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KOANLRIER B K

HE BM I KEEIEHIS RNA A R R XK 3 (Lo-
cRNA MEG3 ) i 5 J5 788 40 i 2 Bk iz ( TMZ ) 2R A5 1 Tiid 24 1Y)
R, TR FE TMZ it 24 152 509 20 JifL U87 (U87/TMZ) ,
qRT-PCR ¥4 LneRNA MEG3 2357k, MTT ¥ K610 41 iy
WSEAE ST, ARG BRI UST/TMZ 4 i ' LncRNA MEG3
133K (peDNA-MEG3 4) , 5% Y28 BRARAE Jy 25 BAR 4 (peD-
NA 2H) , [1iF DL #0855 352 10 U7/ TMZ 4l HIAE J925 F12H ( Con-
trol 40) , 37 10 pg/ml TMZ b3, RH qRT-PCR ¥4 kL
YR s Western blot 35 Il LncRNA MEG3 #H5¢ 8 H %
K A0 T R ST KGN LncRNA MEG3 %o 200 Jifd 384 8 1Y) 52 i
Transwell SZEG K LncRNA MEG3 X 40 0 12 22 1) 52 i) 5 i 2K
ARSI LocRNA MEG3 XF 4G I8 T A9 2 0, IF48 22/ R
BRI AR B AT IR N L8, 5R UST/TMZ 41 jfa
LncRNA MEG3 ik KPR F U87 (P <0.01), 7 H U871/
TMZ B9 40 ML 3% J3 %8 T U87 (P < 0.01), i %35 LncRNA
MEG3 B4 TMZ J5 , 5 Control ZH 1l pcDNA 41 LL# , pcDNA-
MEG3 £0 |3 T ILncRNA MEG3 mRNA J% p53 EHFEik, F
T MDM2 ZE %35, H peDNA-MEG3 20 3% 5 Fl12 72 BE 11
REAR, B TRE 13N (P < 0.01) A4 /) Bl RS A 37 5l 4 A
%1, 5 peDNA ZHAH G, peDNA-MEG3 40 fifr 92 1A B R 5 2 [ 11
(P<0.01), &t iFFik LncRNA MEG3 g 55 TMZ it
2 IS8 U 200 M ) T 24 1

KGR MR s LneRNA MEG3 3 25 S JHe ; T 2
FESHES R 739.41
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83 029 A\FET X122 R G i , Horb i DL JR IR
Rk AN R 2 R Bk B ( temozolomide, TMZ)
FLRE 4 28 Ge AT X I R A R T (H R
XF 1 TMZ i 245 79 M Jisg S0 98, AR X 79 iy L i o 58 42
KU TR, B TMZ i 24 0 S AR ML R I A L X
M S IR AR T ORI F B B L, Ln-
cRNA B{IE2 S A T E A4S RNAD ) A
5T UEH LncRNA 7EH0E (92 45 | i J& Fn Ak 7 it
i R B EEA/EH, LncRNA MEG3 J& LncR-
NAs 91 —Ff, 25 Z R0 g 25 P i 70 (0
HRTE 2 5 8 ¥ 5 S5 98 1% it 245 Pk ek A 413, B LA
US7/TMZ 4 s R A58 XF 42, WLEE LncRNA MEG3 X
LA 245 PR (R s ], LA Shy 1 DA 396 A e I 9 Tif 245 A 9
PR BB

1 HREFE

1.1 SRe#tH
1.1.1 fmiask  ABGR SR 4 Motk U7 W A I-1F
P2 B 240
1.1.2 £%iXA  Brsam i (5345 . T2577-25MG)
4 1 2 Sigma /A7) ;U-87 MG 2L 5 3 5L (4%
5. CM-0238) W [ B R A A B A BRA ],
TR BT ALV (5525 . SH30042. 01B) Ity [ 25 [& Hyclone
O] R4 (525 :11011-8611 ) g [ #i 1T R b A=
YR B0y A BR 2 5] RNA 2 BOR 7 & (18 5.
15596018 ) . qRT-PCR 5l & (175 : CS11733046 ) |
S35 Lipofectamine 2000 ( "e. 11668) Ity EES
Invitrogen A H) ; RIPA 24 W ( 785 : PO013C) . BCA
HHE IR & (55 P0012) | ECL W (585
POO18AS) MTT il izl 31 & ( 175 . C0009S ) S 4 s
AT A & (505 C1062M) I F 3 = KA W)
HARA IR F] 5 Matrigel 57 (585 :356234) 14
ZE[E BD 23] ; Transwell /NEE (525 :3421) I H Cor-
ning 23 &l s FUARME | Abcam 23 &, —$T : MDM2 Hiik
1% 51 ab259265) . p53 PL K (5% 5. ab32389) |
GADPH ¥k (185 . ab263962 ) ; 4. B i S 1k
PIRARIC B SRBT T 1gG (1775 :ab97126) AR 1eG
5245 :ab97051) , T 51 i LA TRRBE AR
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1.1.3 Z&ME QP80 SAfbBrIGIEM (thE T
A ZE DL P A P HARAT R F]) 5 TS100 2 5] & AH 2% 1
45 ( HAS Nikon A7) ; CFX Connect™ 52 B} Y fE
it PCR A BE B AR A LUK AL ( 36 [F Bio-Rad 24
F) ;4 H bR ( 35 E Molecular Devices /A ) ) 3
(ﬁfﬁ?lﬂﬂ@ﬁ(( 2 [# Beckman Coulter FC500 A H))
1.2 7

1.2.1 J&Ffampbtk UST #9324~ il U-87 MG 4
ML 8% 35 55 (MEM + 10% FBS + 1% P/S Solu-
tion) FE IR, BT 37 °C 5% CO, HI4RMu s 3R46
BN

1.2.2 KK TMZ &2 R g m ey M 4%
US7 ZHAf(1 x 10°/ml) B THRIMRIKE R 5 wg/ml
) TMZ "1 15 ~20 d, WER4NIEA K A5 0, UST 41
ARBTG5 TMZ IREREES, HE
TMZ ¥ B3k 160 pg/ml, &85 B (5.10.,20,
40 80,160 pg/ml) 557 15 ~20 d, LRI 24540
Jits U87/TMZ,

1.2.3 wmpaitd 5 UST/TMZ 4HMILL 5 x 10° 4~/
FLEEFP = 6 FLAR, Ml 35 70% ~ 80% I, i g 5t
N Lipofectamine 2000 T Yy pcDNA-MEG3 % U87/
TMZ H 1A LncRNA MEG3 i3 F k4, U4 pcDNA
% U87/TMZ "1 YE K LncRNA MEG3 23 #4420 , LA
MR UBT/TMZ AfE A HA, WEHARWMT .
pcDNA-MEG3 2H . pcDNA #H  Control #H, %4t 48 h
JEWLEE SR 10 we/ml TMZ RS2 340 i T 5
1.2.4 qRT-PCR # 28 i, ¥ LncRNA MEG3 # &
B PO A KK UST I UST/TMZ 20 i, AR 4
R EARVE A I R FH TRIzol 1245 BU4H il & RNA
SRJE W S cDNA , J5 22 cDNA i FH AR R I 356 [
FIE MR AT PCR ¥ 3 )., LA GAPDH AW
% 274 3+ 5 LncRNA MEG3 ) % ik, LncRNA
MEG3 51#1/7%) F.5'- GGGCATTAAGCCCTGACCTT-
3, R: 5'-CCTTGGGGAGGGAAACACTC-3'; P %
GADPH 5| ¥ ¥ % F.5'-ATGTTGCAACCGGGAAG-
GAA -3',R:5'-AGGAAAAGCATCACCCGGAG -3,
1.2.5 Western blot 4] U87/TMZ %8 L P LncRNA
MEG3 #8% & & % A T4 pecDNA-MEG3 4 , peD-
NA 2], Control 2 40 Jd 5% Y i 20 J5 , ¥ H 10 pg/ml
TMZ AbFE 48 h, ] RIPA 244, D\ — 2 40 A 42
WEEF BT, 3 BCA T F o &, 34T SDS-
PAGE &EfCHLIK SR #4 2) PVDF [ I JF FH 3

WEMREMA 2 ~3 h, —PWEF 12 h, Pk E N,
MDM2 (1 : 400) . p53 (1 : 400) . GAPDH (1 :
1000), “HUWEHE 2 h, Pk E N BLFE (1 :
5000) B (1 :3000), ECL &YGHM, LI GAP-
DH 1EAINZ:, 4L

1.2.6 MTT sxAemltm o sa WG AT e =
XPEOW , LL9 x 10° A~/ FLAEH E 96 fLtiH, R H,
TG H P (5,10 .20 .40 .80 wg/ml) TMZ Ab B
48 h, ALFREEHRF A MTT % 20 wl,4 h J50A
“ IR (DMSO) 150l , FH Bl BR AR ) 490 nm
INOLS;

1.2.7 @mfe ik Sithnmiesgsad ot I
pcDNA-MEG3 4l ,pcDNA 4 | Control 41 41 /i, 4% 4
g B R 2 6 fLAR T, 7555 10 pg/ml TMZ B3
FRIEPREFR, 2 ~3 JEIEH 4% 2R H R E 4,
GIMSA 4&ff, 10 ~30 min, ¥E2< Ym0 B 17 &%
53T

1.2.8 Transwell E5tnwmieiz% BKHEEKRS
TCIMLE B FEFE LA 1 2 3 () HE I C &, 51 Transwell
/NEHIA 50 wl, BT 37 °C 5% CO, HARfiEs 3%
FErRBEE , UCSE peDNA-MEG3 4H . pcDNA 4H | Con-
trol ZHANM, FH & 10 weg/ml TMZ JC L34 55 55 5L 1
FRANML, R AR BE R 1 x 10°/ml, 7E_F = A
100 ! 2,24 FLARJIEER A 600 wl % 10%
MGG FRWE, B0 35 48 h, FEFH PR [ 52 30 min,
TS, 45 A d W AL 5 15 min, 76 008 T 1T
1.2.9 AXmipd b mieA s I pcDNA-
MEG3 4 ,pcDNA £ Control ZH 41 fifd , & %& 41 ity 23 i
JH10 pg/ml TMZ ZEFRAHAEL, SR J5 73265 5 ml 250
B ,1 000 t/min B0 5 min, FEBRIAF] & UL A
JH PBS $E% 2 YK MA binding buffer (500 wl) , il
A Annxine-FITC (5 wl) 1 Propidiumlodide (5 wl) Ji&
A7, FH U = A RSk I A R T

1.2.10 4 %=% 4 J5#E BALB/c MiEE#REL 12
H A i Ry Y RHCA R ) 57 T SPF
WY b IRIE (23 £2) C,IBE 50% ~56% , %
SEESAH R N B L ERBER R LR s e B 2
e, W 4E 2 x 10° 4~ U87/TMZ 4il g ( pcDNA-
MEG3 411 pcDNA ZHAHH ) , 42 8 B M e
TEEST UST/TMZ 40l 25 d J& , B K 1)/ UK 9 1
5 mg/kg TMZ,, SLEE5 G, WA RRIFALFE/NER,
TSR MR AR FRURN B 6

1.3 Sit=4&IE R SPSS 20. 0 #E47 48112441
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B R DL« 25 o8, I LR« 156, £
2H ) LR TR R 7 22500, P <0.05 "R 2R
Aait#E X,

2 #R

2.1 U87 ZA A Fn US7/TMZ 4H Al i) 3% 8 Rk
MTT SZ 56 25 5 B ox, UST 4l il 5 US7/TMZ 4l il
5.10.20 40 80 pg/ml TMZ AbFE 48 h & , 41 o 41 1
REWiT e, 5 U87 4iiuAtL, US7/TMZ il fitg ity 3
HIHRTRE(P<0.01), WLE 1,

150
U87 U87/TMZ
< 100
=X
¥
E
] s0r
sk
[ J
0 1 1 1 1 J
0 20 40 60 80 100

W P (ug/ml)

B 1 ARERE TMZ % US7 #1 US7/TMZ 4R il 4 KM EI EHI S0
5 U87 MuLLEL. " P <0.01

2.2 LncRNA MEG3 7 U87 ZBfa#n U87/TMZ 4R
BRI RIE  RT-PCR %5 % B 7R, 76 mRNA /KF
I, U87/TMZ 4iiffi h LncRNA MEG3 fY 255K T
U87 4l (¢t =61.85, P<0.01), LK 2,

1.5

—_
S
T

o
W
T

LnRNA MEG3#H %} % ik 7K °F-

U7 U87/TMZ

B2 U87 #1 U87/TMZ 4HA LncRNA MEG3 RiA1ENR
5 U087 AL * * P<0.01

2.3 U87/TMZ #BRas LncRNA MEG3 ERERi&
T qRT-PCR Kl 25 R 75, 5 peDNA 2H Al
Control 41 H %%, pcDNA-MEG3 4] LncRNA MEG3
mRNA RIEK P E (F =602.4, P<0.01), 0
K3,

2.4 US7/TMZ ARt LncRNA MEG3 tHXE B R
IEZT  Western blot 45 5 75, 5 Control 21
pcDNA ZHAH L, peDNA-MEG3 41 /) MDM2 % [ 334
FEAR(F =28.1, P<0.01),p53 HHAERBTE(F =
22.14, P<0.01), WK 4,

H#Hit
* sk

LnRNA MEG3#H %} # ik 7K *F

]

Control4i

pcDNAZL pcDNA-MEG34

E3 #$EEAH U87/TMZ 4 LncRNAMEG3 HIRIEE R
5 Control 41 HL# . * * P <0.01 ;55 pcDNA 40 b4 . P <0. 01

ControlZl  pcDNAZL pcDNA-MEG341
MDM?2
p53
GAPDH
2.0r =3 MpM2 »
P53 *ok
1.5F
I8
X
Boaot
Z
=
#
0.5} *%
0
ControlZl pcDNAZL  pcDNA-MEG341

B4 #H£FHEHE U8T/TMZ Hf MDM2,p53 EHMRIXER
5 Control 4 L4 : * * P <0.01; 5 peDNA £H Hb4E . # P <0. 01

2.5 LncRNA MEG3 T %RZE & TMZ (10 pg/
ml) X} U87/TMZ #HRaIE AR RN 40 v b S0 56
#4785 Control 1 peDNA 2H [ #, pcDNA-
MEG3 ZH i) 40 it 3 GE R BE R (F =389, P <0.01),
WS,

2.6 LncRNA MEG3 T %RIZE & TMZ (10 pg/
ml) X U87/TMZ MR ZHIZM  Transwell S5
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2R W8, 5 Control 11 peDNA 2H [ %, pcDNA-
MEG3 £ i) 40 ffl iz 22 BE JI BEAR (F =594.4, P <
0.01), LKl 6,

2.7 LncRNA MEG3 3 RiZEBES TMZ (10 pg/ml)
Xt U87/TMZ AR AT ZERIFMm it =X 2 M A A I
RN, 5 Control 41 peDNA 41 HL#2, pcDNA-
MEG3 LA T3 T+ (F =477.6, P <0.01),
LI 7,

2.8 LncRNA MEG3 g RIZB& TMZ /MR
EEAEKPEM 5 pcDNA AL, peDNA-MEG3
MR AR 055 . B DIBR IS , peDNA-MEG3 41
Jib B AL /N T peDNA 2H (P <0.01) , pcDNA-MEG3
ZH IR i /N T peDNA 41 (1 =12.02, P <0.01),
WK S, % FFrA, LncRNA MEG3 it F ik 7E/AR 4
RPN ER S T TMZ Tt 245 6 J5T 98 4 B 1) Ak 7 Tt 2%
P,

pcDNA-MEG341

5 & UST/TMZ HARTEEEAEMNFMER x40
5 Control HH#: * * P <0.01;5 peDNA 44 * P <0. 01

pcDNA-MEG341

6 HEFH/E UST/TMZ AREEEE N mER x40
5 Control 41 HL#%: * * P <0.01 ;5 pcDNA 20 %8 . # P <0. 01

Control4il pcDNA4L
200
150 F — -
B
& L
2 100
R
#
50F * %
0
Control4 pcDNAZ pcDNA-MEG34
Control4 pcDNAZ4L
500
400 |
-
§ —
300 F
5
4
™ 200
#
%k
100 |
ControlZl  pcDNAZ  pcDNA-MEG34i
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. Control4d . pcDNAZL . pcDNA-MEG34
10 10 10
& 10° & 10° gnl()’
2 3 -
o [an] o
E 10' E 10' ElO‘
10° 10° 10°
10° 10' 10° 10° 10° 10' 10° 10° 10° 10' 10° 10°
FL1Log FLILog FL1Log
251 w4
kK
20 - —

E7 #RERE U87/TMZ MEET B IniE R
5 Control 41 F#Z: * * P <0.01 ;5 peDNA ZH 0% * P <0. 01

T T2 3(%)

10

Control4l  pcDNAZH pcDNA-MEG34

A Cc 1000
. pcDNAZL
E 800 pcDNA-MEG341
=4
2 600}
=
2
= 400
pcDNAZ
200 |
0 1 1 1 1 1 1 1
0 1 2 3 4 5 6 7
It [)(d)
D 1.5r
pcDNA-MEG341 T
ED 1.0F
)
B
=
pcDNAZ =05r *
T
pcDNA-MEG341
0
pcDNAZ pcDNA-MEG34i

E§ INRE&ENAEER
A AT AR AEAE 18] 5 B R UM S AR N C . BRI 4R s D - PR RS AR B et 5 peDNA 2 LEES: ™ P <0. 01

3 e PO B HHEN LncRNA MEG3 W 85 5 TMZ 1E
JBE B A 2 PR 4 . AR BT ST i@ A MTT 32546 I

EIF IR AE IR YT B B BRI F B2 —,90% JU& S5 96 Zi0 R AT TMZ Tt 245 J2 SS9 240 Je i) 4 A TG g,
AT IS AR 55 b Tt 25 A 5™ MR 4R T i JH qRT-PCR ¥EAG I LncRNA MEG3 75 12 504 4 it A1l
FTHNERZR(WRAZ GO RS E R ZR) MANME  TMZ i 245 58 B AN Rk i, & B TMZ i 24 i o R
2 (NG pH R PUE 259 = A2y 40p94aiE % 51 A1 LncRNA MEG3 £ 35 /KSE A%,
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P LncRNA MEG3 3 ik 19 TMZ Tiif 24 i 5 928 4
i, I EAS AR DX BB 4H s Western blot 2543 #7 4%
ZH 2L LncRNA MEG3 #H 3G 8 [ 3R 15 ; 21 i 5o 5
B Transwell SEH6 it 2 4 A I 45 25 200 Afd 434 5
1278 JT-RE )1, & P LncRNA MEG3 it £ 541y
LncRNA MEG3 mRNA & p53 £ kKA L
P&, MDM2 & 1335 F i, i 32351 LncRNA MEG3
REPI I A0 i 3 5 R ZBFIE T-RE Sy, /N RSB aE
— KM, LncRNA MEG3 153 £k 5% T TMZ fit
245 114 J o982 A4 L %) A T 24

E A SCHR " 48 LnecRNA MEG3 78 b9 41
Hilh B HEEEAE A, IES 5T Z 50 0 i 25 14 95
S OE e NN b N RN Y S N RN R
ABF5EF W LncRNA MEG3 7E TMZ Tirf 24 J5¢ Jo 3 40
HRER ARG , Hoad F Ik T i X TMZ (R 2544
I, LncRNA MEG3 AT BB B K TMZ Tt 24 Ji2 J51 988 Ak 97
[ —AN TS 43 F A s ) AV e S 05 A SCik' 3
TR SRR ALy 7 T 25 ] RE S AN MO AT AT R T4
FETHLHIAESE . SR, LncRNA MEG3 755 S5 it 24
R D) AE 2R AT O B AR LA 7 i — 2
WS, 24 e 1 T 968 P I R 25 IRV 97 i B e g
2 R I e A 1) SR B R LA |

(1] FhSEie, FoR Ok B 85, 45 IRBEIESMAY RNA FAS-ASD XJ i
B A RIS DA (R RSN [ ], LRIBER R R,
2021,56(11); 1745 -9.

[2] Ostrom Q T, Cioffi G, Waite K, et al. CBTRUS statistical report:
Primary brain and other central nervous system tumors diagnosed in
the United States in 2014—2018[J]. Neuro Oncol, 2021,23 (12
Suppl 2) ; 1il -105.

[3] McDuff S G R, Dietrich J, Atkins K M, et al. Radiation and
chemotherapy for high-risk lower grade gliomas: Choosing between
temozolomide and PCV[ J]. Cancer Med, 2020,9(1); 3 -11.

[4] Hombach-Klonisch S, Mehrpour M, Shojaei S, et al. Glioblastoma
and chemoresistance to alkylating agents: Involvement of apopto-

sis, autophagy, and unfolded protein response[ J]. Pharmacol T-

[7]

[10]

[11]

[12]

[14]

[15]

her, 2018 ,184 .13 -41.

Dahariya S, Paddibhatla I, Kumar S, et al. Long non-coding
RNA; Classification, biogenesis and functions in blood cells[ J].
Mol Immunol, 2019,112; 82 -92.

£ OB, 2, £ REEESES RNA uc002kur. 3 7T 8%
AT 25 AR FHBITSE ()], ZBUERI 2 4, 2019, 54
(6):869 -73.

Chen Y, Li Z, Chen X, et al. Long non-coding RNAs: From dis-
ease code to drug role[ J]. Acta Pharm Sin B, 2021,11(2) ; 340
-54.

Bukowski K, Kciuk M, Kontek R. Mechanisms of multidrug re-
sistance in cancer chemotherapy[ J]. Int J Mol Sci, 2020,21(9) ;
3233.

Delou ] M A, Souza A S O, Souza L. C M, et al. Highlights in re-
sistance mechanism pathways for combination therapy[ J]. Cells,
2019,8(9) :1013.

Li L, Shang J, Zhang Y,et al. MEG3 is a prognostic factor for
CRC and promotes chemosensitivity by enhancing oxaliplatin-in-
duced cell apoptosis[ J]. Oncol Rep, 2017,38(3) : 1383 -92.
Xia H, Qu X L, Liu LY, et al. LncRNA MEG3 promotes the sen-

sitivity of vineristine by inhibiting autophagy in lung cancer chemo-

therapy[ J]. Eur Rev Med Pharmacol Sci, 2018,22(4) ; 1020 -
7.
Ma L, Wang ', Du C, et al. Long non-coding RNA MEG3 func-

tions as a tumour suppressor and has prognostic predictive value in
human pancreatic cancer[ J]. Oncol Rep, 2018,39(3); 1132 -
40.

Zhang J, Liu J, Xu X, et al. Curcumin suppresses cisplatin resist-
ance development partly via modulating extracellular vesicle-medi-
ated transfer of MEG3 and miR-214 in ovarian cancer[ J]. Cancer
Chemother Pharmacol, 2017,79(3) : 479 -87.

Zhu M, Wang F, Mi H, et al. Long noncoding RNA MEG3 sup-
presses cell proliferation, migration and invasion, induces apopto-
sis and paclitaxel-resistance via miR4513/PBLD axis in breast
Cell Cycle, 2020,19(23) : 3277 -88.

Chen Q, Wang W, Wu Z, et al. Over-expression of IncRNA
TMEM161B-AS1 promotes the malignant biological behavior of gli-

cancer cells[ J].

oma cells and the resistance to temozolomide via up-regulating the
expression of multiple ferroptosis-related genes by sponging hsa-

miR-27a-3p[ J]. Cell Death Discov, 2021,7(1) : 311.

The influence of LncRNA MEG3 in temozolomide resistance of glioma cells
Zhu Jun', Zhu Zhengchun', Qin Xuejin', Zhang Di',Xi Yuqiao®,Li Jia’ ,Zhong Fei'*
(' Dept of Oncology,” Dept of Neurosurgery, Fuyang Hospital of Anhui Medical University, Fuyang 236000 ;
*Dept of Quality, Anhui Hanku Medical Diagnosis Technology Co. LTD, Fuyang 236000;
*Dept of Oncology, The First Affiliated Hospital of Anhui Medical University, Hefei 230022)

Abstract Objective To explore the effect of LncRNA MEG3 in temozolomide (TMZ) resistance of glioma cells.

(TF#% 1632 W)
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Effect of CAR-NK-92 targeting MSLN on ovarian cancer
Ge Yao"?, Liu Qi*, Wang Chunyan®, Liu Shupeng’, Cheng Zhongping'*
('Anhui Medical University, Shanghai Clinical College, Shanghai 200072 ; *Dept of Obstetrics
and Gynecology, Shanghai Tenth People’ s Hospital, Tongji University, Shanghai 200072)

Abstract Objective To explore the killing effect of chimeric antigen receptor NK-92 ( CAR-NK-92) cells targe-
ting mesothelin (MSLN) on ovarian cancer cells. Methods The expression of MSLN in primary ovarian cancer tis-
sues and ovarian cancer cell lines was detected by immunohistochemical analysis and immunofluorescence, respec-
tively. The CAR-NK-92 cells targeting MSLN were constructed by lentiviral transfection, the transfection efficiency
was detected by flow cytometry, and the killing effect of CAR-NK-92 on ovarian cancer was verified in vivo and in
vitro. Results MSLN was highly expressed in primary ovarian cancer tissues and ovarian cancer cell lines. Flow
cytometry showed that the purity of CAR-NK-92 targeting MSLN was about 70% . The experiments found that
MSLN-CAR-NK-92 cells had a strong anti-ovarian cancer effect in vivo and in vitro, and could release more cyto-
kines interferon-y and tumor necrosis factor-a. Conclusion ~MSLN-CAR-NK-92 has strong anti-ovarian cancer
effects in vivo and in vitro, providing a new potential treatment option for ovarian cancer patients.

Key words natural killer cells; chimeric antigen receptor; mesothelin; ovarian cancer

(L% 1626 W)

Methods TMZ-resistant glioma cells U87 ( U87/TMZ) were constructed ,qRT-PCR was used to detect the LncRNA
MEG3 expression level, and MTT was used to detect the cell proliferation ability. The LncRNA MEG3 in U87/TMZ
was overexpressed by liposome method ( pcDNA-MEG3 group) , the empty vector was transfected as the empty vec-
tor group ( pcDNA group ), and the conventionally cultured U87/TMZ was used as the blank group ( Control
group ) ,then treated with 10 pg/ml TMZ. The plasmid transfection effect was analyzed by qRT-PCR. The expres-
sion of LncRNA MEG3-related protein was confirmed by Western blot. The cell cloning experiment detects the
effect of LncRNA MEG3 on cell proliferation. The effect of LncRNA MEG3 on cell invasion was tested by Tran-
swell. The effect of LncRNA MEG3 on cell apoptosis was detected by flow cytometry. And mouse transplant tumor
animal model was constructed for in vivo experiments. Results ~Compared with U87, the expression level of Ln-
cRNA MEG3 in U87/TMZ was lower (P <0.01), and the cell viability of U87/TMZ was higher than that of U87
(P <0.01). After overexpression of MEG3 combined with TMZ, compared with the Control group and the pcDNA
group, the pcDNA-MEG3 group up-regulated the expression of MEG3 mRNA and p53 protein, and down-regulated
the expression of MDM2 protein, and the proliferation and invasion ability of the pcDNA-MEG3 group decreased
while the apoptosis ability increased (P <0.01). The construction of mouse transplant tumor animal model showed
that the tumor volume and mass of the pcDNA-MEG3 group were reduced compared with the pcDNA group (P <
0.01). Conclusion Overexpression of LncRNA MEG3 can attenuate the drug resistance of TMZ-resistant glioma
cells.
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