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Expression and biological role of DCST1-AS1 in non-small cell lung cancer
GUO Xiao-dan', MA Zhen-yu', WANG Chen-jing', HAN Tian-yun®, ZHANG Fei-yan' (1. Department of Pathology, Baoding
Second Hospital, Baoding Hebei 071000, China;2. Department of Pharmacy, Baoding Second Hospital, Baoding Hebei 071000, China)

Abstract: Objective To detect the expression of DCST1-AS1 in non-small cell lung cancer and explore its effect on malignant
biological behavior of cancer cells. Methods The tissues and corresponding adjacent tissues from 65 patients with non-small cell lung
cancer were collected, and the normal human bronchial epithelial cells 16HBE and the non-small cell lung cancer cell lines (A549,
H1299, H1650 and HCC827) were cultured in vitro. The expression levels of DCST1-AS1 and miR-29b in tissues and cells were detected
by RT-qPCR assay, and the correlation between the DCST1-AS1 expression and the clinical characteristics of patients with non-small cell
lung cancer were analyzed. A549 cells were divided into the control group, the si-NC group, the si-DCST1-AS1 group, the si-DCST1-AS1+
anti-NC group and the si-DCST1-ASI+anti-miR-29b group. The cell proliferation was detected by CCK-8 assay and clone formation assay,
the invasion and migration of cells were detected by Transwell; the expression of E-cadherin, Vimentin and N-cadherin was detected by
Western blot. Results The expression of DCST1-AS1 increased and the expression of miR-29b decreased in non-small cell lung cancer
tissues and cells (P<0.05). The expression of DCST1-AS1 was correlated with TNM stage, differentiated degree of tissue, lymph node
metastasis and pathological types in non-small cell lung cancer patients (P<0. 05). Compared with the control group or the si-NC group, the
expression of DCST1-AS1, OD value, number of colony-forming cells, migration cells and invasion cells and the expression of Vimentin and
N-cadherin in A549 cells of the si-DCST1-AS1 group decreased (P<0.05) , while the expression of miR-29b and E-cadherin increased
(P<0.05). Knocking down miR-29b could significantly reduce the effect of down-regulation of DCST1-AS1 expression on the malignant
biological behavior of A549 cells. Conclusion DCST1-AS1 is highly expressed in non-small cell lung cancer, knocking down DCST1-AS1
may inhibit the malignant biological behavior of non-small cell lung cancer cells by up-regulating the expression of miR-29b.
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1 #REFE

1.1 s RFH

AR 2016 4F 4 H %2018 4F 11 H AR icif 19 65 141l
A /0N 240 B fii Je £R A 8 2H RN i 5 41 2 (IR
5 cm) , Ho 539 B, 4 26 B, F ¥ 4F #% (58. 26+
5.47)% o GABRUE : i PRGER 58 8 s AR FTARAT T
AT A5 5 A SR AR R o 2H U AR R AR A Ak
3141, oAk 20 6, o34k 14461 TNM 4340 T 3 12 441,
I1 3 21 9, T3 23 43, IV 35 9 461] 5 39 43 ) 90 bk E2L 2%
75,26 191 H B0 AE AL 5 i 42 1), itk 40 it g 18 451, K
YRS 5], AR 2 TR BE L 2= 0 B 2R D1 23w it ik
(2016008) , 3 M HF &R &S 54N
1.2 Zmiafe £ 23X F

1EH N SCAAE L 20 M 16HBE 13K /N 20 Hu fiti 98
4l 2 A549  H1299 . H1650 . HCC827 (1 [E Bl b I
WA ZE ) 5 G 4F L7 (fetal bovine serum, FBS; A 4H P4
FHEY TREMBAKRA ) ; DCST1-AST /N T4
RNA (si-DCST1-AS1) \FLF Jo & L ¥ 91 (si-NC) |
miR-29b inhibitor (anti-miR-29b) . miR-29b inhibitor
PEXTHE (anti-NC) F1 PCR 5149 ( LA T AW TRAR
7y w) ) 5 RPMI 1640 35 5% 3 | CCK-8 i 7 & i Lipo-
fectamine™ 2000 17 & (JL s R F A F ) s E-55 55
F (E-cadherin) T 25 H (Vimentin) | f 22 71 55 2 25
I (N-cadherin) P4 (3% E Santa Cruz 22 H)) o
1.3 Zmfassic

B IE # NS A8 L 40 i 16HBE AR /N 41 i
ili 98 41 i 2 AS49 . H1299 . H1650 . HCC827 4% Fh 1
RPMI 1640 3% 373 (% 10%FBS) /1, T 37 °C.5%C0, 14
FEAANEEIR
1.4 #m DCST1-AS1.miR-29b % ik

2 MU 2 R0 P ) B RNA, R 0 55 S A
cDNA, Dk cDNA AR #HEATH 3 . 514751 : DCST1-
AS1 | % 5'-CCAACCAGCCAGCATTCATT-3', T ii%
5'-CCACCTCATCCCCTACTCAC-3"; GAPDH [ 5'-GT
CCAAGTCCTGAGAGGCC-3', Fiif 5'-CGCGTGTCCGA

AACCTCGC-3"; miR-29b [ §i# 5'-TAGCACCATTTGAA
ATCAGTGTT-3', F i 5'-TGGTGTCGTGGAGAGTCG-3' ;
U6 I i 5'-CGCAAGGATGACACGCAATTC-3', T i
5'-TGGTGTCGTGGAGTCG-3', ffi F 2 ¥ i} &
DCST1-AS1.miR-29b 1 £ ik 7K F-. U6 1E A miR-29b
(NS XTI GAPDH /E A DCST1-AST [ NS X
1.5 wmhesh5 54

W A549 41 i 7E RPMI 1640 £ 37 % (% 10% FBS)
HRREE DLAREFL 1. 5x10° > 4i B 14 %% B 32 P = 6 FLAR
o, I 49 A si-NC 4H . si-DCST1-AS1 2l | si-DCST1-AS1+
anti-NC 4 F1 si-DCST1-AS1+anti-miR-29b 2 . % /i
Lipofectamine™ 2000 43 %l K si-NC. si-DCST1-ASI .
anti-NC , anti-miR-29b %% ¢ 2 AS549 4l g, 554« 6 h )7,
TR FEIE FERE IR 24 h R AN & . 1308 X IR 4
EH R 5%, RIEATHE YY) o RT-qPCR 2 K6 4% 26 41 i
F DCST1-AST .miR-29b AUk , B E 5 Yl i
1.6 CCK-8 ik | JLIETH AR 5% Boae ] 2m i, 38 74

CCK-8 7 : HU4% 4 A549 40 jE L4 FL 2. 5%10* 1~ 4
JiL 0 %5 B 4 Fh 2 96 fLAR L i SR 24 W BEALIMA
CCK-8 17| (10 wL) , 4R S35 5% 2 ho R bR A 5
HALFE 450 nm A 9GS E (optical density , OD){E..

IR TR RS2 B < B 4 A549 41 M3 R & 6 LR
o R 14 dJE R AR AR 2 A 4% Z R Y, 0. 5%
Sh AR S X AN e R T T
1.7 Transwell )N % 52 3% 4% 20 JL i A5 fuld 2 48 5

TEITRE S b W45 20 A549 411 FH G I35 45 3 ik
o (% B2 5%10%/mL) , K 100 wL 20 il & W i 2]
Transwell |3 H1,500 wL 3% 3555 (£ 10% FBS) 7 )
Transwell 2. $i5%24 h)5, 4% 25 HEE & @ 55 3
RN SRR AR, 45 R )5 AR R BT
YA . FEAR ZE S b, B bR A Matrigel B2 9
Transwell 2, A AE ST 50 AR
1.8 Western blot#M| E-cadherin.Vimentin.N-cadherin

Kk

RIPA %4 fift g 32 HU 40 L 2. 8 11, 10% SDS-PAGE
3B A o 2R PR S OTR LA R 31 PVDF JEE . R
FE = T H 5% BLRE Wk 2P 2 h )5 L 55 E-cadherin
(1:500) . Vimentin (1: 1 000) . N-cadherin (1: 500) F1
GAPDH(1:1000)—Hi7E4 CTFIFF IR M)A, 7E
37 C R IR TG (1:2 000) —FiiFE 1 h, 1k
27 RGN B3, Image J #AF43 B 25 1 5% K (L,
GAPDH HNZ:,
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1.9 “%itF 54

K H GraphPad Prism 7. 0 3K fF A7 48 1150 #1. 2
TE AR G347 0 T 5 GO BB M 22 (w£s) RN, 2 4
Ll 5 ¢ A 6y , 22 20 LU 2B FH BRL TR 38 22 4317 R SNK g
B, XA 5 SRR RS 56 FH 1 43 B DCST1-AS1 5 /B & 1l
PREFIERIARCE . P<0. 05 Fm 2 A it X

2 #R

2.1 DCSTI1-AS1.miR-29b # & & 5L

S5 A2 R, Il 4120 DCST1-AST B3k
T+ (1=33. 030, P<0. 05) , miR-29b (1) 3 1k 7K - &I
(1=28.699, P<0.05) , WL & 1. 5 16HBE 41 g # £t ,
A549 'H1299 H1650 Fll HCC827 H#* DCST1-AS1 ) F ik
JK -3 75 (P<0.05) , miR-29b 14 35 3k 7K - 2 [ A%
(P<0.05), W31, Hrp A549 41 i3 h DCST1-AS1 Y55
IRIKF-d5c R, miR-29b [ 23k /KF eI, R Lk 5 A549
YU AT IR S50

B4 " 15

% B A

Py X

& <10

2% S

~ 1 0.5

Q0 T T 0.0 T T
TSR EAL @ TS mas ©®

a:DCST1-AS1 # % ik ;b miR-29b # £ & *.P<0.05
E1 RT-qPCR#&I DCST1-AS1,miR-29b {3k
1 DCSTI1-AS17EIE/IN A B 728 40 Bl R FR B9 3R 3E (x+s)

4 DCST1-AS1 miR-29b
16HBE 1. 02+0. 08 1. 00+0. 09
A549 3. 16+0. 25" 0.33+0. 05"
H1299 2.40+0.21"* 0. 45+0. 06
H1650 1.58+0. 17 0. 82+0. 09™
HCC827 1.79+0.20™ 0. 64=0. 07"
F 166. 121 121. 550
P <0.001 <0. 001

*. 5 16HBE 4a fiiA8 16 , P<0. 05;#: 5 A549 Za fa AR vt , P<0. 05
2.2 DCSTI1-ASI 89 kA 5 B 6 RAFAEH) X &

Ak /N4 i i 9 2H 40P DCST1-AS1 (9338 5 8
TNM 43 11 210 23 43 AL B2 B bk B 45 % 3% B o B 2K
RUAFAE A 26 M (P<0.05), W 2.

2.3  TFiADCSTI-ASI & A %F 28 ie2 F miR-29b & & 49
EAL)

5% B4 B8 si-NC 41 L #5, si-DCST1-AS1 41 A549
i fifg Hf DCST1-AS1 63K /K- P& I (P<0. 05) , miR-29b
FIRIK TR (P<0. 05) 5 111 %) BG4 AT si-NC 20 4536 5

Heds, 22 TG 2E 08 L (P>0. 05), I3 3.
R2 DCSTI1-AS1RiEKT S EEIGKRIFERE

I KA pEs REE e b
A <60 % 25 12(48.00) 13(52.00) 0.188 0.664
>60 % 40 17(42.50) 23(57.50)

53] 5 39 18(46.15) 21(53.85) 0.093 0.760
i's 26 11(42.31) 15(57.69)

A AR o N 3575 £ 31 6(19.35) 25(80.65) 18.448 0.000

TR ok 20 11(55.00) 9(45.00)
[t 14 12(85.71)  2(14.29)

TNM 3 1M 16 3(18.75) 13(81.25) 7.295 0.026
mi 21 9(42.86) 12(57.14)
1 3% 28 17(60.71) 11(39.29)

MRS <dem 21 10(47.62) 11(52.38) 0.113 0.736
>4 cm 44 19(43.18) 25(56.82)

WS A 39 24(61.54) 15(38.46) 11.300 0.001
o 26 5(19.23) 21(80.77)

JGHERR B 42 24(57.14) 18(42.86) 37.131 0.000

WA EE 18 3(16.67) 15(83.33)
KAy 5 2(40.00)  3(60.00)

#3 TV DCST1-AS1 X 28 ffl  miR-29b 383X B 8400 (x+s)

215 DCST1-AS1 miR-29b
Xt HRZL 1. 06=0. 04 1. 01+0. 08
si-NC 41 1. 0420. 05 1. 03+0. 09
si-DCST1-AS141 0.33+0. 03" 2.82+0. 15
F 933. 660 788. 181
P <0.001 <0. 001

*, Gt 4aAR L, P<0. 05;#: 5 si-NC 284838, P<0. 05
2.4 TFiADCST1-ASI & ik 3t fm o3 58 | it 4% Fofz 22
9 3% v
5% B2 55 si-NC 4 HL %L, si-DCST1-AS1 41 A549
Y OD A | T B B AR 3T 20 i 250 4= 28 40 it 5k
PIREAR (P<0. 05) 5 1 XF HRZH Al si-NC 41 &5 bR L%, 22
S TG L(P>0.05), WLIE 2 .34,
2.5 T i DCST1-AS1 % ik %} 2@ #8 ¥+ E-cadherin .
Vimentin #7 N-cadherin & iX 4 % v
5%t R 20 B si-NC 20 FL#52, si-DCST1-AS1 4 A549
M E-cadherin 32 15 7K T 5 (P<0. 05) , Vimentin .
N-cadherin 235 7K F#K (P<0. 05) 5 11 % iR 41 55 si-NC
ZH A549 2 )8 7 E-cadherin . Vimentin . N-cadherin 3¢ 15
KV 2 R TG T2 L (P>0.05) , WK 3 .3 5,
2.6 4K miR-29b 7T % 33 T 8 DCST1-AS1 & iA *} 4m
fie Tt R ) AT A W R
5 5i-DCST1-AS1+anti-NC 2 HL ¢, si-DCST1-AS1+
anti-miR-29b 21 miR-29b ., E-cadherin % i 7K “F & 1%
(P<0.05), 408 OD{H . FEFEIE W8k AT AL A g R 58
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41 I8 % M Vimentin. N-cadherin 3% i% 7K S 3 04+ =

(P<0.05), W3 6.18 4,

X RELH _ s1-NC<E

si-DCST1-AS14H

a: éﬂlﬂﬁil‘éﬁ’ﬁk%%(%%’?%@ x10) ;b
H (486 % 4 & ,%x200)
B2 TEDCSTI-ASIXHETERAEN . TRFMEEN

E;uru]
#4 TUIDCSTI-AS1 3 4HAIETE TR B RIS (rxs)
2H 51 0D/450 nm  EREIEEL  ERAEE  R2RA1EL
popiizEa) 0.69+0.08 96.22+7.16 117.56+10.75 94.22+8.87

si-NCZH  0.67+0.09 95.33+£9.41 118.33+10.52 95.11+8.25

si-DCST1- 0.33+0.04™ 44.89+5. 18"  63.33+6. 00" 45. 44+4. 98"
AS14H

F 68. 646
P <0. 001

*. 5 At BALAR G, P<0. 05;#: 5 si-NC 28481k, P<0. 05

137. 326
<0. 001

143.990
<0. 001

139. 871
<0. 001

1ncRNATilblx%ﬂ@ﬂﬂiﬁﬂ@ﬂiiﬁ%ﬂlﬂ@ﬁ%%
AT VRS W MBS 19 2R P bs i BB 7 0
MCM3AP-AS1® | LINCO0680® . LINC02159"", ﬁﬁﬁﬁﬁz
7N TE B A SR AN T DCST1-AS1 2@ & ik, T
DCST1-AS1 1] 41 il ¥ 488 40 jd 3% 5 | 12 28 i A,
DCST1-AS1 7£ = B P ZL 8 4 2R 4 g v i 3k 1
Vi, 52 b 55 R 2 20 B 2R 4r O L IE A O AT
FEH 2 DCST1-AS1 1 5 22 358 5 Jogd K/ INRIAE A7 st

125 kDa

57 kDa

3  Western blot & il E-cadherin, N-cadherin #1 Vimentin

FRix
x5 HEMAF E-cadherin,N-cadherin #1 Vimentin 3% i% Lt
B (xs)
217 E-cadherin N-cadherin Vimentin
X HEZH 0.22+0. 03 0. 66+0. 07 0. 87+0. 09
si-NC 4 0. 24+0. 05 0. 63+0. 06 0. 85+0. 07
si-DCST1-AS1 4] 0.75+0. 06 0.21+0. 04 0.24+0. 04
F 348. 043 169. 218 237. 144
P <0.001 <0. 001 <0. 001

*, G RBAR L, P<0. 05;#: 5 si-NC 2048 1L, P<0. 05
] % ) A0 56, B DCST1-AS1 A] [ I 4 4 T 96 4
J{OM O W =N N 3 11 R N W S 0 B 3
DCST1-AS1 0] VE Ay 3 R 2 5 g 18 & AE R e .

TEAWFFEH, DCST1-AS1 7E AR /N4 i il g 41 21
EEERS, HH Sk 5 AR/ N0 i £ 5 (9 TNM 43
W LU ORI S5 FE RS KR BRI A A G, $E R
DCST1-AST 7E=E /Iy 4 Jifd Jili e vl fig & #5429 1E H -
ORI A0 B i 5 78 R R BUR SR T DG  R A
W4 H W%, T DCST1-AS1 5, A549 21 il Al 34 5 |

I R 28 HE S FIRAIG, #1278 DCST1-AST A] g2/

Y1 iR TR Y7 RV A 4 TR

e Bz — 180 5 B Ak SR A0 M 2 25 b B A e A P A #
)G R e ) — Ak B, FEk R, AR B Y
E-cadherin FE5FEE, 8] BikREY) Vimentin N-cadherin
FIRTHE . IR AN A T R - R B A RE L 4
Jit 1) 2885 RS 0 s B ARK, 22 T A0 2 A4 S A R A 28 E?

%6 BH{E miR-29b 555 T8 DCST1-AS1 352 X 20 A B 14 A 40 5247 A B9 240 (x5

205 DCSTI-ASI  miR-29b

0D/450 nm  SERETE R TR ANMEL  1RBANMEEL E-cadherin  N-cadherin  Vimentin

si-DCST1-AS1+anti-NC 24
si-DCST1-AS1+anti-miR-

29b 41
t 0. 662 15.178 10. 047
P 0.518 <0. 001 <0.001

21.247
<0.001

0.99+0.08 1.00+0.10 0.35+0.04 40.52+3.68 68.49+5.17 47.65+5.04 0.74+0.07 0.23+0.04 0.25+0. 05
1.02+0. 11  0.41+0.06 0.62+0.07 86.16+5.29 105.30+8.25 96.21+7.38 0.20+0. 04 0.78+0.09 0.80+0. 09

16. 753
<0.001

16. 026
<0. 001

11.342 16. 301
<0. 001 <0. 001

20. 094
<0. 001
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si-DCST1-AS1+
anti-NCZH

si-DCST1-AS1+
anti-NCZH

si-DCST1-AS1+
anti-miR-29b ZH
. ol

si-DCST1-AS1+ .
anti-miR-29b%41 Yoo
; Ay -

E-cadherin W= |10 kDjy
N-cadherin =~ s e 125 kDa

Vimentin = s 57 kDa

GAPDH = umesm 36 kDa

a: M TET W (L R & ,X10) ;b it 45 422 h (45 $ & ,%x200);c: E-cadherin ., Vimentin . N-cadherin & i&
4 EEmiR-29b 5 55 T DCST1-AS1 RiAXT AT ER A EBFERAZ I

TN, IncRNA ] 5o 3 42 g 40 | f —[a] 5 5% £k
T RS e A /N 20 i 9 40 A AT RS AR 2 AR
28 B 5 7N, N 8 DCST1-AS1 & ik J , A549 4 iy
E-cadherin 3% 35 JI' & , Vimentin F1 N-cadherin % ik [
I, 278 N DCST1-AS1 w] # il I fz —[a] B A ad 7
HETTFE A A549 41 14 2 A 2288 77

miRNA A7 I8 15 40 Jfl 3 58 08 T B iR 28
B TR, Bk A 45 JE /0N 240 B B g 7 9 ) R 2
Wi FIE 97 B9 R S PR T, R R B, miR-29b 5
A /N 4 H il 8 %) & AR R J % DR 5&7, H miR-29b
s DCST1-AST BB EL A, A 5245 R 7R , miR-29b
AR /N M R A SR R R KR, S
DCST1-AS1 By 3RiKEH A, HF 8 DCST1-AS1 ik
J& , A549 21 g miR-29b 1) F ik K ETH . L HE
I miR-29b A fE4F DCST1-AS1 7E A /N it fii 98 v A1)
YER o i T 3G UF BEAEDN , A 5% 78 9 DCST1-AS1 %
iKW RE E o, SR A miR-29b inhibitor %% 4% ¢ 11 1
miR-29b ik , 45 K WK, K miR-29b 3R 35 Al I 55 &
P8 DCST1-AS1 X A549 4 WA A 2447 o0 i 3 il A
Mo $#78 F I DCST1-AS1 o] gl 8 miR-29b ik
SRAM I AE /N 20 B Bl s 40 B P R L E 24 A TR

25 L RTR  FEAE /N M i 20 2 rf DCST1-AS1 £
ik, H 5 A G PRAFE AR G, BUIK DCST1-AS1 AJ
et A6 /I 240 e f 98 200 B 0 S 2R W2 AT R AR L
il 5 _E i miR-29b 33547 5¢ . DCST1-AST Al fE 2k
20 i S T T 1 8 E 43 TS {0 DCST1-AS1 &35
K2 45 5 A /I 240 i s 8 3 0 TS A O A S 2k
IR AT 50T o

E e d

[ 1] Mithoowani H, Febbraro M. Non-small-cell lung cancer in 2022: a

review for general practitioners in oncology [J]. Curr Oncol, 2022, 29
(3):1828-1839. doi: 10. 3390/curroncol29030150.

(2] EHUE, T2, 55/ . AE /N0 Il 21 21 TRIMS9 L p53 23k
51 PR B AE B2 U B AR OGSy BT L], R TR A e Ak
2023, 32(1):9-14. doi: 10. 11659/jjssx. 05£022083.

[3] Chen Y, LiZ, Chen X, et al. Long non-coding RNAs: from disease
code to drug role [J]. Acta Pharm Sin B, 2021, 11(2) :340-354.
doi: 10. 1016/j. apsb. 2020. 10. 001.

[4] Wang C,Meng X, Zhou Y, et al. Long noncoding RNA CTD-2245E15.
3 promotes anabolic enzymes ACC1 and PC to support non-small cell
lung cancer growth [J]. Cancer Res, 2021, 81(13):3509-3524. doi:
10. 1158/0008-5472. CAN-19-3806.

[5] Pang 1., Zhang Q, Wu Y, et al. Long non-coding RNA CCAT1
promotes non-small cell lung cancer progression by regulating the
miR-216a-5p/RAP2B axis [J]. Exp Biol Med (Maywood) , 2021, 246
(2):142-152. doi: 10. 1177/1535370220961013.

[6]HuS, Yao Y, Hu X, et al. LncRNA DCST1-ASI downregulates
miR-29b through methylation in glioblastoma (GBM) to promote
cancer cell proliferation [J]. Clin Transl Oncol, 2020, 22 (12) :
2230-2235. doi: 10. 1007/s12094-020-02363~1.

[7] Xie Y, Zhao F, Zhang P, et al. miR-29b inhibits non-small cell lung
cancer progression by targeting STRN4[J]. Hum Cell, 2020, 33(1):
220-231. doi: 10. 1007/s13577-019-00305-w.

[8]Shen D, Li J, Tao K, et al. Long non-coding RNA MCM3AP
antisense RNA1 promotes non-small cell lung cancer progression
through targeting microRNA-195-5p [J]. Bioengineered, 2021, 12
(1):3525-3538. doi: 10. 1080/21655979. 2021. 1950282.

[9) 2kZEm, K B3, D24, % . LINCO0680 i 14 #! ] miR-195-5p
PEIL-17 15 (il e A0 MO 58 R RS AR 2R T ). v AN 927
2, 2022, 44(2):248-256. doi: 10. 11844/cjch. 2022. 02. 0003.

[10] Yang Q, Wang M, Xu J, et al. LINC0O2159 promotes non-small cell
lung cancer progression via ALYREF/YAP1 signaling [J]. Mol
Cancer, 2023,22(1):122. doi: 10. 1186/512943-023-01814—x.

[11]Su YZ, Cui MF, Du J, et al. LncRNA DCST1-AS1 regulated cell
proliferation, migration, invasion and apoptosis in gastric cancer by
targeting miR-605-3p [J]. Eur Rev Med Pharmacol Sci, 2020, 24
(3):1158-1167. doi: 10. 26355/eurrev_202111_27225.



