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Significance of PD-L1 and MMP1 expression in patients with cHNSCC and
their correlation with postoperative recurrence”
JIN Shubin,L1U Xiaoyan ,GENG Wenhua , J IAO Jianjun
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Handan , Hebei 056001, China

Abstract: Objective To analyze the expression of programmed cell death protein ligand-1 (PD-L1) and
matrix metalloproteinase 1 (MMP1) in patients with head and neck cutaneous squamous cell carcinoma
(cHNSCC) ,and to analyze their correlation with postoperative Recurrence correlation. Methods A total of
173 patients with cHNSCC admitted to the hospital from May 2020 to August 2021 were enrolled in the stud-
y. The expression of PD-LL1 and MMP1 in tumor tissues and adjacent tissues of cHNSCC patients resected
during operation was detected. The expressions of PD-1.1 and MMP1 in cHNSCC patients with different clini-
cal stages and the clinicopathological data of cHNSCC patients with different postoperative recurrence were
compared. The influencing factors of postoperative recurrence in cHNSCC patients were analyzed. The efficacy
of PD-L1 and MMP1 expression in predicting the risk of postoperative recurrence in cHNSCC patients was an-
alyzed. Results The positive expression rates of PD-1.1 and MMP1 in postoperative tumor tissues of cHNSCC
patients were higher than those in adjacent tissues (P<C0.05). There were significant differences in the posi-
tive expression rates of PD-L.1 and MMP1 among cHNSCC patients with different clinical stages(P <C0. 05).
There were significant differences in clinical stage, postoperative radiotherapy and chemotherapy,degree of dif-
ferentiation,and expression of PD-I.1 and MMP1 between the recurrence group and the non-recurrence group
(P<C0. 05). The positive expressions of PD-LL1 and MMP1 were risk factors for postoperative recurrence in
cHNSCC patients (P<C0. 05). The sensitivity and specificity of PD-I.L1 and MMP1 combined to predict postop-
erative recurrence in ¢cHNSCC patients were 87. 90% and 79. 59%, respectively. Conclusion PD-L1 and
MMP1 are highly expressed in tumor tissues of cHNSCC patients, which are independent risk factors for post-

operative recurrence. They can be used as objective indicators to evaluate the risk of postoperative recurrence
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and have high clinical application value.
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5 miR-676-3p AEEH X &R
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M E:BHE Wi K4&3EH 2 RNAUnRNA)JE 5 &k &8 B 11(CASCID) #F = 1 H 5L & (TNBC) 28
fetk MDA-MB-231 i # fe iz £ 58 7 09 % A L A4 MH . ik RA E R A Z E PCR(gPCR) 40 TNBC
B 27% K F IncRNA CASC11 42 miR-676-3p 45 & 3L ; 4547 TNBC 2842 F IncRNA CASC11 #9482+ £k K+ Y5
B s R R A KA TG 69 A8 & b i id Transwell 5236 353 IncRNA CASC11 5 miR-676-3p *F TNBC 4a e,
# MDA-MB-231 it # $042 22 58 /1 69 % vf1 s R A AR K & B R4 % 3 24F IncRNA CASC11 5 miR-676-3p Z J4] 49
A £ A RATHRIE, R IncRNA CASCI11 £ TNBC 2822 ¥ 84 £ ik K -F F % F+ & (P<<0.05) , # miR-676-3p
# TNBC 842 & ¢4 &L K-F FRP<<0.05); iy 2842 F IncRNA CASCI11 84 & & K-F 5k Fi2E . ke
LHA KREEHS ZALHES TNM 5 AR T L E A X (P<<0.05), 3 A& TNM [ B, . TNM [l #12 &
TNM T ~1V# TNBC %% % ,IncRNA CASCI11 & £ ik 45 TNBC % % %4k & B0t A #= £ £ K & 4 8 A 4% In-
cRNA CASCI11 f& £ ik #9 TNBC % %" 2 % 42 (P<0.05) ,IncRNA CASC11 # 48 3F & ik K F 2 TNBC % %
JE R E IR 5 B & Transwell 5225 % 90 T 18 miR-676-3p %t 4% i# 4 IncRNA CASCI11 i /-5 6 27 TNBC
o0 0L 3T A Fedz 2 6 A0 B AE R L ARS8 R E AR 2 £ 3 & W IncRNA CASC11 #& 4% i #% miR-676-3p. #Zif In-
cRNA CASCll ¥y % & kil TNBCH A A K RAA TR TG ETnta £, L% id it A4 miR-676-3p i
% TNBC ety it % Fadd £ .
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The clinical significance of IncRNA CASC11 in triple negative breast carcinoma
and its relationship with miR-676-3p
XU Yang ,PAN Shengnan®
Department o f Medical Laboratory Center , Huai'an First Hospital Affiliated to
Nanjing Medical University s Huai'an s Jiangsu 223300,China

Abstract:Objective To investigate the effect of long non-coding RNA (IncRNA) cancer susceptibility
candidate gene 11 (CASC11) on the migration and invasion ability of triple negative breast cancer (MDA-MB-
231 cell line) and its regulatory mechanism. Methods Quantitative real-time PCR (qPCR) was used to detect
the expression of IncRNA CASC11 and miR-676-3p in TNBC tissue chips;the correlation between the relative
expression of IncRNA CASCI11 in TNBC tissues and the clinicopathological parameters and prognosis of pa-
tients was analyzed. Transwell experiments were used to verify the effect of IncRNA CASCI11 and miR-676-3p
on the migration and invasion of MDA-MB-231 cell line, the regulatory relationship between IncRNA CASC11
and miR-676-3p was verified by qPCR and dual luciferase reporter experiments. Results The expression level
of IncRNA CASC11 was abnormally increased in TNBC tissue(P <C0. 05) , while the expression level of miR-
676-3p was down-regulated in TNBC tissue (P <C0. 05) ; the expression of IncRNA CASC11 in tumor tissue
was associated with vascular invasion,number of positive positive metastatic lymph nodes,lymph node metas-
tasis,distant metastasis, TNM stage and recurrence are closely related(P<C0. 05). Among TNBC patients with
TNM T ,TNM [l ,and TNM ] — ]V stages.the overall survival time and recurrence-free survival time of TN-
BC patients with high expression of IncRNA CASCI11 were significantly shortened (P < 0. 05). The IncRNA
CASC11 expression was an independent risk factor for poor prognosis in TNBC patients. Transwell assays
showed that down-regulation miR-676-3p could reverse the inhibitory effect of IncRNA CASCI11 silencing-me-
diated migration and invasion of TNBC cells, dual luciferase reporter assays showed that IncRNA CASCI11
could regulate miR-676-3p. Conclusion The high expression of IncRNA CASCI11 is closely related to the oc-
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currence,development and poor prognosis of TNBC,and it can regulate the migration and invasion of TNBC

cells through miR-676-3p.
Key words: hepatocellular carcinoma;

migration; invasion
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KR T2 R 2CEGFR-2) 249 4 B Y L g I /-
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PR RNA (ceRNA) HLH I B 3/ RNA(miRNAs) 4
PN W AL IR A A W 2= T Re L Bl 0 IneRNA BCRT1
i miR-1303/PTBP3 i 7 7L I 9 19 2 JB" . In-
cRNA H19 i i W B miR-19b-3p i i ifi 46 20 il 2k 7E
T2 AR 5T AR 3T IneRNA #5858 16 L 9 11
(CASCID) X TNBC 4 fg #k MDA-MB-231 i # il {2
ZE e J1 W 5 e SR EE AL LUy TNBC 1 5 8 Bl
FIHFFEARAL BT T . IncRNA CASC11 WA B
TNBC B 3697 #L 5 MBS b 9
1 #MBE5FE
L1 MR SRR Scs b il A 132 1) TNBC 4
LRI X 27 A 4L cDNA B R [ 18 2R Y
FHEARA A, AR 5 SEERSIT T aEix
AW ARAS A 1F B2 B 018 3 22 Bt 23 i o O 48 5 e
FR G WG R B 77 fh i HBreD132Su07, 835
[ SE L A SR DR A <IN G 1 I == I K o N i
SEH SR RS L e B L TNM 43 91 DL e B 7
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4 Cmimics) /40 4 % (inhibitor) , IncRNA CASC11 %
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long non-coding RNA;
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CASCI11 Fl miR-676-3p 1) AHXF F ik 7K -, A 5% Fr fifi
FHE 5 9F5 L3 1. PCR £l IncRNA CASC11/
miR-676-3p 4 5 W 554 : 95 “C FiiAs P 30 5,95 CASPE
15 5,65 CiB Kk 30s,72 “CHEfH 34 s, 3t 35 MEH .
1.2.4 Transwell 5255 K I 40 i 3T %% M 42 22 66 1
I P A A O S o A K 4 A L R G i 3
FRIENG R A A PR HE K 5 X107/ mL B &, B 250
p L 2RO A B 12N E T (IR 28 55 5 A I 3 il
F/NEREIN AR E R BB AE T2/ E A
500 uL. % 10% FBS () DMEM K323, F 37 C 5%



ElrhEFRE2023F2 A% UEE 41

Int J Lab Med.February 2023, Vol. 44,No. 4

« 471 -

TNBC 40 ffs i& # F0 1= 28 09 0§ /E 1], IncRNA
CASC11 7 i 1 8 %5 miR-676-3p #E 1M /2 # TNBC
4 1) 12 28 FNIE RS BE 7 WL O 2R I AR A SE 35 ) AP T
M IncRNA CASC11 il miR-676-3p 0] HE 47 76 4 il 2
B HJE T A — A B E SE 5 56 IE
2 TR . A5 22 IncRNA CASC11 5 TN-
BC & IKE R K E R a5 % . TNM 5
W12 R DA RO ROBUE A O, A fig R FE 9 5L i T g .
WAL RSP A i S 35 i — 25 R U] IneRNA CASCI11 #]
AEH o 4% miR-676-3p FE AL TNBC 240 My 1) {= 78
AR, H . IncRNA CASC11 1] B8 4 i 8 TNBC
B W FIR T A UL S bR &Y

%k

[1] SIEGEL R L,MILLER K D, JEMAL A. Cancer statis-
tics»2020[J]. CA Cancer J Clin,2020,70(1) :7-30.
BORRI F, GRANAGLIA A. Pathology of triple negative
breast cancer[ J]. Semin Cancer Biol, 2021,72(2): 136-
145.

CAO Y,CHEN C,TAO Y,et al. Immunotherapy for tri-
ple-negative breast cancer [ J]. Pharmaceutics, 2021, 13
(12):2003.

LUO S P, WU Q S,CHEN H, et al. Validation of the

prognostic significance of the prognostic stage group ac-

[2]

(3]

(4]

cording to the eighth edition of american cancer joint
committee on cancer staging system in triple-negative
breast cancer; an analysis from surveillance, epidemiolo-
gy,and end results 18 database[]J]. ] Surg Res,2020,247
(2):211-219.

HE L,WICK N,GERMANS S K,et al. The role of breast

cancer stem cells in chemoresistance and metastasis in tri-

(5]

ple-negative breast cancer [J]. Cancers, 2021, 13 (24) .
6209.
DEEPAK K G K,VEMPATI R,NAGARAJU G P,et al.

Tumor microenvironment: challenges and opportunities in

[6]

targeting metastasis of triple negative breast cancer[]].
Pharmacol res,2020,153(2):104683.
[7] MIRZAEI S,GHOLAMI M H, HUSHMANDI K, et al.

(8]

[9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

The long and short non-coding RNAs modulating EZH2
signaling in cancer[ J]. ] Hematol Oncol.2022,15(1);18.
LIANG Y,SONG X, LI Y,et al. LncRNA BCRT1 pro-
motes breast cancer progression by targeting miR-1303/
PTBP3 axis[]J]. Mol Cancer,2020,19(1) :85.

ZHANG R, PAN T, XIANG Y, et al. Curcumenol trig-
gered ferroptosis in lung cancer cells via IncRNA H19/
miR-19b-3p/FTHI1 axis[ ] ]. Bioactive materials, 2022,13
(1) :23-36.

MEHRAJ U, MUSHTAQ U, MIR M A, et al. Chemo-
kines in triple-negative breast cancer heterogeneity: New
challenges for clinical implications[ J]. Semin Cancer Bi-
01,2022,86(2) :122-125.

CAPIK O,SANLI F,KURT A,et al. CASC11 promotes
aggressiveness of prostate cancer cells through miR-145/
IGF1R axis[]J]. Prostate Cancer Prostatic Dis, 2021, 24
(3):891-902.

LUO H,XU C,LE W,et al. IncRNA CASCI11 promotes
cancer cell proliferation in bladder cancer through miR-
NA-150[J]. ] Cell Biochem,2019,120(8) :13487-13493,.
TONG W.HAN T C,WANG W.et al. LncRNA CASC11
promotes the development of lung cancer through targe-
ting microRNA-302/CDK1 axis[ J]. Eur Rev Med Phar-
macol Sci,2019,23(15):6539-6547.

JIN J,ZHANG S, HU Y, et al. SP1 induced IncRNA
CASCI11 accelerates the glioma tumorigenesis through
targeting FOXK1 via sponging miR-498 [ ]J]. Biomed
Pharmacother,2019,116(1):108968.

CHENG N,WU J,YIN M,et al. LncRNA CASCI11 pro-
motes cancer cell proliferation in hepatocellular carcinoma
by inhibiting miRNA-188-5p [J]. Biosci Rep, 2019, 39
(4):20190251.

YU Z,ZHANG J, HAN ]. Silencing CASCI11 curbs neo-
natal neuroblastoma progression through modulating mi-
croRNA-676-3p/nucleolar protein 4 like (NOL4L) axis
[J]. Pediatr Res,2020,87(4) :662-668.

(i H 19 :2022-06-23 &8 H #5:2022-11-28)

(3555 464 30

[13] SCHNEIDER S,KADLETZ L, WIEBRINGHAUS R, et al.
PD-1 and PD-L.1 expression in HNSCC primary cancer
and related lymph node metastasis:impact on clinical out-
come[ J |. Histopathology,2018,73(4) :573-584.

[14] YANG F.ZENG Z,LI J,et al. PD-1/PD-L1 axis, rather
than high-mobility group alarmins or CD8" tumor-infil-
trating lymphocytes, is associated with survival in head
and neck squamous cell carcinoma patients who received
surgical resection[J]. Front Oncol,2018,8(1) :604.

[15] TANG M L,BAI X J,LI Y,et al. MMP-1 over-expression
promotes malignancy and stem-like properties of human
osteosarcoma MG-63 cells in vitro[ J]. Curr Med Sci,
2018,38(5) :809-817.

(167 BAT S, M We A XU IR UR » S5 Jiod 1a) J5i 40 it ok 11 s 9 46 R

[17]

[18]

[19]

[20]

A58 2 Je () ). 15 A IS 2 B 2% 4 - 2019, 25(7) : 552-556.
LD T E . A F 37 7RSS G
BEPMREIRALSEREREAN-S. EREEEA
FiE-9 | IG5 PN R A K B B AT 9 P A0 1) 6 B 1 RD Y
KR P EDARR 2 E,2019,29(14) :1728-1731.
e FE A S A B M 45 miR-134 88 i) 3 i 4 IR 2R
1Sk oG 98 200 0 A 8 LR T IR ZE AR RS s [T . E R
P2 ,2021,50(22) :3793-3796.

IR IR KR, T4 W 1k 2B (5 98 26 il ifs IR R A
&i’ﬁ)ﬁﬁﬁﬁ[]].iﬁﬁ#ﬁﬁ%&,wzozo 35(6):1005-1009.
s BOB W o B V) G B M S WK R S B L
B sk /2 R e R R L] o E PE R, 2019, 28
(8) :36-40.

Gl B #1.2022-08-11 &[0l H #.2022-12-21)



