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HE Z AR AR T 0 A48 % 6 FF) R 4 £F2(seizure-related 6 homolog like 2, SEZ6L2)% il 8% J&
(lung squamous cell carcinoma, LUSC)%m 2 6938 78 5 78 1= 69 % v A FL B 2 69 VB AL, 2 AR R
) % J2 A ) 48 B 44 4535 & (The Cancer Genome Atlas, TCGA) A7 SEZ6L2 72 /it 8 J& 4B 47 7 6 R A
Dy KA B i 4% 5k IR A B 4% X R AL (real-time reverse transcriptase-polymerase chain reaction, RT-
qPCR)#A=%& & Ji ¥7 ik 7% (Western blot)#& ] iE % A X 2.4 £ & 28 . BEAS-2B A= i 8 5% 4m it (NCI-
H520. NCI-H1703. SK-MES-1)% SEZ6L2& A 1 sL; KA RT-qPCRA=Western blot# | SEZ6L.2 44
PAFE; RFCCK-8. EdUS &5 Fo il 50 1 52 3] 4n JO3E FA/K-F; R 20 e X R AR 22 S oAl
M) 28 AR AL K -F A2 258 ) KRR AKX 28 e K A= Western blot# ) a fieL /8 = 7K -F- AR T-48 % & € 49
FARRT; 15 8h I E &£ A5 % 7 (gene set enrichment analysis, GSEA)4K 1, 21 SEZ6L2Ax tm 9]
F R (extracellular matrix, ECM)-Z 413 5 F 895 &45 50; 14 B linkedomicsA= 2 T A B & A K-FAA 49
LA X H7-F 6 (gene expression profiling interactive analysis, GEPIA) 2 #7SEZ6L25 ECM-% &1z 5
% & #4-Z% B3(integrin beta 3, ITGB3). #-&-% B6(integrin beta 6, ITGB6). #-&% o3(integrin alpha
3, ITGA3)#) % % ; X/l Western blot# ITGB3. ITGB6. ITGA3R & T iz 5 & & BB (L5: % 5t
% B4 (phosphorylated focal adhesion kinase, p-FAK). p-SRC. FAK. SRC#) &AM, ZATELEIN,
TCGA$KIE & 2 = SEZ6L2AE M 8 95 4B 4R F 64 R GK K3 . B R K K-P A HLUSCE & e M £
5BEAS-2B#H b4, SEZ6L2& K FE/f 8% 9% 48 I NCI-H520. NCI-H1703#2SK-MES-1%¥ % 3% tif, A
AENCI-H170340 6 £ 5 K-F &G, Bk, RENCI-H1703% MG 4 A 5. #ESEZ6L24 T i
Ji ¥, SEZOL2 42 si-SEZ6L2-340 % A /KT FAK, £ Ik F45 0946 L3 %, B ik 45si-SEZ6L2-3(vA
T R AR A si-SEZ6L2)#AT /B 5. TIMSEZ6L2R A JE , 5 si-NCRILANCI-H1703 a3 74 . it
# Aotz 2KF T, AT KF EH, 428 % & Baxfecleaved caspase3 & X K-F3¢hm, AT EE
BCL2 & A K-F T, ECM-Z 44812 5 &G 1TGB3. ITGB6. ITGA3Z & T #1435 & & p-FAK. p-SRC
RIAKF TR, ZAAFd, SEZ6L2IEILECM-Z AAZ 59 9 Al 85 % m e 38 74, 245, &A=
A,
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Abstract This study was designed to explore the role of SEZ6L2 (seizure-related 6 homolog like 2) in
the proliferation and apoptosis of LUSC (lung squamous cell carcinoma) cells as well as to investigate the hidden
mechanism. This study used TCGA (The Cancer Genome Atlas) database to analyze the expression of SEZ6L2 in
LUSC tissues. The expressions of SEZ6L2 in normal human bronchial epithelial cells BEAS-2B and LUSC cell
lines NCI-H520, NCI-H1703 and SK-MES-1 were detected using RT-qPCR (real-time reverse transcriptase-poly-
merase chain reaction) and Western blot. Following the construction of SEZ6L2 interference plasmids, cells were
divided into Control group, si-NC group and si-SEZ6L2-1/2 group. The transfection efficiency of si-SEZ6L2 was
examined with RT-qPCR and Western blot. The cell proliferation was detected using CCK-8 (cell counting kit-8)
assay, EdU (5-ethynyl-2’-deoxyuridine) staining and colony formation assay. Cell migration and invasion were de-
tected using wound healing and transwell assay. Cell apoptosis and apoptosis-related proteins were detected using
flow cytometry and Western blot. With GSEA (gene set enrichment analysis) database, the enrichment of SEZ6L2 in
ECM (extracellular matrix)-receptor signaling was detected. With linkedomics and GEPIA (gene expression profil-
ing interactive analysis) databases, the relationship between SEZ6L2 and ECM-receptor signaling proteins ITGB3
(integrin beta 3), ITGB6I (integrin beta 6) and ITGA3 (integrin alpha 3) was detected. The expressions of ITGB3,
ITGB6, ITGA3 and the downstream signaling proteins p-FAK (phosphorylated focal adhesion kinase), p-SRC, FAK
and SRC were detected using Western blot. The present study found that according to TCGA database, SEZ6L2 ex-
pression was upregulated in LUSC tissues and SEZ6L2 upregulation indicated poorer prognosis of LUSC patients.
Compared with the BEAS-2B group, SEZ6L2 expression was significantly increased in LUSC cells NCI-H520,
NCI-H1703 and SK-MES-1. SEZ6L2 had the highest expression in NCI-H1703 cells and thus NCI-H1703 cells
were chosen for following experiments. Following the construction of SEZ6L?2 interfering plasmids, it was found
that SEZ6L24 had the lowest expression in si-SEZ6L2-3 group. Therefore, si-SEZ6L2-3 (hereinafter referred as si-
SEZ6L2) was selected for following experiments. After interfering SEZ6L2 expression, NCI-H1703 cell prolifera-
tion, migration and invasion were decreased, cell apoptosis was increased, the expressions of pro-apoptotic proteins
Bax and cleaved caspase3 were increased, anti-apoptotic protein BCL2 expression was increased, the expressions of
ECM-receptor signaling proteins ITGB3, ITGB6, ITGA3 and the downstream signaling proteins p-FAK and p-SRC
were decreased when compared with the si-NC group. It can be concluded that SEZ6L2 regulates the proliferation,
migration, invasion and apoptosis of LUSC cells through ECM-receptor signaling.

Keywords lung squamous cell carcinoma; SEZ6L2; ECM-receptor signaling; proliferation; apoptosis

HRAE 20205 4 BRIEIE R, it & 2 BR A
(R I 2 — , A AR AH G T () 32 S R T,
Jiti %R 41 9% (lung squamous cell carcinoma, LUSC,
FET AR e ) A2 A /N4 B it (non-small cell lung can-
cer, NSCLC) ' — iy ILAGZH L2 A, 25 45 17%,
RERNEFAR, BUT HI7. SZinyr Mt m 2
IR TT TR IR UG B R SEA, {HLUSC /& %
(RIS S AEAF AT IRRAR, IUN4%~17%4 . R, 4k
SEPRZRLUSCHE TE I 40 A2 R L], 34587
(RIS R ) A b B e B L

S AH 5% 6 [ JR P FE 2 (seizure-related 6 homolog
like 2, SEZ6L2)& —Fh 3= Z4E KJixirh R iE 1 1 1485
fREH, J& TSEZ6 KR, % XK R L #5SEZ6. SEZ6L

MISEZ6L2P, HF 58 RN, SEZ6L2AE —Heyi vhd FE 6
ik, I H ] LUBK ) i 6 (5] 59 S0 A0 45 B ) ) gk
JEST, teAb, SEZ6L23%1K /K PAE i 41 i 2 Hh 2 4
I, SEZ6L 215321 (¥ il 58 355 1) A= A7 ) ) B 4, 3% A
SEZ6L27] fig /& it i) — P TiUE An . LA 1)
W 5t 2 78 F BUSEZ6 L2444 347 V6 97 W] 40 | SEZ6L2
ek, [F)INF G b 10 i) s Jt e ek 9o 3K %2 4 L %) T Y,
KSEZ6L21E it o] LURIE/E R {HJ2, SEZ6L2
FELUSCH (A 1 AN 28 o e ik 25 D] 40 1] 1% (The
Cancer Genome Atlas, TCGA)¥i & W7, SEZ6L21E
LUSCHH 2R k7K F 38 n, H Rk 7K P = LUSC
BEMEMZE, B A S — B 5K SEZ6L21E
LUSCHH L H (1) 3238 S i EH
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AR, AHIF T AE B AL DR ' 5250 BT (gene set enrich-
ment analysis, GSEA)J7 %, K MSEZ6L2 3 %25 5 AL
2 it 40 3 I (extracellular matrix, ECM)-52 4415 5 .
HHEFTUESE, ECM-3218615 52 5m A ¥ 5E . 1=
AP TN, 5 b AR B AW FUSEZ6L27E 75 7] iE
HIHTTECM-32 1445 52 5LUSCHI K et e .

1 #RFFGE
1.1 ApaFnEERF

AW FCAE R IR ON SR B 4 i BE-
AS-2B(Cat.No.iCell-h023). i Ja 40 Jifl % NCI-
H520(Cat.No.iCell-h238). NCI-H1703(Cat.No.iCell-
h262). SK-MES-1(Cat.No.iCell-h192). BEAS-2B
i il & ] 15 9% % (Cat.No.iCell-h023-001b). NCI-
H52041 i % F 35 95 % (Cat.No.iCell-h238-001b).
NCI-H 170341 Jits & F % 7% £ (Cat.No.iCell-h262-
001b). SK-MES-14H 1% H 3% 7% % (Cat.No.iCell-
h192-001b)35 0 H i 28 71 0 A= W0 AR I 4 A B
AT si-SEZ6L2-1/2/3 si-NCHIR T b i 75 ¥
il 25 $: AR 45 BR 2> 7]; Lipofectamine 20001 77| £ 55
— BEcDNAA A% R 7 & (Cat.No.SH30538.02) H
FEBR R R B (P ED) A R 2 7] CCK-8ik5 &
(Cat.No.A311-02) [ e 3% v ME B AL VR It
PR A 7], EdUZE 4 4k 71 £5(Cat.No.C0071S)FIRIPA
ZL#RW (Cat.No.POO13B)I H Fifg 35 2 KA HAR
H IR 7] ; TRIzoIRF] (Cat.No.15596026)14 [H 5
InvitrogenA ] ; % 5E B A & (SYBR Green;
Cat.N0.04913914001)%4 H Roche 2~ H] ; ECLAL &
JE (Cat.No.180-501)14 H Fig K AERHE AR A A ;
SEZ6L2(Cat.No.19428-1-AP; 1:1 000). BCL2(Cat.
No.68103-1-Ig; 1:2 000). Bax(Cat.No0.50599-2-Ig;
1:2 000). caspase3(Cat.No.19677-1-AP; 1:500).
ITGB3(Cat.No.18309-1-AP; 1:1 000). ITGB6(Cat.
No0.28378-1-AP; 1:500). ITGA3(Cat.No0.21992-1-
AP; 1:5 000). FAK(Cat.No.66258-1-Ig; 1:2 000)-
GAPDH(Cat.No0.60004-1-Ig; 1:50 000)4i & 11
ECN = 8 A W)+ R BRAF; cleaved caspase3(Cat.
No.#9661; 1:1 000). p-FAK(Cat.No.#3281; 1:1 000).
p-SRC(Cat.No.#2105; 1:1 000). SRC(Cat.No.#2108;
1:1 000)344 H 3£ [F Cell Signaling Technology /A 7 ;
i %IgG H&L(Cat.No.A21020; 1:10 000)I4 F .}
KAE ARG R A .

1.2 5%

12,1 @i HIEE ANRE LEYIlBEAS-
2B fi % 98 41 i) 2 NCI-H520. NCI-H1703F1 SK-
MES-1& T 10% FBSHUW P FIDMEME; 773 1,
B FEARIRE N3T °C, {8 N5% COs.

122 @mfpi#fratn BAKRSRIFICAR
15 90% 1 NCI-H170341 il , #:FT 64LAR (5107 4L)
Ho AR 5 B G R & U W] U7 %, ¥si-NC. si-SE-
Z6L2-1. si-SEZ6L2-2Msi-SEZ6L2-35 5% Yt ZENCI-
H1703 40 M, I8 353 3 i 42 28 B M6 HE2H (si-
NC). si-SEZ6L2-141. si-SEZ6L2-24 . si-SEZ6L2-34H,
RAEAT A b B FINCI-H 170341 g 12 9 %} 1 (Control)
. FrEitgeas him, WM T 5 82505 si-
SEZ6L2-11) % 4 ¥ % NF: 5'-ACG ACA ACU GUU
ACC ACU ACG TT-3', R: 5-CGU AGU GGU AAC
AGU UGU CGU TT-3'; si-SEZ6L2-2111%% YL 751 N F:
5'-CAU GCU UGG AGA AGG ACA AGU TT-3', R:
5'-ACU UGU CCU UCU CCA AGC AUG TT-3'; si-
SEZ6L2-3 /) %% 4L ¥ 5] NF: 5'-CGC UGG AUG AGG
ACA AUG ACC TT-3', R: 5'-GGU CAU UGU CCU
CAU CCA GCG TT-3; si-NCIH# 4«5 41 NF: 5'-UUC
UCC GAA CGU GUC ACG UTT-3, R: 5-ACG UGA
CAC GUU CGG AGA ATT-3',

123 oAt i# 4 TR AB4E X R (RT-qPCR) i
FATRIzolis 71 I\ 4H P A 1 $2 HUELRNA, #50.15 pg
) M RNAF] ] 55 — BEcDNAS Bk 7) & il 8 5t N
cDNA. ffi FISYBR Greeni#t 47 PCR % N, GAPDHAE
ANWNHE S, 1854 95 °CHIZE 10 min; 95°C
15 s, 60 °CiR K30 s, 72 °CIEMH30 s, FL40TE
o ff 20 BIE R AR X Rk & . SEZ6L21H) 5
W 51143 5 NF: 5'-CCA GCC CAG TTC TGT GTA
ATA A-3', R: 5-GGG TAG ACA TGG ATG CTG TAA
G-3', p-actint] 51 ¥ ¥ 51 73 5 NF: 5'-CAC TCT TCC
AGC CTT CCT TC-3', R: 5-GTA CAG GTC TTT
GCG GAT GT-3',

124 %@ R EPidik(Western blot) {3 FIRIPAZLAR R
LA S S B S, FIBCATR &l e 85
WIE . Al 10% SDS-PAGE% 2 £ A B FE i (40 png))a,
HLVK % ZPVDFIE b o 5 5% 00 28 45 = 5 4
M1 hJG, kS —Pifed cC P E R, 5 9=
% 530 min. f#HECLIFIHEAT B8, HImagel
G3 BT R A R SR AT K FEAE B
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1.2.5 CCK-8%:3  HNCI-H170340 i T964L
R@*10°4 /L) 3 B T 85 F= 48 h 55 9524 he. B AL
HFOIMA10 pL CCK-8F MR G, Mgk 245 971.5 he fi
FHEGARAXAEA50 nmAb I E WO FE(DYE, e B =
Ko

12,6 EdU$ &% KNCI-HI70340 0 T-640
BRG>10°AN/AL), =R F & I ABJUR G,
X 2 O 4k 2 55 52 he 8 A% % 5 I U ] A
215 min, 0.5% Trion X-10072ZE 41115 min. 1% i
TP U, I Click ) N e, 41 ALE'E % & 30 min.
ARG, i 96 B AU A iR AT HA G, A5 B Tmage]
AP AT 4347 o

1.2.7 @@ o525 BENCI-H17034H Mo b0 21 35
FRML AT R 77, MR2~3 K — K R, {E55 9%
LA H 300 PR RT D0 9% 240 o o Bt i 2 B 8 2R, 1 P
4% 2 5 H I = 3 18] 7 41 B30 min, FHO.1%45 i 45 4
430 min, XF G0 5 ) 5 B 40 AT TR B2
128 @mfeXR%EE  BNCI-H170340 R 16
FLR(GS*10°A /L), B THFMETHE 12 he 44
JeL R 55 S B80T, A5 K BT JiT 1) W Sk £ 15 08 B
(AR | R 2, PBSIR e 45 T 1 240 a6k kAT 40
8, INONTE M35 15 72 4, k8215 3224 h, TG A TH)
P BT

129 @miefz & %% HNCI-H170340 f 45T H
MatrigelJi i i FALEE Y 1 22 (13 10°A4/4L)H, K5400 pL
TH10% FBSHISS TR N %=, B TR 248 35
7724 ho i 4% 2 5 W = Ui 5] 52 414920 min, 0.1%
S5 ER gL (010 min, o, A B R AEM 8415 28 41 i
1210 AX@mieR  HH0.25%E A B HENCI-
H170341 21 min/&, BA1 000 xg%% 1% 2% 5 55025 min.
5l FF T4 60 B 2 5 22 b 2 3L 5 /K 0 40 i 30 AT 1 5%,
SR FH 1< &5 A 2 i EE B 4T« BL100 pL 4 i 237K,
55 uL Annexin VAT10 uL PIZ R #E I E 15 min/a,
ff FHFACS Caliburii =40 AR U 41 H 8 727K F
1211 B FESH MAHTCGARHE % (http:/gepia.
cancer-pku.cn/detail.php?gene=SEZ6L.2) ) #t SEZ6L2
A fit 6% 9 20 23 b B SR AA S L 5 i Bl linkedomics #l
BT R R KA 1) 28 B °F 6 (gene ex-
pression profiling interactive analysis, GEPIA)%;#t
SEZ6L2 5 ECM-ZM5 S HH K R ; GSEARMH
T HTECM-3Z KXt SEZ6L2 1) & 42 FE T

1212 St F a8 SRInEE DL Bebr o 2=
(x£5)# 7R, 14 F GraphPad Prism 8.0% 1% £ 4z it 47
Giik2E o, BIRE T ESER T 2 AR i, i
18 F Tukeyfar 56 77 L #EAT R 56 P<0.05K W] % 7
CENEES -9

2 #FR
2.1 SEZ6L27E Bz A LR A4 AE 2 Fh p Tk 7K
30

MR YETCGARLHE i 07, SEZ6L27E Jili 5 3 4H 23
HRERIR AR N, H AR KPR = LUSC R 3 T 5
Z(K1A). i HHRT-qPCRAIWestern blotfil] SEZ6L2
TEIEH N SR b R 2 B 0 il % 98 48 i 35 Hp () %
15, 45 R R I, SBEAS-2B HE4%E, SEZ6L2 ) mRNA
FER [ 3Rk /K P 78 il 8 98 41 il /R NCI-H520. NCI-
H1703F1 SK-MES-1+ &2 Fifl, HAENCI-H1703
Yl i e IE K T e (K 1B), 257 B 425 X
(P<0.05, P<0.001). Kk, HEPENCI-H170340 8 T
2.2 FISEZ6L24NHI Btz 20 B 58

M SEZ6L2W TPk fa , ¥ NCI-H1703 41 /il
K A2 % A (Control) . BHPEXT HRAH (si-NC)
Hisi-SEZ6L2-1/2/34H . i H RT-qPCRA Western blot
R T F 2R KB, 5 Control 4 EL#E , si-NCZH
SEZ6L2 [ HRIE /K LR 257 5si-NCA L
57, si-SEZ6L2-1. si-SEZ6L2-2H1 si-SEZ6L2-3%H v
SEZ6L2 ) mRNA I & [ ik K-35 i 3 BRAIK, &
B Jo kLA 2 B 8, HLAEsi-SEZ6L2-34H v 32 3% /K P
& K(E2A), %2 5 B A g1t % & L (P<0.001).
I, 3% $Esi-SEZ6L2-3FH T 5 22 52 56 (LA T 1 R Aysi-
SEZ6L2). K CCK-8%MSEZEL2Huxt i i e 4
LS J 50 . g5 K W], 5 Control HAH L, si-NC
2w it e 40 RLYE 70 6 B R Ak Ssi-NCHL B8R,
si-SEZ6L22H v fii i e 4 a3 77 ¥ 3% PRI (&12B), %
S BAH G L (P<0.001). EdUY:{f Sz56 45 )
F M, 5 Control4LAH EL, si-NCZH A it ik Jess 201 Jfa 38 5
AP TE I B ARk, Hsi-NCALEL#E, si-SEZ6L24H v fii
fife e 210 PR 14 B 7K P 2 3 PRAR(B12C), Z R BB Giit
R (P<0.001). SebEsSIn g R, 5 Control4l
FH L, si-NCZH A il 5% 8 40 il 48 V& T 1K 1 T B 2
Ak 5si-NCZH EL#E, si-SEZ6L24H H fi i 20 o 42
I KT B 2 FR(E2D), 57 B A gt E L
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A: TCGAXUE 43 W SEZ6L 24 Jili i g 2 4 h [ 3235 . B: RT-qPCRAIWestern blot) HTSEZGL27E i i i 40 it v (1) 323k . *P<0.05, ***P<0.001,

5BEAS-2B4 L%

A: the expression of SEZ6L2 in LUSC tissues was analyzed using TCGA database. B: the expression of SEZ6L2 in LUSC cells was detected using RT-
qPCR and Western blot. *P<0.01, ***P<0.001 compared with BEAS-2B group.

Bl SEZ6L27E R8s LA LR FN2HAR Z T A FRIE /K T8 0
Fig.1 SEZG6L2 expression was upregulated in LUSC tissues and cells

(P<0.001).
2.3 FILSEZ6L24NH i iz 2R B AR 25

Y P B R0 AR 28 A2 e O B RS I AN
T AW 5T R F 20 K IR 52 360 A6 Il si-SEZ6L 2% fi
i A0 I A KT s, 5 SR 3R B, 5 Control 4141
bt, si-NCZH H il 6 3 40 f 3L #8 /K P BB A2k 5
si-NC41 b 4, si-SEZ6L 22 v fii i Je 41 i 3T £% /K °F
o PFAREBA), 25 B A g1 = L(P<0.001).
Y (2 2B 550 45 R I, 5 Control A LE, si-NCZH
Hh it 5% et 401 B 12 28 RE 0 T B R AR 4L Hsi-NC4L L
5%, si-SEZ6L22H A Jifi i 9 40 i 1= 2% g ) 2. 35 PR (B
3B), &R A G L(P<0.001).
2.4 FISEZ6L2{R 3Btz Zmp R T

S F I 2R 48 AR AR W SEZGL 2T #t %o it % g 4]
JOJE T i s, 45 SRR B, 5 Control 41 AH L, si-NC41
i i i e 4 LR T2 /KSR B AR A si-NCAL LR,
si-SEZ6L 24 v fili e A AR R T2 /K7 B2 3 _ETH(EI4A),

2= 5 B 481t 5 B L(P<0.001). K i Western blot#:
MPATA S E MRS, 458K, 5 Control HAHEL,
si-NCZ1#'BCL2. Baxflicleaved caspase3/caspase3 7
BTGB, Ssi-NCHLLEL, si-SEZ6L24HHBCL2
Ik K22 N FE, BaxHll cleaved caspase3/caspase3
RIEKFEZM(E4B), ZREG G E X

(P<0.001).
2.5 TFILSEZ6L24NH| it 4 A P ECM-Z K15
SEBRIE

WESAFTR, 58 GSEABAE S HT, KL
SEZ6L2'E $£1E ECM-Z {5 5, P<2.2x107',
FDR<2.2x107'°, linkedomicsf1 GEPTA ¥4k /% & 7~
SEZ6L25 ECM-32 1415 ‘5 & H ITGB3(linkedomics
Bd E &ox R=0.31, P<0.05; GEPIA%#E FE R
R=0.35, P<0.05). ITGB6(linkedomics¥(# % &7~
R=0.23, P<0.05; GEPIAZf & {7~ R=0.19, P<0.05)+
ITGA3(linkedomics % #& i \& 75 R=0.27, P<0.05;
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A: RT-qPCRH Western blothiillsi-SEZ6L2WI T3 . B: CCK-8SE5 A A0 HiE 1 . C: EU 4 S0 A I A0 B G HE 7K - o D: b b S0 4G D48
TR Ko ns: 7 ANEZ, 5Control4L HLEE . *#%P<0.001, Hsi-NCALHLE .

A: the transfection efficiency of si-SEZ6L2 was examined with RT-qPCR and Western blot. B: cell viability was detected using CCK-8 assay. C: cell
proliferation was detected using EdU staining. D: cell colony forming ability was detected using colony formation assay. ns: not significant compared
with Control group. ***P<0.001 compared with si-NC group.

B2 FHSEZ6L24NH| &%z 4 ARG TE
Fig.2 SEZ6L?2 silence inhibited LUSC cell proliferation
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Control si-NC si-SEZ6L2
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(= — e =]

393
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Cell migration rate /%

(=1

B)

Invasion cell number
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A: LUSC cell migration was detected using wound healing. B: LUSC cell migration was detected using transwell assay. ns: not significant compared
with Control group. ***P<0.001 compared with si-NC group.
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Fig.3 SEZ6L2 silence inhibited LUSC cell migration and invasion
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Fig.4 SEZ6L?2 silence promoted LUSC cell apoptosis
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A: the enrichment of SEZ6L2 in ECM-receptor signaling was analyzed with GSEA software. B: the association of SEZ6L2 with ECM-receptor signaling
proteins ITGB3, ITGB6 and ITGA3 was analyzed with GEPIA database. C: the expressions of ITGB3, ITGB6, ITGA3 and the downstream signaling
proteins p-FAK, p-SRC, FAK and SRC were detected using Western blot. ns: not significant compared with Control group. **P<0.01, ***P<0.001 com-
pared with si-NC group.
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Fig.5 SEZ6L2 silence inhibited ECM-receptor signaling protein expression in LUSC cells
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