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Relationships of expressions of LncRNA XIST and miR-16-5p in cervical squamous cell
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[ Abstract] Objective To investigate relationships of expressions of long non-coding ribonucleic acid X-inactive specific transcript
(LncRNA XIST) and microribonucleic acid-16-5p (miR-16-5p) in cervical squamous cell carcinoma (CSCC) tissues with
radiotherapy sensitivity and prognosis of the patients. Methods 128 cases of biopsied cancer tissues from CSCC patients who
underwent radiotherapy in our hospital from January 2019 to April 2021 were selected, and another 128 cases of normal cervical
tissues diagnosed pathologically in our hospital during the same period were selected as controls. The CSCC patients were divided
into resistance group (42 cases) and sensitivity group (86 cases) according to efficacy of radiotherapy. Real-time fluorescence
quantitative polymerase chain reaction (RT-qPCR) was employed to detect expression of LncRNA XIST and miR-16-5p in the
biopsied CSCC tissues and the normal cervical tissues. The binding site of LncRNA XIST and miR-16-5p was predicted by online
database.Pearson correlation analysis was used to analyse correlation between expressions of LncRNA XIST and miR-16-5p.

Multifactorial unconditional Logistic regression analysis was used to analyze relationships of expressions of LncRNA XIST and
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miR-16-5p with sensitivity to radiotherapy.Receiver operating characteristic (ROC) curve was used to analyze predictive efficacy of
expressions of LncRNA XIST and miR-16-5p for radiotherapy sensitivity in CSCC patients. The patients were categorized into high/
low expression groups according to mean values of LncRNA XIST and miR-16-5p expressions. Kaplan-Meier method was used to
plot survival curves in the different groups and compare the surivial curves among the different groups. Results LncRNA XIST
expression in the CSCC tissues was higher than that in the normal cervical tissues (r =22.440, P <(0.05), while the expression of
miR-16-5p in the CSCC tissues was lower than that in the normal cervical tissues (t =18.247, P <C0.05).There was a binding site
between LncRNA XIST and miR-16-5p,and the expression of LncRNA XIST in the CSCC tissues was negatively correlated with
the expression of miR-16-5p in the CSCC tissues (r = —0.722, P <0.05). The radiosensitivity rate in 128 CSCC patients was
67.19% (86/128).Low differentiation of the CSCC tissues and high expression of LncRNA XIST(=1.28) were independent risk
factors for radiotherapy sensitivity in CSCC patients, while high expression of miR-16-5p (=0.82) was independent protective
factor (OR=0.771,P<C0.05).The area under the curve (AUC) of combination of expressions of LncRNA XIST and miR-16-5p for
predicting radiotherapy sensitivity of the CSCC patients was 0.870, which was greater than 0.794 and 0.783 predicted by single
LncRNA XIST expression and single miR-16-5p expression alone (for LncRNA XIST expression: Z=2.439,P =0.015;for miR-16-
5p expression: Z=2.872,P=0.004).The 3-year overall survival rate in 128 CSCC patients was 82.81% (106/128).Kaplan-Meier
survival curve analysis shown that the 3-year overall survival rate in these patients with high LncRNA XIST expression was lower
than that in those patients with low LncRNA XIST expression (Log-rank X* =8.532,P<C0.05) ,and the 3-year overall survival rate
in these patients with high miR-16-5p expression was higher than that in those patients with low miR-16-5p expression (Log-rank
X% =9.609,P<C0.05). Conclusion LncRNA XIST highly expresses in the CSCC tissues and miR-16-5p lowly expresses in the CSCC
tissues, which are closely related to poor radiotherapy sensitivity and poor prognosis. Therefor, the expressions of LncRNA XIST
and miR-16-5p may be markers for radiotherapy sensitivity and prognosis evaluation of the CSCC patients.

[ Key words | cervical squamous cell carcinoma;long non-coding ribonucleic acid X-inactive specific transcript; microribonucleic acid-

16-5p;radiotherapy sensitivity; prognosis
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Table 2 Multivariate unconditional Logistic regression analysis of radiotherapy sensitivity of the CSCC patients

A5 i B S.E. Wald X2 P OR 95%CI

SRR BE IRk /s s ik =1/0) 1.553 0.549 7.999 0.005 4.725 1.611~13.859
FIGO (I ~N/ 1T~ =1/0 0.807 0.425 3.597 0.058 2.240 0.973~5.155
LncRNA XIST>1.28=1,<C1.28=0 0.647 0.156 17.189 <<0.001 1.910 1.407~2.594
miR-16-5p=>0.82=1,<0.82=0 —0.260 0.059 19.495 <£0.001 0.771 0.687~0.865
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Table 3 Predictive efficacy of LncRNA XIST and miR-16-5p expressions

for radiotherapy sensitivity of the CSCC patients

LD MNP 95%CI P Cut-off REEE ) eSO FARE S R
LncRNA XIST 0.794 0.714~0.860 <20.001 1.34 71.43 80.23 0.517
miR-16-5p 0.783 0.701~0.851 <20.001 0.74 50.00 89.53 0.395
ZHEBRS 0.870 0.799~0.923 <0.001 — 95.24 63.95 0.592
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Fig.3 ROC curves of LncRNA XIST and miR-16-5p ‘
?=8.532.,9.609,P=0.004,0.002), LKl 4,

expressions and their combination for predicting

radiotherapy sensitivity of the CSCC patients
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Fig.4 Survival curves of the CSCC patients with high/low LncRNA XIST and miR-16-5p expressions
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IR AE 22 B e E Hh 28 R R AR B O, TR O X 3R
miRNA Ji # B A 9w 2 B /E . miR-16-5p 7€
it e P AR e kL b 8 B 1 SR U VA T BRI L £
il 98 240 B 94 71 s miR-16-5p 16 Fil 1) fif e A% 2 3k
miR-16-5p ik Tt m T DAY 38 0 56836 I7 SOk,
T 50 B s 0 A A AR O TR X BB B O
P78 miR-16-5p Jf& — Bl i L DA, wf DAAR = 5 3
SO, A B Zhao %™ it iE, I 98 miR-16-5p
REHE SR AL Y7 25 W 22 32 He AL ) S8 40 i B Ak T 4
M, Fujii 548 1, M7E miR-16-5p K FREAE
T S50 1 0% A 48 An 2 OC T miR-16-5p Rk 5
CSCC AT HUSME R X R M AT RE . A4
B R, CSCC 2141 miR-16-5p ik % ik, miR-16-5p
Fh & O BB A A ST AR R ER L, AL T RE R
miR-16-5p #1[5] F i WEE1 3k, i i3 B W WEE1
X 24 A0 R 240 B A T R R AR T AR CSCC
PRLTE JBCTY T JR T 3 T 4 R R A A X T e R
[F] B, miR-16-5p 38 1k I8 5 240 it J& 491 25 (1 D1/ 48 g 4
W B E1/ A 0 R5E B 40 R 0 2R/ sk N T
E2F 1, {240 i J) A= i 72 GO/ G 1, 389 53 T80T XF
CSCC 4 fifa i1y A3 /EH

3.3 LncRNA XIST.,miR-16-5p 5 CSCC fn |/

AT 538 3 B 7 & B LneRNA XIST 5%
KA miR-16-5p IRR BB H 3EREFAERET
[, PiB] LncRNA XIST.miR-16-5p £ ikik 5 CSCC
BTG % U A G, A 2 B R T R B,
LncRNA XIST 5 miR-16-5p 17 £ 45 & v /5. H
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LncRNA XIST 5 miR-16-5p 7E CSCC 41 41 rh i 3=

FBEAME, XA LncRNA XIST 5 miR-16-5p
A g 2 5 CSCC i 7 5% Wi 0T UM MU

D LncRNA XIST ] GE#E 1] T miR-16-5p [fi 5
e 9 22 4> DR 3R 3l Ao R AR 0T R i A2
CSCC 41 %M ik g, i S BOA R s . BEAE Du
sl s 45 1, LncRNA XIST F 3 miR-16-5p LA
o IE /)N 4 AR i R 0T IR B AE — W HFRT
LncRNA XIST #[5] miR-16-5p 7& i 98 57 41K 5t h
B EAE L {H T LncRNA XIST J2& 75 # 7] miR-
16-5p M CSCC YT #iUB M I8 75 i — 25 SC 36 36 IE

&G . AR R4 H ROC #iZk 75, LncRNA XIST,
miR-16-5p FIEEE A M CSCC H Uy SR 1

i N ALl 0.870, KT LncRNA XIST, miR-16-
Sp F ik BT, $2 8 BE A AW LncRNA XIST,
miR-16-5p & ik 0] DL 3 T+ 700 00 % v 8 2R, K I
LncRNA XIST.miR-16-5p % ik Al fig 5 Bl Ifs 14 12 Vifi
B s I CSCCHR 0T U E L DA B A 3A

2 BRARBOI T BT IR, R B8 U

2% F R, LncRNA XIST & %3k fl miR-16-5p
L5 CSCC MU MU A M WS A B A%,
AIRE AL CSCC ST BB F TS PP AG AR 5 4
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