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&5 KT SOX4 J4#5: Beclinl
yhesLONE LR AN N R DR RS LS AL O

058 T = = 1/ A
(#iz & RABRARERMNBFA, L& K5 830000)
BE BR WRAMNEX Y HER R T 4(S0X4) JA45E B WX/ (SCLC) 4 i ALl ik DTk
RNA (siRNA) /-S54 A SCLC 4 /ifs 22 NCI-H446 4 fiti %) SOX4, RT-qPCR Fll Western blot #5134 siRNA J5 NCI-H446 ZJif1
H SOX4 [k, AIISZER 4 J XF BB si-SOX4 4] .si-SOX4 + oe-Beclinl 41 .oe-Beclinl 41, Western blot ;i 44320 41 g H 1
EAHCHE M 1 824 3(LC3) -II/LC3- | (FRIBZ L Beclinl f p62 MFRIE, ¢ 3 R 5 2 8 5200 i 4 4 )53 S s L it i€ PCR
(ChIP-PCR) SZH il SOX4 X Beclinl (1% SR AEA o, CCK-8 YEAGIM 454 AL AN MG S RE T7 o I 2 L ARG 00 45 43 2 4 e o7
T3, Transwell STR K > AN MLAT RS 5122808 11 SR SXTHRAA K si-NC 4 L4, si-S0X4 2] NCI-H446 41 jifi v SOX4
mRNA FI#E 2B T (P <0.05) ,LC3- 1 /LC3- T & 13835 H 2R Al Beclinl £ [R5 TR (P <0.05) ,p62 HHRIETHH (P <
0.05), si-SOX4 214 Beclinl WT A28 M FHE AL T si-NC 41 (P <0.05) ; Anti-SOX4 41 Beclinl Ji3 2l FH % 5 42 FRBF 5
F Anti-IgG 41 (P <0.05) , 5%F A4 b4, si-SOX4 21 NCI-H446 41 5 75 PE A% AR TSR o T80 B A 88 Bt
WP (P <0.05) ;5 si-SOX4 4 Fb4, si-SOX4 + oe-Beclinl 41 NCI-H446 4l 4 LC3- T /LC3- T & 4 3235 bR Beclinl % 4 32
AT p62 IR T B[R NCI-H446 4088 55 1% PE T = AR T 28k R 4 B MR 228 B3 (P <0.05) . &
i FUE SOX4 Wi I Beclinl FEakRAmifil A W, KAk NCI-H446 4 ss s vk, Ik 40T A 5 R 2% .
SR N PR P XY HERE SRR T 45 B M BEE 108 R 28
hESEE R734.2
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PR E XY HEFE 5% K T 4 (sex determining
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related to inhibiting TNF-o/NF-kB p65 signaling pathway, reducing neuroinflammation, and improvement of blood-

brain barrier permeability.
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SCLC iy 4 M i AR R AR B W . SR T, 56 F SOX4
5 SCLC H ) BLARME FI B LR 1 AN B f . i 0E 5T 1
TEFRTT SOX4 X SCLC Mk 1k 1y 5 i S HR 1 11
HLA, LA SCLC BB 16 7 S 0T i JEL i

1 #MR5ETE

1.1 EEMB SCLC 4ifg & NCI-H446 Wy H LifF
ARk B 5 6 20 PR, 6 A 10T I B R IR
AusGeneX A&, RPMI-1640 3535 300 B I TR
HAEY R A R 2\ 5], Lipofectamine 2000 F1 TRIzol
IRF A B £ [E Thermo Fisher /2 #],2 x BalbScript
Ist ¢cDNA Super Mix #1 BalbScript SYBR Two-Step
RT-qPCR Kit W 5 4t 50 A EIR R A R A |, BCA
HE FUE s & B A KRR AR, %
D ZR Tl A A PR ARG I 37 ) B M 2 2 1 B R
BA R A, Al G 60,57 5 52 HE T TE ( chromatin im-
munoprecipitation , ChIP) 33 & W B L FH 7 549
B AR F], CCK-8 i 7 &1 Annexin V-FITC/PI
PR &I B VLI A P BOR 22\, 25 5 58 L v
B FFEPHE AR R ), Bk SOX4 (LC3- 11 .
LC3-T . Beclinl , p62 . GAPDH , IgG %5 ¥l B 2 [H
Abcam /7], siRNA SOX4 (si-SOX4) siRNA [H 4%
MR (si-NC) K51 ¥p s i Bl e TAY) TRAF G
B, 33 F2 15 Beclinl Z {4 (oe-Beclinl ) | Beclinl 4=
RI(WT) FZEAZRL (MUT) JSORL ) AS ey ) 1 308 AR

YR A F5E
1.2 Fik
1.2.1 wmfpssiki ol % NCI-H446 4ifify

BTN, Z A5 37 C 5% CO,, 4 i
NS I & 10% i 4 L7 19 RPMI-1640 1533k, 1F
AR K 2 80% Rl BEI , PBS ik, fi A £L 1 x
10° A1 HEREFP & 6 FLAR, B 0640k 3 4Lk AT 5K
5, ALFE XS BRAH si-NC 21 (%Y si-NC) si-SOX4 2
(et si-SOX4) . 57300 4 A AT 925, A 45 ) IR
2H si-SOX4 2H (LY si-SOX4 ) . si-SOX4 + oe-Beclinl
2H (55 YL si-SOX4 F1 oe-Beclinl ) oe-Beclinl £ ( %54t
oe-Beclinl ) , 2% Ff Lipofectamine 2000 #f 47 4 il 5%
G, ¥ IR B B 2D TR

1.2.2 s8¢ 3 % &£ % PCR (real-time fluorescence
quantitative PCR,RT-qPCR)  TRIzol 42 BUA [A]4b
RIS B NCI-H446 4i g & RNA | 33 5% 5% 7k 5 il eD-
NA, #R#E BalbScript SYBR Two-Step RT-qPCR Kit
VLA 0E 17 %€ Y6 E &, ) GAPDH /E Ry N 2 3L A,
Y B ES DI 2 x SYBR qPCR SuperMix

10 pl, BWEGI AR RS 19045 1wl eDNA 1 pl g
fifg 7K #b 2 20 wl, R E WAL Y AR Y :94 C 5 min,
TEH 1 ;95 C 15 5,60 °C 1 min, /¥ 38 K.
274 A B SOX4 [ mRNA A X 3% 1% . SOX4
B4 F 1 5'-CCAGTTCTTGCACGCTGTTT-3',
W B ¥ %] 5'-TGTTGCAAGGTAGGAAGCCA-3';
GAPDH L8| #1351 5’ -GCACCGTCAAGGCTGAG-
AAC-3', F 8 9 51 5'-ATGGTGGTGAAGACGC-
CAGT-3',

1.2.3 Western blot 23 YgE AR A 5 1) NCI-
H446 211, >R S8 48 0O 40 29 40 i B 2 1,
BCA 0 Hk B 5 , AT 2% Wik, 100 °C 259
H AT, 7€ 10% SDS-PAGE &E AL Hom A 5§
A, BRI EREE RN R
JE, 5% MRG0 R A o B AR, & AR IR 75 1
h, fE4 CIEBE SSRGS —Hr(1 < 1.000) 3
FE I, TBST PRRSE, 2 T P I 5 s B )5 1) —
Pr(1: 1000)HhEF 2 h, TBST PEAE, it A ECL, 7£
BEE RS R 50 T Rl 8 1 4%y, 5 Image J 3004043
B W H SOX4  LC3-11 \LC3- 1 . Beclinl ,p62 ¥
JRFEAR, I H AR ek &

1.2.4 RhRFHREARNEE M Beclinl WT
F Beclinl MUT %% 3 g #f¢ 2 56 B i, f NCI-
H446 445 18 2 x 10° AN EF0 T 24 LA, 4
Lipofectamine 2000 5], ¥ si-NC . si-SOX4 43 51| 5
R BRI L Y AN, H5 4 48 h 5, &R AL K il
it S5 DR ARG D7) 5 10 B 5 0 R A, X A% AL 4
(1472 6 ZE TG P R4 T A

1.2.5 # & R &% (ChIP)-PCR 3% RKH
1% I [ 7 NCI-H446 4L, 8 75 4K B DNA
B, WHE Input 41 | Anti-IgG 2 | Anti-SOX4 2H , $&2 B&
ChIP 550 & 0] Fi B4, (] 1eG Hiik sl SOX4 #it
PRI TRE S SR TTTE , S BR3CHE U EE DNA J B¢,
PEAT B HE B HL Pk , il 2k PCR 75K Beclind [
R,

1.2.6 CCK-8 523 ¥ NCI-H446 2 a4 B8 1 x
10" A~ 80 F 96 FLAR it B2 15 5%, o A7 X 1 Ak 2
J& VR AT 10% CCK-8 R M 78 2 1G Ik
137 °C 5% CO, REEf i E 2 h, R EbR 0k
OB EE (OD) fH, EEFE I Ry 450 nm, ¢ 53 50 50 45
IR A0 G 5 T 2R

1.2.7 #ZXamek WEEZS AR Y NCI-
H446 4iiffl, PBS 3%, N A 400 wl 254 5% vh il 2 77
M, T 5 5 wl Annexin V-FITC YR 5T, T
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BT RO 15 min, BE A 10 pl PLIRS)
JE RS F 10 min, 283 3 40 M A I NCI-H446
AR T

1.2.8 Transwell )& 53 HICMIERFRRE
BALHE Y NCI-H446 i, WK 200 WL Z K (5 x
10" 4N) 4l F Transwell |5, 76 F % i 600 pl 54
BFRW . ¥/ NEET 37 C 5% CO, BB E 24
h S5 I 4% 22 5% WV [ 7 A MO, P A4S d 55 g £
J& RGBT MBI R A R, (RZBRI , $2
R 7E Transwell |25 il A Matrigel Jig #E17 8%, A
IR FR A

1.3 it i SilmEi g 6 I, BRI
B3 AMEY) S ERE . W SPSS 23. 0 B R T gt
ST AR UL ¢ £ 5 Fon . ZUARBERSETRE R
T3 28T, LSD- 06 W 4L (B 54k 47 i — 2B b %

—_
wn
1

—_
(=}
T

B Control

SOX4

<
5
T

GAPDH

Relative mRNA expression of SOX4 >

(=]

Control si-NC si-SOX4

PA P <0.05 Jy2E A geit a7 o
2 HR

2.1 #3 /5 NCI-H446 ZHpah SOX4 ik Lb iR
X Y4 J5 i) NCI-H446 2 ffd 1T RT-qPCR il West-
ern blot 5 1, LA #f SOX4 & Ju iR, 55X IR |
si-NC 4l L%, si-S0X4 41+ SOX4 () mRNA 18 H
FEXS IR R W TR (P <0.05) , LK1,

2.2 TiF SOX4 % NCI-H446 4 i1 (5 1 7k T 19 82
Mg Western blot £ iM%y j5 NCI-H446 41 i f g 1
MXREARIE, 45 R BoR, 5XF A s si-NC 4 Lk
4, si-SOX4 2 LC3- 11 /LC3- 1 2 [ £ ik LR Be-
clinl FEFFRIAFREE (P <0.05),p62 HHHE
R EFRE(P<0.05), WK 2,

2.3 SOX4 xf Beclinl RiLREEIER JOLERM

—_
W
1

$i-NC si-SOX4 ku top L T
47 *h
-
0.5}
36

Relative protein expression of SOX4

Control si-NC si-SOX4

B 1 %35 NCI-H446 R SOX4 Rk b &
Fig. 1 Comparison of SOX4 expression in NCI-H446 cells after transfection
A SOX4 mRNA expression in NCI-H446 cells after transfection; B: SOX4 protein expression in NCI-H446 cells after transfection; * P <0. 05 vs

Control group; *P <0. 05 vs si-NC group.

Control si-NC  si-SOX4  ku

LC3-1 19
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Beclinl 60
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&2
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r JControl
rAasi-NC
NIsi-SOX4

*H

*#
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0.5+

LC3-11/LC3-1 Beclinl p62

e NCI-H446 A rh BEAXEARIELE

Fig. 2 Comparison of autophagy related protein expression in NCI-H446 cells after transfection

* P <0.05 s Control group; *P <0.05 vs si-NC group.
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i A5 R S g A I 235 SR A ] 3A IR, 5 si-NC 41 1
3%, 51-S0X4 4] NCI-H446 41 Jifg ' Beclinl MUT A X}
WHNEBHE T B E 1L, {H Beclinl WT AHX} 2
RIEFIEPEREAL, 2R A5 L (P <0.05)
ChIP-PCR SZER 45 S & 3B iR, 5 B XF 1R
Anti-IgG 41 FL 48, 76 Anti-SOX4 2 NCI-H446 41 fifg
Beclinl J& 8l F X & A8 B & T (P <0.05) .
2.4 SOX4 iF#= Beclinl £ i% &0 NCI-H446 4 ff
BHIEKFE  Western blot £ A 6] 4 HLF NCI-H446
YA B WEAROCER IR R IR, SR AE R R, 5
AL, si-SOX4 4 LC3-T/LC3- 1 B Eik &R,
Beclinl s R K E T E T (P <0.05),p62 FHH
TRk RET R (P <0.05) ;5 si-SOX4 2] L #4, si-
SOX4 + oe-Beclinl #H LC3-11/LC3- I I FE L,
Beclinl EHFEELET EH (P <0.05),p62 FEH
FHRBERETFH(P <0.05); 5 si-SOX4 + oe-Bec-

L.5F 3 si-NC B
si-SOX4

1ok Input

0.5r

Relative luciferase activity »>

Beclinl WT  Beclinl MUT

linl 4 b %%, oe-Beclinl 4 LC3-11/1LC3- 1 & 31k
3 Beclinl 2 [R5 & W3 & (P <0.05) , p62
HHRIXFEEFE TP <0.05), WK 4,

2.5 SOX4 iF#= Beclinl £ i% 50 NCI-H446 £ ff
HFEE M CCK-8 kA% I A [A] b PR 45 B (1) A5
NCI-H446 2 g 35 58 35 1, 45 R B 5 froR. si-
SOX4 ZH 241 ffa 348 0 1% 1k o I T BRZH (P < 0. 05) 5
si-SOX4 + oe-Beclinl 41 2 i 3% 78 % M i 35 55 T si-
SOX4 ZH (P <0.05) ; H oe-Beclinl ZH 2 Jig $1 % 175 4
BEET si-SOX4 + oe-Beclinl 41 (P <0.05) ,

2.6 SOX4 iF#= Beclinl ik %05 NCI-H446 20
BETAE G MARKGDA [ 40 FE T NCI-H446
AR T, S5 R E 6 Fran. 5 R RRAT LA, si-
SOX4 H MM T- R B EIE M (P <0.05); 5 si-
SOX4 2H b4, si-SOX4 + oe-Beclinl ZHAAMIE T- R &
Z/b (P <0.05) ;5 si-SOX4 + oe-Beclinl 2H L %57,

Anti-IgG  Anti-SOX4

Relative enrichment of Beclinl
N
T

L1

Anti-IgG Anti-SOX4

B3 SOX4 3t Beclinl FiEHBEIER D
Fig. 3 Analysis of the regulatory effect of SOX4 on Beclinl expression
A Relative luciferase activity analysis in NCI-H446 cells; B: Relative enrichment analysis in NCI-H446 cells; * P <0. 05 vs si-NC group;*P <0. 05

vs Anti-IgG group.

1.5
a b c d ku
LC3-1 19 8
LC3-11 17 e
o
S 1.0
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Beclinl 60 =
o
[oN
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p62 62 0 05
kS
E
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-[la

2 b
Ny ¢
mmd

—>

’
/
Z

|

LC3-1I /LC3-1 Beclinl p62

4 %48 NCI-H446 HHfrh B X B A RIE LR

Fig.4 Comparison of autophagy related protein expression in NCI-H446 cells among different groups

a: Control group; b: si-SOX4 group; c: si-SOX4 + oe-Beclinl group; d: oe-Beclinl group; * P <0.05 vs Control group;*P <0.05 vs si-SOX4

group; 2 P <0. 05 vs si-SOX4 + oe-Beclinl group.
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-o- Control
15~ = si-SOX4

AN
—— si-SOX4+oe-Beclinl
- oe-Beclinl
1.0F ?
z A
=) .
o
A #
0.5
%
#
*
0 1 1 1 1
0 24 48 72

Time(h)

El5 4 NCI-H446 AR5 iE 1 b 5
Fig. 5 Comparison of proliferation activity of
NCI-H446 cells in different groups
* P <0.05 vs Control group;* P <0.05 s si-SOX4 group; 2P <
0. 05 vs si-SOX4 + oe-Beclinl group.

oe-Beclinl ZH 21 i 78 7% i E > (P <0.05)

2.7 SOX4 E#= Beclin 1 3% 207 NCI-H446 4R
EBERZE  Transwell /N SCIG G A [7] 4 21 F
NCI-H446 ZHfiiTR8 S22 Mg H , 45 ] ik 7
e 5XF B4 A, si-SOX4 41 4 it iF 7 1 15 28
M2 H B35 980 (P <0.05) ; 55 si-SOX4 4] [,
5 ,s1-SOX4 + oe-Beclinl ZH 41 Jid i #% F14% 28 19 410 iy
BOH BERE (P <0.05) ; 141, oe-Beclinl 41 41 iy
R FR M AN E H A 2 2 2 T si-SOX4 + oe-

A a b
10° 10
T T
£ 10° & 10°
410 <10
e I
g10° g10°
=} =}
@) @)
10" ) 10' i
100 100 10° 10° 100 100 100 10°

Comp-FL1-H::FITC-H Comp-FL1-H::FITC-H

v}

50 -

*

T

40 -

30 -

Apoptosis rate(%)

Comp-FL2-H::PE-H

Beclinl (P <0.05)
3 itig

SCLC BPERERE &, BB a YT ik ik
SOk, BB T Sl SCLC BT R T TR BE G
Yo J5 245 W) S A L 7 1k 25 T A T e R BN R Pk
HET-5Z K ( programmed death receptors, PD-1) /%% ¢
PEFET- LA 1 ( programmed death ligand 1, PD-L1) |
MM FETE T U 2 40 AR DG4 4 (eytotoxic T lym-
phocyte-associated antigen 4, CTLA-4) 45, D)X LLH# 5,
(RSB IR EARTE — @ FRJE B4R T SCLC /B3y
(A AF B ABS TR SR R, (A BB 43 £ 3 A
Higieas . TN R RS2 35 AR AR R AR
RAEIRNE, B AT 2R R 2 i B AL A, AT
SCLC $2 AL TR HE AR T HEHE

SOX4 1E Jy —Fh OCHE R e s A 35 1 7, 2 5 ik
NRAE IR e A Rtk e | 3 5k e I e )1 R
R BN F L B R . SOX4 7E4ME
RUFUIR B vh ik B, O 5 HURIRAME ffr bk 22 25
e R 0 G S0Y 0 30 R O, AR TR B A i o
SOX4 3 1k 2341 il i 93 41 A 386 7 5 o8 2 K1
SOX4 ib F IR 345 1 1 9 240 B 1 o 9 BR AT 1 A
B FEHTRE T , B R A0 A ) T, 2P AL
81 ], SOX4 B4 5 HDACL [y 8 745 &Lk
L 5% N 4E R4 A e i 0 RS2 A

c d
10 10°
&
10° 2 10°
=
10° a0
by
10° g 10
=]
@)
10" . 10
100 100 10°  10° 100 100 100 10°

Comp-FL1-H::FITC-H Comp-FL1-H::FITC-H

B 6 #4H NCI-H446 4iBE =% i
Fig. 6 Comparison of apoptosis rates of
NCI-H446 cells in different groups
A: Flow cytometry detection of NCI-H446 cells; B Statistics of apopto-

sis rate of NCI-H446 cells; a: Control group; b: si-SOX4 group; c: si-

SOX4 + oe-Beclinl group; d: oe-Beclinl group; *P < 0.05 wvs Control
group; *P < 0.05 vs si-SOX4 group; P < 0.05 vs si-SOX4 + oe-Beclinl

group.
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Fig. 7 Comparison of migration and invasion numbers of NCI-H446 cells in each group
A: NCI-H446 cell migration image x40; B: NCI-H446 cell invasion image x40; C: NCI-H446 cell migration number statistics; D: NCI-H446

cell invasion number statistics; a: Control group; b: si-SOX4 group; c: si-SOX4 + oe-Beclinl group; d: oe-Beclinl group; “P <0.05 vs Control

group;*P <0. 05 vs si-SOX4 group; ® P <0. 05 vs si-SOX4 + oe-Beclinl group.

KAEWFFEEAL T SOX4 7 — 2L g v () Fe 1k KTl
it , B AE SCLC g B4R VE F, 48 501 J2& X A
SCLC i b5 T 7% M (2 28 55 Btk LE W2 eA T B2
e, W AR T R SHGE . FEZR T, @t
¥ si-SOX4 iYL % A SCLC 4 i &2 NCI-H446 | K
I SOX4 mRNA A X}k & FEE (AR Rk 51
B R, BRI 1 T NCI-H446 41 g+ SOX4
Fik; vE— KM F), £E NCI-H446 41 il 7 F i
SOX4 FEik 5 , 20 Bt 7 7% 1 0 3 PR AN, A M 0 T2
I, A0 MR AR 2R A Al A 0
UL VLB, R SOX4 KA FRIRReiE il il NCI-H446 4
MU FE R AR 2% AR A T

T 5 A — 0 240 L A o Tl A AR P i 2R 5,
A W RN A 32 451 1) 200 i 25 R 77 i 2 1 5T, S A
AT 6 SR R R aE, LAY X 40 PN S B 385 o
Wi 2R 8 55 R e A IR — R SRR AR DA R i
FRANEI 25T S S R R R R R R
TR I 1 g EA 1 e 0 ) AR g L
S EEAE . 76 IR AR, e a2 bR B0
FEOIRY AR & 8 OS2 B 20 i 38 ok 45 1

B AR AS XA B T B Lk 08 A A 4 A A
L R AN A e A o SR, — BB R RS
W3 A R T e 20 B e M 21 2 R i i 4 2 rh
FEIE PR e A0 Y T 25 R AU 3845 o Beclinl £
SR W) SRR T R, HOR A 5 B ORI A
A S PR L, TS M PR s %
WF5E 3T 1 SOX4 FRik 5 [ WE A DG, #2521
7R, T NCI-H446 4l rh SOX4 Kik )5, LC3- 11/
LC3- 1 A &k K Beclinl FEA R B FH R E T
B, p62 B 1A 0 2 TH s, UiBH R A SOX4 Rk
R T NCI-H446 i N B e HLI 098 45 R 380,
SOX4 B8 45 & F| Beclinl & 3l X fig i H 5 5%
J T #E—2 B IE Beclinl 3 #3813 4% T I SOX4 Xf
NCI-H446 21 ffd A= < 0 99 i /F 1T, 3% 6 98 76 NCI-
H446 41 Jfd b %% Y si-SOX4 F1 oe-Beclinl , Bl F ¥
SOX4 A 1) [A] By £ & Beclinl 3K, #a i 45 2R 2
7N, A LC3-T1/LC3- T #3634 L% \Beclinl
A R E T, po2 M iA & B TR, W]
H W KSETH 5 LA, 403 78 T 1 T, A
P23 R E WD, AT B AR 22 O 40 LB H B
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Effect of SOX4 on the behavior of small cell lung cancer

cells by regulating Beclinl mediated autophagy
Han Zhongcheng, Ma Lili, Su Ying, Liu Jiang
( Dept of Oncology, People's Hospital of Xinjiang Uygur Autonomous Region, Urumqi  830000)

Abstract Objective To investigate the effect and mechanism of sex-determining region Y-box transcription factor
4 (SOX4) on autophagy in small cell lung cancer (SCLC) cells. Methods Human SCLC cell line NCI-H446 was
transfected with small interfering RNA (siRNA) to knockdown SOX4. RT-qPCR and Western blot were used to
verify the transfection efficiency. NCI-H446 cells were divided into control group, si-SOX4 group, si-SOX4 + oe-
Beclinl group and oe-Beclinl group. Western blot analysis was performed to detect the ratio of microtubule-associ-
ated protein 1 light chain 3 (LC3) -1l /LC3- T expression and the expression of Beclinl and p62 in different groups
of cells. The transcriptional regulation of Beclinl by SOX4 was detected by dual luciferase reporter assay and chro-
matin immunoprecipitation PCR ( ChIP-PCR) assay. CCK-8 assay was used to detect the proliferation ability of
NCI-H446 cells in different groups. Flow cytometry was used to detect the apoptosis rate of NCI-H446 cells in dif-
ferent groups. Transwell assay was performed to determine the cell migration and invasion ability in different
groups. Results Compared with the control group or the si-NC group, the relative mRNA and protein expression
level of SOX4 in si-SOX4 group were down-regulated (P <0.05) , and the ratio of LC3-[[ /LLC3- | protein expres-
sion and the relative protein expression level of Beclinl in si-SOX4 group decreased (P <0.05), the relative pro-
tein expression of p62 increased (P <0.05). The relative luciferase activity of Beclinl WT in the si-SOX4 group
was lower than that in the si-NC group (P <0.05) ; the relative enrichment of Beclinl promoter in the Anti-SOX4
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group was higher than that in the Anti-TeG group (P <0.05). Compared with control group, cell proliferation ac-
tivity decreased, cell apoptosis rate increased, migration number and invasion number decreased in si-SOX4 group
(P <0.05). Compared with the si-SOX4 group, the ratio of LC3-1I /LC3- 1 protein expression and the relative
protein expression of Beclinl increased in si-SOX4 + oe-Beclinl group, while the relative protein expression of p62
decreased, cell proliferation activity increased, apoptosis rate decreased, migration number and invasion number
increased (P <0.05). Conclusion Down-regulation of SOX4 can inhibit autophagy, decrease proliferation activi-
ty of NCI-H446 cells, and inhibit cell migration and invasion by inhibiting Beclinl expression.

Key words small cell lung cancer; sex-determining region Y-box transcription factor 4 ; autophagy; proliferation;
migration ; invasion

Fund program Natural Science Foundation of Xinjiang Uygur Autonomous Region ( No. 2023D01C67)

Corresponding author Liu Jiang, E-mail; liujiang@ csco. org. cn



