 4381 (5] AKHEN 0.05), 255 BIs .
BIHEEERET (OR=3.158, 95%CI: 1.395 ~
P9 4 miRNA-4319 Hl miRNA-4262 & 1% 7K - - o .
= e 7.051) S 50 R R ESD S5 & K i Ak L e
BALT XA, ZRHASI¥E L (P<0.05). , -
- % (P<0.05), miRNA-4262>0.76 (OR=0.561,
{4 o A
) 95%CI: 0.370 ~0.852) FImiRNA-4319>0.69 (OR =
00 EHIEEEEESDEEENSIMEES ’

221 R F N BEHASKRERMAFE . e
SEEERLR . PER . BRI AR . AR . ESD Y]
FrAEFESD T RBIH] LW, 2S5 Tg it 8 X
(P> 0.05); %% miRNA-4319 Fll miRNA-4262 %
KA AR TR A2, R T B0 oA e s T
KERM, ZEHAGITFEL (P<0.05), W#E3,
222 HATHEREREFZESDELAN S AL
ohr DBEREGER (=0, &=1) NHEAH,
ESD FARMH ZAR G R & RE K, Ll miRNA-
4319 KF (<0.69=1, >0.69=0), IZIHEE (Fh

0.482, 95%CI: 0.255~0.911) JEH3H w4 ESD
JERRRIHER (P<0.05), &4,
2.3 MIRNA-4319 #1 miRNA-4262 3t R B iE B &
ESD & &Kl &E

MiRNA-4319. miRNA-4262 F1¥i & It 4 & I
Toom R R ESD 5 B A & TR (area
under the curve, AUC) 43 5K : 0.889 (95%CI:
0.854 ~0.918) . 0914 (95%CI: 0.882~0.940) A
0.964 (95%CI: 0.940 ~0.980), W5 BEAH I AL
T miRNA-4319 Fl miRNA-4262 St &1 (P < 0.05)
LR s HIA 1.
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x2 HHRASIEAMRNA-4319F1 miRNA-4262 KiAKFLEE (x+s)
Table 2 Comparison of mMiRNA-4319 and miRNA-4262 expression level between the disease group and control
group (x=s)

205 miRNA-4319 miRNA-4262
P4 (n = 396) 0.77+0.16 0.84=+0.14
X HEEH (n = 98) 1.06+0.21 1.04+0.19
fH 15.03 11.73
PE 0.000 0.000

®3 HMEHEEEEESDRELARNBARZNH

Table 3 Univariate analysis of factors influencing the recurrence after ESD in patients with early gastric carcinoma

PR 51 (%) WRELEEEERS 16 (%) AR 61(%)
20 51 BRI R lem AR/
L g P = ZHIE FhIE T
SRMA(n=16) 10(62.50) 6(37.50) 1.95+0.36 58.13+6.27 5(31.25) 11(68.75) 7(43.75) 9(56.25)

RERH(n=380) 194(51.05) 186(48.95) 1.82+0.33 57.85+6.24 63(16.58) 317(83.42)  261(68.68)  119(31.32)

Xl 0.81 1.547 0.18" 2.32 4.36
PAE 0.369 0.125 0.861 0.127 0.037
SIAERREE 191 (%) ESD 5215 41 (%) ESD T AR A/
205 miRNA-4319  miRNA-4262
Rk vinta 2 w
HRM(n=16) 10(62.50) 6(37.50) 15(93.75) 1(6.25) 0.59+0.08 0.62+0.11 2.16+0.42
KE K (n=380) 295(77.63) 85(22.37) 337(88.68) 43(11.32) 0.78+0.16 0.85+0.14 2.08+0.39
X/iiE 1.99 0.40 4.72¢ 6.46" 0.80"
Py 0.159 0.528 0.000 0.000 0.423
T 19 HH.

F4 RINPEHBEEEESDEEXZREERE Logistic 3547
Table 4 Multivariate Logistic regression analysis of factors influencing recurrence after ESD
in patients with early gastric carcinoma

B % B SE Wald x* Pl OR 95%CI

miRNA-4319 > 0.69 -0.730 0.325 5.043 0.025 0.482 0.255~0911
miRNA-4262 > 0.76 -0.578 0.213 7.365 0.007 0.561 0.370 ~ 0.852
2 BN 1.150 0.417 7.605 0.006 3.158 1.395 ~7.151

5 MIRNA-4319#1 miRNA-4262 31 R #i B & £E ESD FE & WM&
Table 5 The predictive value of miRNA-4319 and miRNA-4262 in patients with early gastric carcinoma
for recurrence after ESD

ESil AUC  JRfE#siE 95%CI UL/ % Fr 5% ZIRFEEL
miRNA-4319 0.889 0.66 0.854 ~0.918 93.75 77.11 0.709
miRNA-4262 0.914 0.69 0.882 ~ 0.940 87.50 86.58 0.741
[ 0.964 = 0.940 ~ 0.980 98.92 86.11 0.850
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Fig.1 The ROC curve for predicting recurrence after

ESD in patients with early gastric carcinoma
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3.1 BEMIERETTTE

B R R S ERREAE A SCHE T R EL RN R
S BRAIAT S8 W) b 0 R, Ul B e R T A
FEHRAET R, ZREEN, TR ERERE, R
MRIT T R FARYIBE . B, W 8
EMR FIESD, {HESD HA &M, HE—Figas
HARYI RN B WE N Rk A0 R e S AR Y
Ao ESD VISR IR S e R A 2, D4k
WAFE T RESEBNZE, HEBEEET: JIEHE
JERNG PRI LA AT Fstk, TRl Gt AT 4 S B
SR, WERRRE R, HARREARIE, nIHAETEYIbR
AR BB IR, ESD R AR Y &R
RABET R, R AR T, (H BRI R
FERTCHESEE, KRB E LW E B b ok Je i
. ABFFEINIESE, ESD AR E R R &
FN10.08%. AWF5EH, FWE B HEESDFE K
K A4.04%, xFW . ESDEHEXLTE RME, H
I, R R B R ESD S5 R I TTRENLI, S48
e A brady, DABON R B F ESD S B &
L, XesE ESD A A R F R m A AR, A
AEESHME.
3.2 MiRNA-4319RIEKFEBENEEMEZREF
HI1E

MiRNA ) 3235 5 988 0 (1 2 e 2 D AR G 45 T
TR, S B miRNA 15 4% 280 rf ol 25 & 2R
R, R AT DA A AR 2 DR, ] DA S s 40 ) (41
o MiRNA-4319 X FL 8 FHT 21 B i 14 58 B A 30

HIFEF, 38 RT3 o ¥ ) LIN28/RFXS/Y AP 4% 1 2 v 5
W AR RS, R T, AR/ N
Jitigegs v B0 HE R PR T R AR ST AR R B, R
W E R, miRNA-4319 %k K E R/, ESDJG
B REBET, miRNA-4319 £ik/K I B TRE L
B, MR NRE S S TARERERE, HHEY
SR E BT ESD IR E R A OCI R, X R
miRNA-4319 2 5 FHH B g 0 16 RS L& B fe, H:
RFAVRE S ESD G B R A, (eI ot R
ECHEMEH] . MIRNA-4319 A9 R, {20k 5 Ay 4n
MU AR 28, P TR PR T, A2 ESD
JEE % . ABFFEH, MiRNA-4319 > 0.69 & 10 & 98
BHESD G B LR IR . ZHANG S8 &
M, AP miRNA-4319 2Kk, Al Fif
miRNA-4319, il 5 e 40 j A BG 5 N #%, A 9
ML T, AR R B 2 W RNA T R T R
R XA AL
3.3 MIRNA-4262 RiX/KFHEBEHNEEFME RS
HI1ER

MiRNA 18 13 5 {5 RNA 254 o ol s 3 F 63k
Z 54147 IR, fEAFEIE R AEME R, &
EREEE, AHRPEY, miRNA-4262 7E 5
MR g £H 2 ) 2 28 K I S AIG T4RAT IR 414,
J8 7 miRNA-4262/GRP78 5 5 i, I 4 miRNA-
4262, W] B BAMHEm A G GE, fEIHEAE T, I
AT REVE R BRI IR T I T AR 5 . MiRNA-4262 7K F-7E
S5 E b SARERIA AT 00 e 20 B 4 3 B AN AT
B, RutmasET, AR R, miRNA-
4262 J& MR IS AE SR B, PR RORE RN 5 2%
FRAEBRREN 2100 RAE N, PPHILHATE Fr, fedkan
M TS, B miRNA-4262 5, H 440 5 A7 f i
%5 miRNA-4262 A G & #1815 SIRT1, 7E 5 AE
PR s ) e b HEAVE L, T miRNA-4262/SIRT1 7]
AEJE RIEPEIR IS W ANRY T AR i . SRAETEN
S E g, AR A e R B B &
AL AT UL, miRNA-4262 263k /K, XLt 5 i
&AM . A B, R a4
" miRNA-4262 FikK-F-H B REAL, ESD/RE L EH
() miRNA-4262 3 ik KWW W F F%, X 42K .
miRNA-4262 A RN B RIEH T, =5 B IimAian i
it A, e an v A P2 & R AR
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SR B ESD IR E A B UG, X ATREEH .
miRNA-4262 A] 3 o Ji s e A CD163 4% 5%, 15 B
TR G AR 28, NI SR B ESD J5 &
KB HWEPEI, B A2 miRNA-4262 &1k
KB B AR T IE 5 B A4, H AR A miRNA-
4262 ik KV 5 B E T 32 A AR R G,
XL miRNA-4262 KA N BB, M5 ] RE
B, XEARMFRERAML . A5 kM, miRNA-
4262 > 0.76 j&= P W] 5 95 B35 ESD 5 B R IR I E
XAE7R . miRNA-4262 /K- 54 %3k 5 ESD Ja & & %
PIAHG, 7% miRNA-4262, T GE40 51 & 96 240 i A
K, fEUHEAEIET,
3.4 MiRNA-4319 #1 miRNA-4262 Fiill R A B & &
EZESDREXMMNE

AWFFEH, ROC curve 437 7%, miRNA-4319
ToUI R 1 R R ESD &R & K AUC R 0.889, X iR
7~ : miRNA-4319 % LI 15988 ESD Jim 52 & A B (1 1
DIZLCRE, A ER AR o0 0 5 e 8 ESD J5 2 & ]
SEFRRR: miRNA-4262 T 530 B 9 % ESD J5 & &
) AUC }0.914, X FEHH . miRNA-4262 %f 73] H
BH ESD J5 B R A BT B RE . MiRNA-4319 5
miRNA-4262 I 5 Fi il 5L 45) W 968 8 & ESD J5 &2 & 1Y
AUC 70.964, X478 BCA R I 0 B % ESD )5
Bk, BAESWBEMNE, rIERIES %
3.5 AMRHIBRME

MiRNA-4319, miRNA-4262 % 5 R 15 9% & &
R BEARVEILE, e i — 200

ZE bRk, R 4 205 miRNA-4319 Al
miRNA-4262 kKT B N, JE 0 SR
ESDJR & KW 2, WA RS, T
BEEE ESD R K, AT N I E.
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