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WE . [BR] RiTHEExT2E D @B (NSCLC) 2 JA o7 Sk bk ey 48 A Bl o[ 3R] #2035 7 NSCLC 4n ik AS49., 1%
RARBREH LR, 5k 20%474) % L (1C0) 69 HEZRE . BHEFAIE, LB R EBEIR 0307 SUdk, d
FF R oA 2 (SF) 3¢ R A A S KA BHEATE 4 0. AS49 ta AL, A AT, H3E A4 miR-21 mimics—NC 22
miR-21 mimics 28, H ¥ & +miR-21 mimics 21, miR-21 mimics—NC ZL£5 4 miR-21 44 B M3 B, miR-21 mimics 28, H3E
F+miR-21 mimics 2035 % miR-21 B4y, 24 h g MRS R, H¥F4 . HE X +miR-21 mimics 42X 0.2 mmol/L 3
FAEM24h, 4Gy 6 MV-X L BH 3 h BT84 58, Lt R 5 & 8(CCK-8) kA aa i & 7 5 i X 2 I AR A ) 2m LA
TH L T ERESEEF S (qPCR)AM miR-21, & & 4 R B A0 B MEG2 mRNA AR A X % WA EFBEIRE AR £k
JEmiR-21 5 MEG2 #9¥e.51 % & ; & & % 9% ¥7 it (Western Blot) 4 MEG2 & Mt k2 & [HR] e IRHEE LR E A
0.2 mmol/L, H¥EE4AIE, A549 280 SFIEAK(P<0.05), ASHEHL>1, S Rakss, H¥E LM mRARAESH . miR-21
HAX;FE F A, @ & . MEG2 mRNA Fe & G A0at A 2703 (P <0.05), miR-21 mimics 2148 040 %F 7 /. miR-21 48
ERZFG, @WIATHE, MEG2 mRNA v & @A £ A FHMK(P<0.05); 5HF XA, miR-21 mimics 28, H¥#
F +miR-21 mimics 28 JLAA X & /) . miR-21 4855 R A 251 &, @AM = MEG2 mRNA =& & 482 & ik & BAK(P<
0.05); 5 miR-21 mimics—NC ZL}6%5, miR-21 mimics A2 IEAR7E 7 . miR-21 A5 £k 9%, @AM =% MEG2 mRNA
Fo G AR T E A T EAK(P<0.05); 5 miR-21 mimics 23648, H ¥ E+miR-21 mimics 2028 J0 A% 7% 7. miR-21 A8+ £ A 3
MeAk, @it =% . MEG2 mRNA fo & @ A8t R ik 59 & (P<0.05)., REAEZHRE LR LR TR, miR-21 A
MEG2. [ 58] H3 & T vA 49 %] NSCLC 2 38 75, ARk 4m I8 © B3 3% A0 77 AR, AU 7T Ak 55 4% miR-21 3 MEG2 %
FAnEN TR IR A K
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Effect of Liquiritigenin on Radiosensitivity of Non—small
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Abstract: Objective To explore the effect and mechanism of liquiritigenin on radiosensitivity of non—small cell
lung cancer (NSCLC) cells. Methods NSCLC cell line A549 was cultured in wvitro. Different concentrations of
liquiritigenin were used to screen out the liquiritigenin concentration at 20% inhibitory concentration (IC). After
treatment with liquiritigenin, the cell radiosensitivity was observed by clonal formation assay, the radiation dose
corresponding to half cell survival fraction (SF) was selected for subsequent experiments. A549 cells were randomly
divided into control group, liquiritigenin group, miR—21 mimics— NC group, miR-21 mimics group, and

liquiritigenin + miR—21 mimics group. miR—21 mimics—NC group was transfected with miR—21 negative control,
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miR—-21 mimics group and liquiritigenin + miR—21 mimics group were transfected with miR—21 mimics. The
transfection effect was observed 24 hours later. And then the liquiritigenin group and the liquiritigenin + miR-21
mimics group were treated with 0.2 mmol/L liquiritigenin for 24 hours, followed by 4 Gy 6 MV-X irradiation for
3 hours. Cell viability was detected by cell counting kit 8 (CCK—8) ; cell apoptosis was detected by flow
cytometry; quantitative polymerase chain reaction (qPCR) was used to detect the mRNA relative expression levels
of miR-21 and protein tyrosine phosphatase MEG2; dual luciferase reporter gene assay was verified the targeting
relationship between miR—21 and MEG2; relative expression of MEG2 protein was detected by Western Blot.
Results The concentration of liquiritigenin was 0.2 mmol/L. was selected, and after liquiritigenin treatment, SF of
A549 cells was decreased (P <0.05), and the radiosensitization ratio > 1. Compared with the control group, the
relative viability of cells and the relative expression level of miR—21 were decreased, and the apoptosis rate and
the mRNA and protein relative expression level of MEG2 were increased in the liquiritigenin group (P <0.05), the
relative viability of cells and the relative expression level of miR—21 were increased, and the apoptosis rate, the
mRNA and protein relative expression level of MEG2 were decreased in the miR—21 mimics group (P <0.05) ;
compared with the liquiritigenin group, the relative cell viability and the relative expression level of miR-21 in the
miR~-21 mimics group and the liquiritigenin+miR—-21 mimics group were increased, while the apoptosis rate and
the mRNA and protein relative expression level of MEG2 were decreased (P <0.05) ; compared with the miR-21
mimics—NC group, the relative cell viability and the relative expression level of miR-21 in the miR-21 mimics
group were increased, while the apoptosis rate and the mRNA and protein relative expression level of MEG2 were
decreased (P <0.05) ; compared with the miR—21 mimics group, liquiritigenin+miR—21 mimics group showed
decreased cell viability and relative expression level of miR—21, increased apoptosis rate and mRNA and protein
relative expression level of MEG2 (P < 0.05). The results of luciferase reporter gene experiment showed that miR—
21 directly targeted MEG2. Conclusion Liquiritigenin is effective for inhibiting the proliferation of NSCLC cells,
promoting apoptosis and enhancing radiosensitivity, which may be related to the inhibition of miR-21 on MEG2
transcription and translation.

Keywords: liquiritigenin; non—small cell lung cancer (NSCLC) ; miR—21/MEG2 axis; radiosensitivity;

A549 cells

i s 2 W R DL P B 2R G R IR L R
HILTRERRRITA R AL, HEEF BT
BB B/l (non—small cell lung cancer,
NSCLC) &R/ NI 2 S0 BT A i b s, &
LATE N . BRIRAN SO A, o e SR
() 75% ~80%" ™. HHi, NSCLC Ryl RIAST AT
ARJE, IFEREAREE B BNG Y, ARREOT
WI7 - RBEIRYT . MEENAYY, R P el A
KB e, AR D E B BR T T RO
RITRCR . BB IS A EE RS, (H
TR 2R XY 7 BTS2 PR T AL, P, 4R
o NSCLC U7 i 32 PEAIL ] LA B 344 w2 fil Jed 448
JBOT U E R 25 SO W FE R . H R R R M
G H R PRI R RIS, BRABIR . It

FALRLIL . PR 55 2 Bh A ) 2= 300 AR A4
RS = 5 I E A ] ey Y5 6 B i e O /S
MDA-MB-231 1 BT549 X £ 2% [ & i Stk , 42
ERITRCRT . Ji4h, AWRSESESE, H R AT
Jom i 95 £ i RR H1299 sy S pE 00 o 0 g
FE . (R T BT H R R AR AT )
BT BUBPERE R, ASBEFE LA /N0 il s AS549
Y ML T XS 52, BRI H HEZ X NSCLC 40 i sy
FRURME ) 5% ) B LT BB A VE AL, b H 52 A
K25 B & T2 NSCLC B9 Ife B VA 97 B At 52 36 4
W, PO A RGBT .

1 #M#EF*®
1.1 YRtk RIEFE A NSCLC 4tk A549 I H
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rhER =R LI AIMEE . 5295 A NSCLC 41l A549,
T2 AR EL 10% 8 BTG AR 105 19 RPMI 1640 557
FH(NaHCO; 2.5 g/L., 100 U/mL 7 2 E 1100 pg/mL
B R, B TR ECN 5%C0,, 37 CHEIRMHER
BARTRE T, RN K== E B i R

1.2 Zhm, ’F SN HHERAE=98%, 57+
A CsHn0., 23T 256.25, L5 JOT-10442,
AR RS E YA A R A A ) 5 miR-21 8L
¥ (miR-21 mimics) 1 miR-21 #Lf1 ¥ B P % 1]
(miR-21 mimics—NC) (J M i i A YR A BR 2
Fl); Lipofectamine 2000 (3£ [ invitrogen A ] ) 5 4l
Ji 31 %3 7] £ 8 (CCK-8) (35 [H Sigma Aldrich 23
Al )y PR A V-5 515U 9¢ 6 K (Annexin V-
FITC) TR 50 & (& E BD A F]) 5 AHOER
it 415 45 i R ) & (55 [ Promaga 23 1) ) 3 SR
iR (BCA) & 1 il f & ( Ll = RAEYH AR
B FED) 5 RPN A% 2 W W R B MEG2 .
B —actin SF PRI EHT SR B L A AL W 1 (HRP) 73
TE M E BREE 1 (IgG) ik (B [E Abcam A F]) o B
domk s (EE LR ZEIF RGN ) ; 26k
P, B HL KA (3 Thermo Fisher Scientific
oA s WA A (2 E BD A H]) 5 2Ot R
PCR{¥ (3% [E Bio-Rad A 7)) .

1.3 MBIERSFHE

1.3.1 CCK-8 % it b Ao ] 52 B WL IR ) ik B
I F A AS49 R Ig A6 e OO AS549 41
M, WEEREL S vl (PBS) Bk, R HE 40 025 B Ny
1 x 10°/mL, #0296 fLA, WEEESEFF 12 h
Ja o, A A ek B H R (0,05, 0.1, 0.2,
04. 0.8 mmol/L), B, WEHSMEAL,
24 hJ&, HIA 10 wLAY CCK-8 A7 TR A his s
4h, NHHZIIRERFRCT A 450 nm 20K DY
FE(OD)MH . THE- 20 M 3a 7 S i 8, BGFE i) %=
(1-A[F¥e B 25 OD /25 141 OD{E ) x100% ., J
SLE A ST ILRIME A, R R T
2094l BE (1Co0) I H B R WK FEEEA 75 825256
1.3.2 LM R IRV 40 JL AT Aokote BN
BUER I AS49 A, ER AR TR 1xX10° M/ ml,
BT oL, BEgREETinA 0.2 mmol/L H R ZEAE
48 he HkaHH, RHAFEFEO, 2. 4.
6. 8 Gy)6 MV-X Ht &= |G, ARSI NE
fLo MEGFEF: 10 em x 10 em; WHEZHE: 100 em; 5

A 1 Gy/min, JREFSESRE, PBSYGUE, HIEEME &
30 min, Giemsa Z¢ {4 20 min, /K h¥E, EET
M, EE BAEE TMER, M. R Rk
YHAREEAP AR AAEATIS 734X (survival fraction,
SF) = e S5 J5 4 Jifd 5 2 T8 B 236/ A S6) &t it 5 R T2 e

AN

% MR 4 SR 7 AR, SF=1- @j )

BTG, THEAEYEIEH] E (mean lethal
dose, Do) FI N, U ) i (quasi—threshold, D,)=
DonN, oD Ryt s, N SN AL
T S 34 485 1t (sensitization enhancement ratio, SER)
FE S IRBA R AE PN B, B R I A 7
25T IR ST AR, SER =25 [14H Do/ T Fi4H D,
SERy=%5 14 D/ T4 D, .

1.3.3 etk 5540 K ASA94MFE 1 x 10/mL
T ofL, BEVLAT ASA . X4, HEER
4. miR-21 mimics—NC 4. miR-21 mimics4l. H
R +miR-21 mimics 41 . 740 i % % R 70% 0,
XFREZH | H B Z A A SR IR R4 B Lipofectamine
2000 1Y 5 4 15 72 W, miR-21 mimics—NC 41 %% ¢
miR—21 mimics—NC, miR-21 mimics 41 . H# &Z+
miR- 21 mimics ZH %% 4% miR- 21 mimics, % &
Lipofectamine 2000 156 B 5 1 17 56 4 . 43 5l ff FH
250 pL Opti-MEM i % 5 wL Lipofectamine 2000 F1
5 pL miR-21 mimics—NC 8¢ miR-21 mimics, W&
Sminfi, K2MBmBEDREG, BEAEEGY, BE
YA 6 FUAGHA TR s . 24 h)E, YOG
BN LSRN AL R, e R R,
HEZREH ., HEZZ+miR-21 mimics A 0.2 mmol/L
HER, HRAKHAMASERIEEEFRAEN 24 h,
FKH 4 Gy 6 MV-X 54k G5 517 J5 225550
1.3.4 CCK-8:&#mlsminiEh  WEAHAM,
PBS HiE:, AN B 4 i B e A i K,
A BEEE N 1 X 10°/mL, AP % 96 FLMR, 4
WESANEASL. WEEHFE12h )5, MA 10 pL
CCK-8ikH, ¥iFMihEE 4 h)a, NHZ Y6
BT 450 nm AR OD Ao 155 240 B AR X T
1. AREARXTIE T (%) = (SE554H OD {E/% #RZH OD
H)x100%.

1.3.5 AX@miaRenmiaA =El WESH
HH, 4 CHR R PBSIEVE2UK, LL1 200 r/min(#
A28 em) B0 10 min, fIIA 500 wL 254 2% ik
R, S5 A S wL Annexin V=FITC F1 PI %
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TG 15 min, U240 ARSI 25 20 A549 4
Mg %, SCIRE A 3R,

1.3.6 T ER A& %R (qPCR) & 40 41 o
miR-21, MEG2 mRNA A8+ & £ &  WEEA A
Jfl, JH TRIzol i 7 $2 Bt 2H 41 b 5 RNA, i JH 4%
A 43 6 % B A I RNA ¥ JE [OD (260 nm)/0D
(280 nm)], J#5 5% K cDNA. J i &1 30 C
10 min, 42 °C 30 min, 99 °C 5 min, 4 °C 5 min, 5=
) cDNA #4 B 32 2 PCR i 7 & 156 B - #E17 Real-
time PCR Mo R Z&A4: 95 °C 5 min, 94 °C20s,
60 °C 20's, 40ME¥ . 439l LA U6 Fil GAPDH Sy
%, K274 miR-21 FIMEG2 mRNA HY4H
XfFeikte, SLEHEE 3K, PCREIWIFIINR 1,

&1 PCR3|#F3

Table 1 PCR Primer sequences

i ke P

miR-21 Forward 5’-CTGGAGGACTGGGACTGACTT-3’ 115
Reverse 5'-CGGGTAAACGGGGTTTAGCG-3’

U6 Forward 5’ -CTGGGCTACACTGAGCACC-3’ 154
Reverse 5’ -AAGTGGTCGTTGAGGGCAATG-3’

MEG2  Forward 5’-CCTGCCTTAGACTGGGACT-3’ 132
Reverse 5’ -TTCGCTTTGTTAGCTTCACT-3’

GAPDH Forward 5’-GATATTGTTGCCATCAATGAC-3’ 171

Reverse 5" -TTGATTTTGGAGGGATCTCG- 3’

1.3.7 WA EHRE LR KR EIEmMR-21 5
MEG2 % ¥2 16 % % i i Starbase V2.0, PicTar,
TargetScan %045 E U 43 BT miR-21 5 MEG2 2Z 1]
MEs A0, K MEG2 19 3° UTR IXH, 3i A2
ot £ B A5 A pmirGLO o, A4 gt B AR A
pmirGLO—- MEG2- 3" — UTR wild type Fll 5& A% i
pmirGLO- MEG2-3" = UTR mutant T 20 Jii k7 . Kf
A549 AL 1 x 10° AN/mL #2250 % 24 AL AR, (]
Lipofectamine 2000 41 25 J5 k7 55 miR-21 mimics 5§,
miR-21 mimics—NC 55 5% . 24 h 5, HALIMA
100 L Passive Lysis Buffer & 4% K [ Z4f# 15 min,
F4°C, 12000 r/min (#.L>2F4% 8 cm) E.L> 10 min,
R B B 24 1L, BALMA 100 pL Luciferase
Assay Reagent Il | 20 pL 4O, i 2
SEAKEIN N 2 RO . FEATA 100 pL stop & GLO
Reagent, 56N (SR 5 BEDH &G ME . 9250
HIZ 3,

1.3.8 &G % 9% 9P i (Western Blot) 3 45| 28 fig,
MEG2 %& & F A K-F  WURA A0, $2 Ui S
HH, BCAIHGRIME MM, 95 CaEinl
FEAHAEM, 17 10%+ ZHiEmmRa- RN wBE
BEIEHL YK (SDS-PAGE) , 5 BRASCHS 25 (1 6 75 21 R i
L (PVDF) 5 |, 50 /L i g 2F 43 25 95 5 1]
h, 233 AMEG2(1:1 000 i8¢ ) . B-actin(1:
1 000 #i B ) —Hi 4 CHEF EK , TBST PEE 3 Ik,
10 min/A . FEAIA HRP ARG —H0(1:2 000 i ke)
FWIFRE 1 h, TBSTYERE 3K, 10 min/ik. )5,
¥ PVDF Ji2 A LA 22 &G (ECL) , T = g
e, N Image) BH4%FIE A 8 11 2% 54T K
BE T, DL H BB 5 K E/N 2 GAPDH 2
KB E, VR H B8 AR Rk
SCEGEAR 3K
1.4 SitAE  RHISPSS 24.0 G40 %F SEH6 %
PEHAT 0T, A L LU + PR (v £ 5)
Fono AL HLBCR H ek, 2408 AR H R
BRI 2208, HE—2 P ELBCR T LSD—1 K2 56 o
PAP<0.05 WZESAGITE L.

2 &R
2.1 AREIREHEZEXTAS49 WIS EEI N [
HHRRWBERIN,  AHRRSTE A6 2T 5 (P < 0.05),
FWIA R B H B R a4 AS49 40 s ss, H:
0.2 mmol/L ¥ FE 1Y H 5 28 6T A549 241 i 3 5 g 41
il 4 (20.43 + 1.86)%, UL T 1C0. NHALRIGEE
SRR, BOEBH R 0.2 mmol/L, WLIA 1,

401

A1 L TE IR %

20

& %% ok %

0 % i *@( % ”&\\}‘9 %X& B ”%( \&>
S & & S

09" 04\0 Q- s Ny o QQ'”Q

E1 AREREHEE A549 g sEpHHI1EHA
Figure 1 Inhibitory effect of different concentrations of
liquiritigenin on the proliferation of A549 cells

2.2 HEZMASOMMEBITHBRENZ b
FHROH R, 25 A4S H R R 4 AS549 41 SF
YIRS, H R 40 SF 7S F 4L 8 E REAIG
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(P<0.05), HHZELH A549 411 SERw HI SERy, 73
B 1.27, 1.54, GG > 1, 458K,
FZ T LA R ASA9 20 L O AURR M o BRI
K4 Gy B, A549 40 SF 3235 0.5, RIS 22t
TE T2 i 4 Gy VR BRGS il  ELAREE L L
K2, %2,

1.000 =4
=
\({‘;
& 0.100 -
R
s
E 0.010 =
= —e— =4l
B
0.001 I I I .
0 2 4 6 8

TR/ Gy
B2 AREFEMETL R EHEATTEHE
Figure 2 Cell survival curve after different
doses of radiation

®2 BEZBERSHLILER
Table 2 Comparison of single—click multi—target
model parameters

25 D, D, N SER,  SER,,
e y=F| 2.14 2.35 3.01 — —
Hrng 1.69 1.53 2.42 1.27 1.54

2.3 BHASOHMMMBIFEALE SA4HMHH
XHG ST I, 25 AR E X (P<0.05),
55 R b, H R 2 A L AE X S T R AIG
miR-21 mimics 240 MIAHXTE F1FH i (P <0.05); 5
HHREA R, miR-21 mimics4]. HHZE+miR-21
mimics 21 M HIAI XTI H1 T+ (P <0.05) 5 5 miR-21
mimics—NC 2 FL %8, miR-21 mimics ZH 40 J9AH X 1%
J1THE (P<0.05); 5 miR-21 mimics 2 bbA%, H#
ZE +miR- 21 mimics 21 40§ 0 XF 36 S BRI (P <
0.05). Z5HRFEY, HEZREAIHHS miR-21 mimics {2
i AS49 A A VE . FLARZE SR L3R 3,

2.4 FBAASAOMBATREE EHT- R4
A, ZREFIFEX(P<0.05). S5x 4
e, HEZRHAAMMA TR T 5, miR-21 mimics
HAAM AT RFEMR(P<0.05); SHERY LK,
miR-21 mimics 20 . H EL Z +miR-21 mimics ZH 4 Jif!
PITREFMR (P <0.05); 5 miR-21 mimics—NC 41t
A5, miR-21 mimics 2L 40 T FE AL (P < 0.05) 5
5 miR-21 mimics H ., HHZE+miR-21 mimics

*3 &4HAS49 HBEIEXTE S L

Table 3 Comparison of the relative viability of

A549 cells in various groups (x+s; n=5)
215 AS549 Y AIAH XIS H1/%
X A ZH 100.00
HERA 78.62 + 6.09”

miR-21 mimics—NC 2
miR-21 mimics 2
HHZE+miR-21 mimics 21

101.13 £ 5.84
128.94 + 6.57V2%
98.37 + 7.27%%

FAH 48.165
PIE <0.001
DOP<0.05, SxIALE; @P<0.05, SHEZ4

[#; @P<0.05, 5 miR-21 mimics—NC 41 b4 ; @P<
0.05, 5 miR-21 mimics 4] L&

HAMIH TR T (P<0.05), Z5HEH, HEE
AL 1S miR-21 mimics 100 1] A549 21 A 95 7= /) 1
o BRI ILER4, K3,

2.5 &4H AS49 4 i miR-21 F1 MEG2 mRNA #8 %t
RiIZELE AAAM miR-21 FMEG2 mRNA
XfFREEAME LK, ZRARITFEL(P<
0.05). SXFRA I, HERA miR-21 MXF&IL
WAL, MEG2 mRNA MIXF A5 T+, miR-21
mimics 2 miR-21 X} ik & T+ 5, MEG2 mRNA
AT Rk B R (P<0.05); 5 H 8R4 i,
miR—21 mimics 21 . T & 2 + miR-21 mimics 4
miR-21 AHXf Rk 5, MEG2 mRNA FHXT ik
H ML (P<0.05); 5 miR-21 mimics—NC 41 L 4%,
miR-21 mimics 4 miR-21 A%} ik & THE, MEG2
mRNA A X} 3% ik & [ ik (P<0.05) ; 5 miR-21

x4 KBAASIMAAT RILE
Table 4 Comparison of apoptosis rate of A549 cells

in various groups (x+s; n=3)

21 51 AR T4 %
payiikael 6.34 +0.45
GES¥ 28.67 = 0.87"
miR-21 mimics—NC 2 6.12 +0.53
miR-21 mimics 21 3.45 +0.38"2
HHZE+miR-21 mimics 2 6.58 +0.61%"
FIE 920.741
PAi <0.001
DP<0.05, SXALE; @P<0.05, SHHERA

Fb#; @P<0.05, 5 miR-21 mimics—=NC 41 L5 ; @P<
0.05, 5 miR-21 mimics 21 [L3&
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10 10 100 10° 10° 10° ld‘ 107
Annexin V=-FITC Annexin V=-FITC

100 10°  10* 10" 10 10° 10° 10* 10 10' 10° 10° 10°*
Annexin V=FITC

X 0 POy
100 10 10° 10’

Annexin V=FITC Annexin V=FITC

A KFIEZH; B, HEEZEAH; C. miR-21 mimics—=NC#H; D. miR-21 mimicsZH; E. HELZ+miR-21 mimics ZH
B3 &AA549 MEUATER LR
Figure 3 Comparison of A549 cell apoptosis in various groups

mimics 21 HLEE, H B2 +miR-21 mimics 41 miR-21
AHXS 2235 AR, MEG2 mRNA X 263k & T
(P<0.05) . Z5HF £ W, miR-21 7] G 5 MEG2
mRNA FREAC, HAARZERILES,

R5 &4HA549 i miR-21 1 MEG2 mRNA #8xF
RiEEE
Table 5 Comparison of the relative expression levels of
miR-21 and MEG2 mRNA in A549 cells

of various groups (x+s; n=3)
Rl miR-21 MEG2
popictisl 1.94 £ 0.12 3.67 £0.21
HrZa 1.12£0.09° 498 +0.26"
miR-21 mimics—NC 41 1.97 £0.17 3.59+0.23

miR-21 mimics 24 4.15+0217%% 212 +0.1872%
HHE+miR-21 mimicsH  1.89 = 0.13%%  3.73 + 0.24*"
FAE 172.971 60.611

P{E <0.001 <0.001

OP<0.05, SxFEAE; @P<0.05, SHERHA
[#; @P<0.05, 5 miR-21 mimics—NC 41 [L#5; @P<
0.05, 5 miR-21 mimics 20 L4

2.6 miR-21 5MEG2HISBEXFR il Hds R i
M miR-21 5 MEG2 AL G R, 4R, miR-21
ATLAZE A MEG2 (193 -UTR X3, ULIE 4-A, XUk
SRR LA LIRS R W, 5HFE Y miR-21
mimics—=NC. MEG2 3’ —UTR B2k BV {A 1) A549 41
M bb#, YL miR-21 mimics. MEG2 3’ —UTR &
A= R AAR 0 40 M 2 ' R 1 B FRAIR (P < 0.05),
LAY miR-21 mimies—=NC. MEG2 3’ -UTR &4%
RURARIY) AS49 2 L4, 4% UL miR-21 mimics .
MEG2 3’ —UTR 228 R 25 (% 11 240 Jif 2 ' 25 il 7% 1 T
B AR AL, 45 B R, miR-21 17 42 80 e 9 45

MEG2 %3k, HARZRILE 4-B.
1482 1488
A MEG2 3’UTR §...UAAUUUUAUACUGUAAUAAGCUC...

Hsa-miR-21-5p 3° AGUUGUAGUCAGACUAUUCGAU

B 1.5+ 1 miR-21 mimics—NC 41
B miR-21 mimics 4]
H T
,:‘;E 1.0 x
e D
éi 0.5
U
0.0

P A pmirGLO-MEG2 225 pmirGLO-MEG2

A. miR-21 5 MEG2 {775 #2145 4 v 45, (1482 1 1488 35
RSB RL ) 5 B. XU R B S 5L RS2 g B0 TR 2 2R
DP<0.05, 5 miR-21 mimics—NC 41 L4
B4 miR-21 5MEG2H#E @K H
Figure 4 Targeting relationship between miR—21
and MEG2

2.7 HBLHAASAOMEMEC2 EAMBERILELLE
-4 A549 4l il MEG2 5 1 RH X 2R 18 1 41 1) b4
ERAGIFE L (P<0.05), S RA LA, H
B 4 MEG2 8 [ #H XF &35 & FF &, miR-21
mimics 2 MEG2 £ [ AH X 26 35 5 FE K (P < 0.05) ;
S5HEZEHALE, mR-21 mimicsd . HHE E+
miR-21 mimics 20 MEG2 & FHAH X b EFEL (P <
0.05) ; 5 miR-21 mimics—NC 41 [ # , miR-21
mimics 2 MEG2 25 FH A1 X 2 35 5 F K (P < 0.05) ;
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Figure 5 Comparison of MEG2 protein expression in
A549 cells of various groups
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Table 6 Comparison of protein relative expression level
of MEG2 in A549 cells of various groups (x+s; n=3)

2151 MEG2

X HRZH 0.76 +0.07
HEZRA 1.21 +0.08
miR-21 mimies—NC 20 0.73 + 0.06

miR-21 mimiecs 20 0.45 + 0.0472%

HALZ +miR-21 mimics 20 0.81 +0.08%"
F1E 48.616
PAE <0.001
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0.05, 5 miR-21 mimics 21
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