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7 B P AF B (NC) 28 Fm 27 4] 7 48, 5 30 45 4 miR-1246NC Fedp 6] 7 42,40 R Ao A NC 48,5077 48, 37 %) 7l
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(MDA) . # & At 4 B AL 85 (SOD) , ¥ M35 47 f2 miR-1246 A X K-F, SR MEL4 2L miR-1246 483+ & ik K F
& T FER[(3.47£0.64) vs. (1.42+0.3D ], ZFA LT FEXL(P<<0.05), AT AFHFANASE 28 X
B 9% 40 AR AR B SR & M 9B 20 4% miR-1246 A8 3¢ & ik K F  CyclinD1 . Ki-67 .Bcl-2 #= B-catenin %& & /K -F4& F NC
20,3 T 44+ 07 4L, ™ Bax & @ KT T NC A, KT 374 FH + 5057 40 (P<T0.05) , 077 40 A0 40 L4 45 A2
JE MDA | ¥t 38 47 Fo Bl 21 22 miR-1246 A8 3¢ & & K -F & T NC 2537 4] 5 28, 49 4] A £+ 2097 20 £ 3R 48 45 35 1K
T FA(P<<0.05), £ miR-1246 T 4k i@ if ¥ %] B-catenin & A R4 & M & A 50 77 69 HL B M, B 4K miR-
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Regulation of miR-1246 on radiosensitivity of lung cancer cells and its

effect on lung injury caused by radiotherapy”
CHU Li,YAO Xuepin ,LIANG Yan ,DUAN Yingxin,J]IANG Xi ,WANG Lijun
(Department of Radiotherapy and Chemotherapy sthe Second Affiliated Hospital of
Xingtai Medical College , Xingtai , Hebei 054000,China)

[Abstract] Objective To explore the regulation of microRNA (miR)-1246 on the sensitivity of lung
cancer cells to radiotherapy and its influence on lung injury caused by radiotherapy. Methods Collected lung
cancer and adjacent tissues,and detected the level of miR-1246 by reverse transcription PCR (RT-qPCR). The
lung cancer cells A549 were divided into the negative control (NC) group and the inhibitor group,and were
transfected with miR-1246NC and inhibitor plasmid,respectively. A total of 40 mice were divided into the NC
group,the radiotherapy group,the inhibitor group and the inhibitor+ radiotherapy group,miR-1246 inhibitor
(4X10" TU,300 pl.) was injected through the tail vein to continuously inhibit the expression of miR-1246.
Local radiotherapy was performed at the tumor site on the 14th day of modeling,once a day for 2 consecutive
weeks. Analyzed tumor growth, and detected tumor tissue proliferation, apoptosis and B-catenin protein ex-
pression level. The lung injury was analyzed by hematoxylin-eosin (HE) staining.and the expression levels of
malondialdehyde (MDA) ,superoxide dismutase (SOD) ,inflammatory indicators and miR-1246 in the lung tis-
sues of each group of mice were detected. Results The level of miR-1246 in lung cancer tissue was higher than
that in adjacent tissues [ (3.4740. 64) vs. (1.422£0. 31) ], the difference was statistically significant (P <C
0.05). Tumor volume and mass at 28th day, the expression level of miR-1246, CyclinD1, Ki-67, Bcl-2 and §-

catenin protein levels of the tumor tissues in the radiotherapy group and the inhibitor group were lower than
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those in the NC group,but higher than those in the inhibitor+radiotherapy group,while the Bax protein was

higher than that in the NC group,but lower than that in the inhibitor+ radiotherapy group (P <C0. 05). The

lung tissue damage degree, MDA ,inflammatory index and miR-1246 expression level of the lung tissue in the

radiotherapy group were higher than those in the NC group and the inhibitor group,while the above indicators

in the inhibitor + radiotherapy group were lower than those in the radiotherapy group (P < 0. 05).

Conclusion miR-1246 may increase the sensitivity of lung cancer to radiotherapy by inhibiting the expression

of B-catenin,reducing miR-1246 level can alleviate radiation-induced normal lung tissue damage.
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A B IR T R 42 5 miR-1246 A9 33k nJ fiE
T il 9 20 M B R e T3 L — I i T O & B R AT
miR-1246 AY7K - 1] 4 155 il 56 e X % e 98 4 i 0% 2% 4
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124638 3 miScript i 7 & & B & 4 DNA (7 °C, 60
min,95 ‘C,5 min,4 C FAHF), fl H SYBR-Green
PCR & 7] &4 5 4 DNA (95 °C,10 5,55 C.30 s,
72 °C,30 5,40 MEH) ., U6 FHE miR-1246 a9 N IR
Z M, X F mRNA, 4 5] i# i PrimeScript-RT
SYBR Premix Ex Taq i 7 & #1733 % 5% (37 “C .15
min,85 °C,5 s) Fl PCR(95 “C,5 min,95 ‘C,30 s,40
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S ST BRI U | NG 71 N S R T |
i 1 BEEAR A 450 nm bW S B, SR 5 AR 4 B i iR
2R A A &R (TL)-1R. TL-6 A0 i 9% 3K E [H T«
(TNF-o) ik K-,

1.3 %itsam

K SPSS19. 0 3 4F #E 47 8085 20 A, o 2 B8 kL L
xts Fon A L EBCR H ¢ R g, 2 4 A LR H
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3] 4 O 41 R 4 21 miR-1246 AHX 23k K AL T
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FTHREF 2021 5% 9 A% 50 4% 174

ik oL R

# 2/ U 42 Cyclin D1 M1 Ki-67 2 7K
Pk, 22 3 Goit2f 8 X (P <<0. 05) . Jiloy 40 A 1
FLH s 21 23 Cyelin D1 fil Ki-67 2 /K KT NC
21 P00 3R+ O 4 4140 Cyelin D1 Ml Ki-67 25
F KPR Tk 97 4 R0 i 57 26 (P <<0. 05), WLIET 1.

% 3.
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- 5 14 RARB 55 28 R 55 28 RIFkt
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NC 41 104. 2611, 82 274, 264216, 82 0. 3740, 05
i oag ik 112.15+12. 03 144. 26+ 14, 38" 0. 260, 04"
Eit FEAEAE] 111.07+12. 84 182. 36+16. 24° 0. 29+0. 04"
MR HoT4l 108, 92411.77 92. 57410, 58" 0.214-0, 03"
F 0.474 38.878 12.812
P 0.345 <£0.001 0. 008

“.P<C0. 05,5 NC 4 Wi, P<<0. 05, 5F 4 L3R P <
0. 05, 54l 7 4 L 4% .
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215 miR-1246
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T 2.84+0. 30
010 70 21 1.56+0.17°
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ZH AR 2 (P <<0. 05) . WK 2. % 4,
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0 750 -+ T 4 0.4240.05" 0.3440.04™
F 43.548 61.297

P <<0. 001 <<0. 001
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2.6 B4 R AP IE LA L B-catenin B & & K AL
20/ R M 220 B-catenin FR K HLE, 2 57
HEE 5 SL(P<C0.05) o YT 4 R0 il 7] 25 i 98 21
41 B-catenin & [ KK T NC 41, 056157 -+ 7 41 p-
catenin £ [ 7K AR F 0T 4L AT #0155 24 (P <<0. 05) ,

L 3.3 5,
3
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& 3 Western blot #& il & 26 /] B g 4H 47 -
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215 B-catenin
NC 4 3.6240. 34
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P <<0. 001
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KA F 97 41, 1 SOD K & T ior 4l (P <
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i
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0.05), L% 6.
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x7.
=56 ZHMNRMALZS MDA 1 SOD 7k F b
(n=10,x=%s)

45 MDA (nmol/mlL) SOD(U/mL)
NC 2 4.85+0.51 135.63+13.68
T A 14.13+1. 68 91.264 11, 75
a0 4l 4,52+0.62 132.52+17. 24
0300 -+ oy 4 10. 29741, 42" 113. 18420, 58"
F 34. 842 14.198
P <<0. 001 <<0. 001

4, P<C0. 05,5 NC 41 55" P<<0. 05, 5T B, P <
0. 05, 5l 4l A,

x7 ZHNBRMARKEEIRKELE(n=10,
T+s,X10 7 g/L)

205 118 116 TNE-«

NC 21 39.1844. 98 41. 2974, 67 53. 5445, 84
oA 78.3149. 75* 86. 2849, 35" 114, 7313, 24*
R 37,5845, 34 42,736, 01 51. 846. 81
MHF+HOTA 58, 6448, 20 66. 508, 92 89. 61410, 34"
F 24. 187 27.923 28.075

P <0. 001 <0. 001 <£0. 001

4, P<C0. 05,5 NC 41 850, P<C0. 05, 5T ;. P <
0. 05, 5l 4l g .

2.10 &2/ A4 2% miR-1246 A8 %F & A5 K F b4k
046 3500 20 il 41 20 miR-1246 FH X % ik K SEAE T
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x38 £ HPMRMHALR miR-1246 B3R EKF
b (n=10,7x%5)

415 miR-1246
NC 4 1.0540. 09
T 4L 3.19-+0. 42°
A0 380 2L 0.67-0.07"
040300 - Ay 4 1.5240. 18"
F 49. 688

P <0. 001
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3 i i
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KRR IE R HE 44 58— L W R 2k
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5 H IO T i 98 & AN R R 0 AL AN o8 4 B
T A6 97 M 1) e 32 B 1 22— (HUOPY B S B
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FHH A PAS 3 25 BR . — 7 T P T i 96 40t mT R 7 A=
XoF TSR £ T o 5 — T T S £ Al 2 o TR L O R
20 4 5 AR A5 . B v M e X 9 P BB R 5 % O
Wl 4 4L B 45 45 LA A I AR R S

miR A 38 1 A 5 e % 19 7 205 mRNA ) 3'UTR
DX 38k 25 B o DT 18 1 3 R A 260k 7K L miR #Y 3X Fh 7
B SR S K R R O 2 AT S e 3 IR Y kL T 2
S & L KRN miR-1246 & — B R Y
5 55 B9 miR, 7R P A0 52 56 25 L R FE B SR
Jig i 9 5 IR b S FEAORE AR R L BFSE A miR-
1246 2 fili 8 2 4 1988 AE HF i 1 O B 0K 20 2% L 06 34 b
miR-1246 7] FHAE R i Al 98 2k J 10 A2 0 b ic 40 FR IT
AR, KIM %V BESE R B, miR-1246 Al 48 & i i
YR 2268 77 . (H miR-1246 fig 75 £ /&5 Ffi 98 20 i ot
JHCTT (BB AT AS Y 4 . AR 9 2 R I 7 R AR
A miR-1246 AN RE 100 il Jiri 96 17 78 4R BRUASS 760 14 i
Jor A= KR A TR 4 M 4 R T A AT R e R O
B AU | B2 S R B R 1. S R E S DNA
1) VBT 24 236 7 I 9 1) G B AL DNA Y B 005 18 2 2
i3 40 B L A X S 2 P M 1 O B T 9T R miR-
1246 Al P84 DNA E#H 4 M ERIES 5 DNA #
it 2", B-catenin & Wnt 1 B A CHE . S
55 2 o 1R A b R A B R T A g ke B R B-
catenin ] g kT 40 I X il G+ 2% E’Jﬁﬁ%ﬂ&”'” Y NZSEYS
R RO LB T B-catenin B35 7] 11 B B
i 988 0 0 X T St R L R R O B AR 0 L
KEELRK E AU T miR-1246 XF B-catenin #Y H1Jl
VERYY . ARHBFSEIE 52 T 7R MR I miR-1246 3F 1 41
il A K R 42, ELIM AR miR-1246 B 3 31k 7] gl i
JEE DNA #1473 18 52 A0 G 8 11 14 3R 3K [ A 98 2400 e X
S 1 A T L AT B S A 410 ] B-catenin AH G [ 12
o A S 2 Xt P9 ) A% o DA 4 v T AR

iR T U o e N (B L R i R
DNA #4, 235 #2 1E & i 4 2L #2455 . 7] T 52 5
BT AN AT R S B0 15 TN R L R R RE IS R T
RN Aefl . IT4Ek , 40 B 40 i S8 1k 17 38 e e
S5 05 R 2 AR A ELWE Ak R BPE Sk il A A
KA R RGeS TR AR A 2 5
i DNA 547 F B e A9 40 A 08 T 5L 2535 5 % Pk 4i i
T 053w o AR IE R FF LB IR miR-1246 (17K
S 3 o F PK I S miR-1246 18 PEEE 9 7 X3 miR-
1246 M7KF- . 458 B R BT 23 51 il 96 4R BRUASE Y fii
2H 2SR AL IO 385 S A5 PR 1R B L T R T S it 4
fi MM miR-1246 1 A5 %G H 2% ff il 383 405 . 76 g %
FE5 S 30 ADDCS 20 A /) 2 1 458 43 5 B, miR-
1246 B0 il 8 2ok E R A0 A% R da B9 R IR IE R
P 3 0 L AT % fie 0 R R A0 L — T T F 5
R 7E NalO, 75 5 19 5 10 N #4040 B A5 AL op, 0 il
miR-1246 23 BG4 S K F . 32 v A0 IR (8 3% 1 )z
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MBI T RE P E MG . AR BB R T
miR-1246 1) FE % 38 55 1 J§ 22 0% 5 5 19 /s B 3 %
iE I 2% ik v R 40 R IS I A Y . HAS BT
FEA 7R 30 3R] -+ T 2H I 202U miR-1246 7K 7
AR THOT A X $E s M fl miR-1246 1Y 5K 35 Al GE
Tk G gk AR A I TR A1 ) 58 M SR DT 2 e e T
51 ) 4545

22 b ik, miR-1246 A] BE 1@ 1 311 B-catenin
F2 R4 il i X O 0 U L HUFE IR miR-1246 11
IRV T G2 il A I 25 S R W A R . A
WFFEA R T miR-1246 15 il i 47 753 £R 5L 78 2H 21
IS 20 ZUAS ] B A 76 il 96 2H 28 miR-1246 i 5
V5 R T AR A I R i 42U, miR-1246 3
G fifk S A N ORIt 2 A OR AP AR . TR T 4 A2 O
f il e A R UG, miR-1246 MR I 2 A 25 19, 6T
miR-1246 75 il £ v 1 8 SCHN5 10T 89 56 R AN
Bk — LT .
S % ik
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