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miR-125b X [T i 358 2 A 42 1 FH 00 5 B F 5

AR BLE

HE BB T miR-125b % IFBE 00 8 A B0 TR MR
FIFAAALRIB IR IR AL . FiE H miR-125b #4Y
YR TR Ao NS PN AN A T e, 1 5 4 A qRT-PCR
1 ELISA A6 1 A& P B2 246 K 1 F (VEGF) 4 b Bt IR 7% 31
(CD31) , Ifi A& Pk 1M A& 9% IR F (vWF) | IV 2 i Ji ( Collagen
IV) J2RER A (LN) 9 mRNA FIE [ 3235, 98 6 E 6
— LA (NO) FFRE 5 1 L BEAG I JHF 353 P b 400 i 3 1o
BAFL AR ; I A8 T A S 50 W5 45 4 1M A8 26 1 100 5 SER
F R 5 L SLEGBGIE miR-125b 55 VEGF Wl X R, &
R oRT-PCR Fl ELISA I & 7= 55 99 14 X B4 AR LY, miR-
125b B W) 5% Yt J& VEGF . CD31, vWF , Collagen IV | LN ¥
mRNA FIFE 235 FRE(P <0.05) , T miR-125b $ 1% ye
J& VEGF ,CD31 .vWF  Collagen IV LN A mRNA F1# %3k
HH(P <0.05) ; 2 SR AT K I o 7% 55 B3 1 o R 2L A L,
miR-125b BLPIY) s Y J5 NO 328 Yook BRI F (P <
0.05) , 71 miR-125b 5G4 JE NO F- 15 a8 B R ik 3
JN(P <0.05) ; B BEAG I A& B0 55 BH M X B8 40 AH H , miR-125b
BERIH) e Y S N AT 3 PN Bz 400 i 25 T 7 AL 3R i3 (P <
0.05) , M miR-125b Ml Hyi% 4o 52 P B2 4 M 3% 1 1 L
B N R (P <0.05) 5 MM TE AR S 56 40 00 45 7 5 B %o e 2
AH L, miR-125b 55400 4 % Gt I o 45 8T AR B0 TR (P <
0.05) , Tl miR-125b 4 4% J& I 1M 45 3 AR Eost g m (P <
0. 05) s BUFE N R B 45 5 8] 55 560 1 7 5 B 1k %ok BRLZH AE L
VEGF $7 4 B Y miR-125b HE45 40 HH X 5 Y6 i BE 6 1k PR A
(P<0.05),T VEGF 275 BU% YL miR-125b AAPIHHXT 9
SRERIBFM(P >0.05), 41 miR-125b A& 05 AT B
MAEHTE , PN R BT EF 4R A 1R F |, A8 P 5 B 3R
BRI S

KR miR-125b; ML E B AR IR 44k ; 1048 P9 AR K A
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JFEF 4E 4k (hepatic fibrosis, HF ) 52 T JIiE X 8
WA N 28 I N, L4l B Zb 3 5T ( extracellular ma-
trix, ECM) KETUFUFRAE o 1 F 2 24543
JFSE N B2 40 B2 ( hepatic sinusoid endothelial cell
HSEC) R &4 , S BB PR 31 (cluster of
differentiation 31, CD31) | Ifi. & ¥ Ifil A& %% & F ( von
Willebrand factor, vWF) DA A JZ Kk % 25 11 ( laminin,
LN) #1IV Y5 (type TV collagen, Collagen 1V) ik
Wz Wi B b &AL ST
1487 Ak w5 B 40 453 45 A0 220K 48 B (hepatic
stellate cell, HSC) 3G 16", i1k Ay HSC ] F K
it ECM A= e b I EF 4l i e A R e it — 20k W]
JHF55% 2 40 1 A8 A 2 A Ak A ) E S B

miR-125b 3 P8 45 HSC T, Wi/ ECM 1)
TUBUR R BT A7 AR AR IS o i 8 o e AR K R
(vascular endothelial growth factor, VEGF) AJ i 1+ 4
A — % Ak A (nitric oxide, NO) 45 1M 45 35 4=
miR-125b {£ VEGF #4_Eil 737, 7] LU Wi H T i
RS BRS8N A8 B AR B iR I 2T 4 4k 1
2GS, IR kD B A T SR 2218, TSR
EEARTT miR-125b Xof FFIE I8 A= BV, D 27
A AR R A /R TR AN

1 ST

1.1 #R5E AN Y (HHSEC) (3£
ScienCellTM 23 7], $25-:5000) , Lip2000 ( - 7 3§
K, 59512566014 ) , miR-125b #0356 H B ( i
255 R A PR 7)) |, TRIzol ( 3£ [ Ambion 23 A,
24515596026 ) , VEGF Ht & (185, ab52917 ) ,
CD31 $T 1k ( 525 ab222783 ) , vWF Hi ik (52 5.
ab174290) , Collagen IV HLIAK (555 : ab6586 ) , LN T
(1845 ab154848 ) , AUzt 3 il 41 45 Jk PR A I 3
& (575 . ab228530) 9 H Abcam 23 W], JG Il 1% %
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Fedh( FIFEER TR, 1845, 12753018) , PBS (AL & 3K
FERHEA AT, 525 . P1003) , DAF-FMDA ( |- %1
BRNT L HRS:.90019) , Z R HEE (E 254 A, 5%
5 :80096618) , Matrigel (L 5t R EF R A R A A,
735 :354277) , NLRP3 H7 4= % (wild type, wt) /245
T (mutant, mut ) 926 K B 5 3 R BOR 2k A (
1 Genepharm 23 H] ) , Easy Pure miRNA Kit (6 50 4>
KELEWHARHRAFA, 525 ER601-01-V2),
ELISA 30 ( g I 2E W Rt B A BR A Wl 525
ml064281;  ml060878;  ml023069;  ml062947 ;
ml028571) , RT-PCR {¥ ( 3% [ F& ¥R &, # 5, ABI
QuantStudio6 ) , F$¥ L% ( H A HITACHI, #-5 . SU-
8010) , f&l & W i 4% ( H A OLYMPUS, %5, 1X51)
BRI FRER G RS 310 ) I A 5 T e (3
[ tousimis A H], &4 . Autosamdri-931) .

1.2 FHi&

1.2.1 #mpassc A 5%FBS ) ECM 1532350t
1T HHSEC Al , B F 5% CO, # 37 C 340
R R R =R G T,

1.2.2 w2 RSELE BUERKRZERZER
HHSEC 41 itg F Ho 4y b as a2 35 4H ((mimics
21) Ik XT BB (mimics NC 41) 1] 21 (inhibi-
tor ZH) M % BEZH (inhibitor NC 40) , B J5 #1755
oo B ANEERR T 24 FLAR L5 2 RSN R
F 24 30% I}, #E4T miRNA-125b mimics A1 BH 1 X} B
By G B 35 2% miRNA-125b mimics F1EA
P XF B BC % miRNA-DMEM | 29 B 9 20 nmol/L, %%
BRERGREAGHEZER TS S min, [FEEEHIEE N
5 wl/ml #Y Lipofec-tamine™ 2000 &5, #2552 % %
AIGTEZEIR TR S min, Fifl 5K B i 4 A9 miRNA-
125b mimics F1 B $£ X5 B8 53 5l 5 Lipofec-tamine™
2000 IR AEE IR TIEE 20 s, i 2 2 B mimics-
Lipo2000 &A1, 4 100 Wl mimics-Lipo2000 & &
AR 24 HfLH, BT 37 °C 5% CO, KRG FR4
gt 4 ~6 h, BHHUHT BT IR IR, AR S G 57 24 h, DIt
JE 2528 ff 1. miRNA-125b inhibitor F1 B 14 % B8
YTk 5 mimies AR, 25 A4 R ECM 85
FRHEHATRE SR Wi SR R S E WU AR, 4% 4 40
A 100 pe/L B TE AL, 55 5% 48 h, H T &5l f5 4L
1.2.3 qRT-PCR # # miR-125b #= U6, VEGF .
CD31 wWF Collagen IV LN #= B-actin mRNA F&73
W2 A IR HS | £ B TRIzol 205 1 Easy
Pure miRNA Kit #2H0 RNA | F§ mRNA 300 % 5487 &

135 cDNA , i#47T PCR 4" 34 ) I, [ g 45 14« FilAE P
95 °C 10 min, 28 PE 95 °C 15 s, 1B k/ZEfH 60 C 1
min, 3£ 40 NEF . ] miRNA 608 8570 & # Ve 58
T RN B AN LS — 4 cDNA |, SRJ5 LA cDNA b
M, HEAT Y 3G SO 254195 °C 30 s, 1 AMEFR;95
C 55,60 C 355,40 MEA, il HFEHE F B
P28 Cu{E; LA B-actin U6 NN FEH
SR 2 784 M HARFE N mRNA (A X 23k i
FH qRT-PCR A& I #H 1 43 ¥ 09 2 3K, miR-125b , U6 |
VEGF .CD31 wWF Collagen N LN Fl B-actin | T i
SR RKFERE 1, LR HEE 3 K,

®1 S¥FFI%

HN A S1PFFI(5"-3") KAv(bp)
miR-125b |3 ;: ACACTCCAGCTGGGTCCCTGAGACCC 189
T : CTCAACTGGTGTCGTGGAGTCGGCCA

U6 I3 : CGCCTTCGGCAGCACATATAC 126
T : AAMATATGGAACGCTTCACGA

CD31 ¥ : TCCGATGATAACCACTGCAA 297
¥ : GTGGTGGAGTCTGGAGAGGA

vWF % : GCTCTCTCTCTCTTACCCGGATG 256
Tl : ATACTCCTTGCCCTGATGGA

CollagenV |37 : GGGTGATTGTGGTGGCTCTG 175
T ¥ : CCTCGTGTCCCTTTCGTTCC

LN % : GACCCGTTCGGTTGTAAAT 279
I : GCCAGACTCCACCTCGTTA

B-actin i : ATCACTATTGGCAACGAGCGGTTC 217

T i#: CAGCACTGTGTTGGCATAGAGGTC

1.2.4 ELISA ## VEGF.CD31 ,vWF, Collagen IV |
LN & & ki HAHMEE BN, LS5 x
10°/ml 40 5% BE 32 Fh & 96 FLAR P, LLES 0242 15
em .1 000 r/min B0 20 min, B FIEWAGT . #5
F B UL A A, FERFAR Y 450 nm P T OE
JEMH, A M 35 W VEGF ,CD31 ,vWF ., Colla-
gen IV L IN B & &, LW EXR 3 K, €=M
ELISA SZH0AG I £ 1 28 35 B G5B Sz it miR-125b A9 #E
mfEH

1.2.5 #RIFAHEN NO 09 &K W4 2H 40 ik
ERAPEE A 12 LRI/, T 37 C 5% CO, ¥
TGS 48 h, LERAMIEE TR, DA 1 ml 7 B
U714 DAF-FMDA ,37 C 40 il 55 3244 0% B 20 min,
FH PBS VEVANME 3 W, LA BRATEA LI DI DAF-
FMDA K5 TCLF 40 i 3% iR A 4% 19 2 5 BT
HER VL E AE 25 min, Bl 5 ] PBS WEI% 3 WK, BFIR S
min, % Il DAPI #G85F 5 min, PBST 5 min x4 X
VERZ A0 DAPL, FH & 1 2¢ 0 1 IR i = 1 v
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A BRE DO WA SR SRR, L E R 3
K,

1.2.6 AR RITE N K@it K4
FE AIAIC R, 2. 5% M5 [ 52 2 h,0. 1 mol/
L SR G2 il sk 3 WK, 1% BEFRACFE 1 h, 1% VU8
ARG 5 1 b, B R AR 22 MR PR o Uk, BR 2B
PERBEK 22 J5 PRI 5t s T o i X & B A A 1 711
T A e AR AR i 19 4 BRI B ML B 3
AL

1.2.7 B BREBEMNLETHEHLE 4 CH
1k Matrigel 52, #5455 100 wl 5N Z 96 FLAR M85 77
MUEHR,37 CH¥H 60 min, 7£ 40 min A B HHSEC,
FeH 5 x 10%/ml %5 HFP T 96 fLAN M5 Fo b, 4%
A2 1. 2.2 WAL YL Ab PR | 7E ) S W T g
BT GO, B BE B BEALIEER 3 S HLET

1.2.8 MFEAFBIRE AR £ IIE miR-125b 5
VEGF #9¥ed) % #  $i BENUHE O M 15 5 DA U
A&V S, K VEGE BF2E 7Y (wild type, wt)/%
AR ZEAR (mutant, mut) FEEEIE RIS RNA-125b £&
Y (miR-125b mimic) §% 44 A HHSEC 4fiffiH, 555%
48 h J5,3 500 r/min B> 2 min, /MU WS 3R R 3
%, PBS VRIKANM)S , PRI A AN MR, fE =0 T
B 5 ~ 10 min, EEIFFFE3 000 v/min £ T B S
min, BCEVEWR TR, LR E A 3 K,

1.3 ZRit=Z43B il SPSS 22. 0 B 4F %8 ik ot
PG00 TR OR DL 250 « AR E2E (1 £ 5)
PR, TSR B FLEH ¢ KR, T 25 8 5 Rk
IR P <0.05 AEFAGITFE L,

2 #£R

2.1 F /5 miR-125b BWRIZER g0 ss e sh
W5, FH qRT-PCR K %% Y 45 24 miR-125b f 353K
B, R 1 iR, FEYE miR-125b mimics M in-

hibitor Ji7 , 1 #3520 miR-125b AU A A i T25 H
YHHRZH (F =4.617, P =0.001) , [A 68 %5 T mim-
ics NC 4H(F =3.321, P =0.002) T inhibitor ZH |
WA KD 2] miR-125b K3k, R W inhibitor Xf miR-
125b Fik HA BAF I HI1E -

50

451 *#

7

N
(=]
T

Kk
W W
S W
T T

[\
A
11
1 T

T 1

a~
T

miR-125bAH%f

[\
T

NI

A B C D E

1 HPREEE miR-125b FikfER
A control ZH ; B :miR-125b mimics 2H ; C: miR-125b mimics NC £H ;
D :miR-125b inhibitor £ ; E: miR-125b inhibitor NC #1 ; 5 control £1 1
. P<0.05;5 miR-125b mimics NC 20 HLEZ . #P <0. 05

2.2 miR-125b Xt VEGF ,CD31 .,vWF  Collagen1V .
LN mRNA RIEMER 5 PIEXT A A L, miR-
125b mimics ¥ 4% J5 VEGF .CD31 WWF  Collagen IV |
LN mRNA 2535818 FRE (¥ P <0.05) ;1 miR-125b
inhibitor % Y% J5 VEGF ,CD31 . oWF ., Collagen IV , LN
mRNA KX BHIN (¥ P<0.05), WFE2,

2.3 miR-125b ¥ VEGF, CD31, vWF, Collagen
IV.LN EERIZHIER ELISA K0 % 28 -5 B
HEZH H L, miR-125b mimics # 4% J5 VEGF . CD31 .
vWF Collagen IV LN & FHREMH B EM (B P <
0.05) ; 1fii miR-125b inhibitor ¥ 4% 5 VEGF ,CD31 .
vWF Collagen IV LN fEH E A B3 (¥ P <
0.05), W3,

#2 miR-125b #E M FHNH M3} VEGF .CD31 .vWF Collagen IV LN mRNA FikHIELE (2 24 x +5)

2H 51 VEGF CD31 vWF Collagen IV LN
mimics 1.02+0.16" 1.14 +0.35* 1.25+0.40* 1.27 +0.35* 1.21 £0.45"
mimics NC 1.89 £0.12 2.00 £0.23 2.11+0.13 2.52+0.45 2.52+0.34
inhibitor 3.85+0.44% 4.33 +0.56* 4.23 +0.63" 4.44 £0.40* 4.12 +0.18*
inhibitor NC 2.48 £0.38 2.95+0.55 2.85+0.45 2.78 £0.35 2.82£0.40
£ 7.748 3.540 3.542 3.794 4.060

I 3.052 3.052 3.048 5.443 5.157

t*. 5 mimics NC HCEHY ¢ ﬁ;th; 5 inhibitor NC FCEY ¢ {H ;5 mimics NC F4 . * P <0.05 ;5 inhibitor NC H#.#P <0.05
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#3 miR-125b U FNHIH 3 VEGF,CD31,vWF, Collagen IV LN B RKiZAI LB (ng/ml,x +5)

25 VEGF CD31 vWF CollagenIV LN
Mimics 14.69 £2.21* 3.85+1.64% 8.11£2.33" 5.89+2.35" 3.83+1.76*
mimics NC 22.80 +3.00 11.62 +3.59 15.89 3. 10 12.66 +1.96 10.76 +1.78
inhibitor 41.80 +4.55* 20.11 £3.99* 27.87 =3.36% 31.95 4. 50" 23.46 £3.94"
Inhibitor NC 32.59 £2.71 12.96 +2.58 17.96 +3.83 19.11 +3.41 15.40 £2.74
PRcE 3.769 3.414 3.469 3.831 4.799
ki 2.951 2.892 3.378 3.940 2.913

t*. 5 mimics NC HCEHY ¢ ﬁ;th; 5 inhibitor NC FLEEH ¢ TE,E mimics NC %8 : * P <0. 05 ;5 inhibitor NC . #P <0.05

2.4 miR-125b X NO RiZWER SEAMEXT R4
AHEE , miR-125b mimics 5445 NO P39 608 3%
K TFRE(L=5.176, P =0.007) ; i miR-125b inhibi-
tor 5 YL J5 NO ~FIYFE IR BE Rk n (¢ =3.752, P
=0.020), WK 2,

2.5 miR-125b MFERN B MR EEFLEEME
A S5HYEX A L, miR-125b mimics 55 4 J5 I
SEPN R 20 e R T T AL A B n (¢ = 6.897, P =
0.002) ;1 miR-125b inhibitor %% Y% 5 I 55 N i 40 Jifd
Tt LRSI T % (1 =3.001, P=0.046), WK
3

2.6 miR-125b M MEFHAEMER ST IRA
FHLE , miR-125b mimics % 4% f5 148587 A= A 40 T 1%
(t=3.223, P =0.032) ;1M miR-125b inhibitor #% %%
Je MLAE B A B 38 in (1 = 3. 874, P =0.018), W
K4,

2.7 miR-125b X} VEGF R9$B[E{ER LT NC
mimics ZH , VEGF-wt F miR-125b mimics 25 LR
FEAIK VEGF [ 3'UTR XA GRG0 =7. 148, P =
0.002) , 4 . F NC mimics 44, VEGF-mut 1 miR-
125b mimics FLFE Y 5L EEIE 22 F A B3 (1 =
1.981, P=0.119) , #H miR-125b mimics 18 i FL
TEA VR T VEGF B 3"UTR X I, 30 P35 9 Je
Hiffirh VEGF B33k, WKl 5,

3 itig

HEF S22 M 0 b )5 BRI R, PR LR 5T HF
4 FHLR A o T X S Ak
MR 5 A 4E A ) ¢ R %5 U7, 52561 BH 21 4
A Hpof B 0 A5 BT AR AT 52 B A0 i A Ak S R, I
HAEBHR T I 4L I i, A BFoe’ e im
il B 5 B A0 i A A B B B, AT DA AR 4R Ak, [
A % B 4 FLAL IS HSEC BDFSE B4 M 1L & 4=
2N HSC & 161,

mimicsZH

inhibitorZH. mimics NC4

inhibitor NCZH.

NO 315 58 JE (AU)

0
A B C D

B2 miR-125b B FHD 4933 BFSE 4 B2 40 B NO RIiEHI= M
A :miR-125b mimics 21 ; B: miR-125b mimics NC 21 ; C: miR-125b
inhibitor ZH ;D ; miR-125b inhibitor NC £H ; 5 miR-125b mimics NC 41 [t
4. P <0.05;5 miR-125b inhibitor NC 41 4% .#P <0. 05
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mimicsZf. mimics NCZi.

inhibitorZH inhibitor NC4.

50
*
40 +
<:/
—3
{E 30
=2
= 20
.EE( o #
B
£
10
0
A B C D

B3 miR-125b A0 HI 43T B 5 1 R B B FL L E BRI
A :miR-125b mimics £ ; B:miR-125b mimics NC 41 ; C: miR-125b inhibitor £ ; D : miR-125b inhibitor NC 41 ; 5 miR-125b mimics NC £ b5 . * P

<0.05; 5 miR-125b inhibitor NC ZH [t.4%.*P <0. 05

mimicsZH mimics NCZH.

inhibitor4H. inhibitor NC4H

I A R (AN

60
#
T
40t
T T
20f *
-
0
A B C D

4 miR-125b &R FHNFI 33 & # E SR R0
A ;miR-125b mimics 4 ; B: miR-125b mimics NC 4 ; C; miR-125b inhibitor £ ; D miR-125b inhibitor NC 4 ; 55 miR-125b mimics NC 2 L% * P

<0.05; 5 miR-125b inhibitor NC 2l Lt#%.*P <0. 05

1.5r [ NC mimics4

miR-125b mimics4l

VEGF-WTZ1 VEGF-MUT#L
W S E B 5 B F A A X O SR B
5 NC mimics 4H L35 * P <0.05

E 5

WS I miR-125b 155 323k AL F2 A 1
AR AL 5 22 HY qRT-PCR A 1 %& B, miR-125b

mimics A L] VEGF . CD31 . oWF . Collagen IV il
LN ) mRNA % ik, miR-125b inhibitor ] D\ 3 fin
VEGF .CD31 wWF .Collagen IV F1 LN ) mRNA ik,
ELISA #6312 B, miR-125b mimics 7] L3 VEGF .
CD31 .vWF Collagen IV A1 LN (¥4 £k, miR-125b
inhibitor A I3 VEGF .CD31 .vWF , Collagen 1V Fll
LN B FRIE . ARWFFE R ' 2 i o5 3 PR S5 50
KL, miR-125b A LI45 A VEGF mRNA [ 3'UTR X
W, 8 H A, £ miR-125b ] L i 40 1E)
VEGF , AT 5% 1 P4 K 40 b 74 CD31 Fl vWF LA K&
LR BEAR S Collagen IV AT LN BYFKE, A
I D AR ET S B0 AGI % BH, miR-125b mimics 7] L)
il NO #9234, miR-125b inhibitor 7] LAY NO f4)
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%%ij_(o Eﬂ:%[”] %% Ey% NO 7] X ﬁﬁm%ﬁg{{ﬂéﬂaﬂﬁ eNOS signaling pathway to regulate liver angiogenesis to explore

Jﬂl%ébj& % Mﬁﬁiﬁ—'ﬁm%ﬁzbk m%%ﬁi _j::j}ﬂ: the anti-hepatic fibrosis mechanism of curcumol[ J]. J Ethnophar-
S ", N i macol ,2021,280:114480.

LR AEALAH PR AR | 2 2T 4E b B 2 R AE . AR _ .

e it A - ] o L [6] Zhou S, Liang P, Zhang P, et al. The long noncoding RNA
R B A SE g & B, miR-125b mimics 1] LA PDK1-AS/miR-125b-5p/VEGFA axis modulates human dermal
ﬁ?ﬂlﬂ%%ﬁﬁi y miR-125b inhibitor EI l/\/{ fﬁﬁlﬂt%%ﬁﬁi o microvascular endothelial cell and human umbilical vein endotheli-
%%Eﬂi miR-125b i)ﬁﬁ NO %\:'{ii . ﬂﬁg%;ﬁ\:ﬁ—ﬁim%%ﬁ al cell angiogenesis after thermal injury[ J]. J Cell Physiol 2021,
PEROCBERG , AR ST K B miR-125b mimics 7 L 236(4) 3129 ~42.

N e o o . . ok W, LR AT R SR R R A R IR T A
HEN 52 P9 2 4006 1 L0 B, miR-125b inhib 7 T
OIS P15 201 1 AL B9 B it i imhibitor FHBIHLHI[ )] . ZREER R #2441 ,2023,58 (4) :649 - 54.

VYRR /T BT 2 AT N 2el12] 5 o
TR BB ALIORCL . BF5E B ) sy rmr e e 0SSN R R

A48 013 T EETFIE SR SR, TS P B 4T O ek PR R L[ )] A B 2 30k R 1 2020,51(3) ;183 - 6.
IR RE Rt A 2R b, SO R AL R A (9] ¥ AN o, BEEEUHTE, . SE TS B AN AT (LB
I H A BT PR FE T T 5 3 28 35 0 T B T i, BT I ONFLF AR AL PR FITRLR L D). W PRATF I 26 25,2020, 36
=4 EIRd b 2% Ha [13] (2):319 -23.
gi?ﬁ gjgﬂ%gzﬂiiziiiﬁi@??;%zwﬁ (107 Wiegide, 280 W 38, 45 S 1S ub TR Ak BUBR TR
A SEER AR NI AT 2T V) WFSE B AL b B8 S0 ). DA e 7 B 4
it , W BE BN A 0 ) it 2 T R A 1 A ORI 2022 ,31(16) :2205 - 10.

. [11] Machado M J C, Boardman R, Riu F, et al. Enhanced notch sig-
naling modulates unproductive revascularization in response to ni-
tric oxide-angiopoietin signaling in a mouse model of peripheral is-

chemia[ J]. Microcirculation,2019,26(6) ;e12549.

[1] Roehlen N, Crouchet E, Baumert T F. Liver fibrosis: mechanistic

concepts and therapeutic perspectives [ J]. Cells,2020,9(4) .

875. [12] Yadav N, Jaber F L, Sharma Y, et al. Efficient reconstitution of

[2] % 5,08k, F53E, A FAEAER G HSEC ANMRINT ST hepatic microvasculature by endothelin receptor antagonism in liver
AN LIS TR BTG 1]. "R 2561 ,2021 ,44(4) 1980 — sinusoidal endothelial cells[ J]. Hum Gene Ther, 2019,30(3) :
4. 365 -77.

[3] Eii2.2k KLE 1.5 GIFALTEEE miR424 553057 [13] Zapotoczny B, Szafranska K, Kus E, et al. Tracking fenestrae dy-
5 N B AN LI S A ORISR [ 1], B P EE 252k 75 12020, namics in live murine liver sinusoidal endothelial cells[ J]. Hepa-
54(1):68 —73. tology,2019,69(2) .876 - 88.

(4] FAEH 7 &.% 5.2 MicoRNA-125b S JIT 52 0k 240 e [14] Li H. Angiogenesis in the progression from liver fibrosis to cirrho-
B JHT U e B P 2k P R [ ], ol I 2 2 v sis and hepatocelluar carcinoma [ J]. Expert Rev Gastroenterol
2021,37(8) :1133 7. Hepatol ,2021,15(3) ;217 - 33.

[5] Zheng Y, Wang J, Zhao T, et al. Modulation of the VEGF/AKT/

Experimental study on the regulatory effect of

miR-125b on hepatic angiogenesis
Wang Jiahui', Zheng Yang', Wang Lei', Huang Yanqing', Duan Xuelin®,
Liu Yanfang’, Zhao Tiejian’, Liang Tianjian'
(' Faculty of Chinese Medicine Science, >School of Basic Medicine,
Guangxi University of Chinese Medicine, Nanning 530222)

Abstract Objective To investigate the role of miR-125b on hepatic angiogenesis, with the hope of providing new
targets for the prevention and treatment of liver fibrosis. Methods The human hepatic sinusoidal endothelial cells
were transfected with miR-125b mimics and inhibitors, and the mRNA and protein expression of vascular endotheli-
al growth factor (VEGF) , cluster of differentiation antigens 31 (CD31), von Willebrand factor (vWF) , collagen
IV, and laminin (LN) were detected by qRT-PCR and ELISA, and the expression of nitric oxide (NO) was detec-
ted by fluorescent probe, scanning electron microscopy detected the alteration of the window holes on the surface of

human hepatic sinusoidal endothelial cells, angiogenesis assay was performed to observe the neovascularization of
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each group, and dual luciferase reporter gene assay was performed to validate the targeting relationship between
miR-125b and VEGF. Results qRT-PCR and ELISA showed that compared with the negative control group, the
mRNA and protein expressions of VEGF, CD31, vWF, Collagen IV, and LN significantly decreased after miR-
125b mimic transfection (P <0.05), while the mRNA and protein expressions of VEGF, CD31, vWF, Collagen
IV, and LN were significantly increased after transfection with miR-125b mimics (P <0.05) ; fluorescent probe
detection showed that compared with the negative control group, the average fluorescence of intensity expression NO
decreased significantly (P <0.05) , while the average fluorescence intensity expression of NO increased significant-
ly after miR-125b inhibitor transfection ( P <0. 05) ; the number of fenestrations on the surface of human liver sinu-
soidal endothelial cells significantly increased after miR-125b mimic transfection (P <0.05), while the number of
fenestrations on the surface of human liver sinusoidal endothelial cells decreased significantly after miR-125b inhibi-
tor transfection (P <0.05) ; angiogenesis assay showed that compared with the negative control group, the number
of angiogenesis significantly decreased after miR-125b mimic transfection (P <0.05), while the number of angio-
genesis significantly increased after miR-125b inhibitor transfection (P <0.05) ; dual luciferase reporter gene assay
showed that compared with negative control group, the expression of relative fluorescence intensity after transfection
of miR-125b mimics in VEGF wild-typ significantly decreased (P <0.05) , while the expression of relative fluores-
cence intensity after transfection of miR-125b mimics in VEGF mutant significantly decreased (P >0.05). Con-
clusion miR-125b can inhibit liver angiogenesis and thus play an anti-fibrosis role, which can provide a new ref-
erence for the prevention and treatment of chronic liver disease and the development of new drugs.
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and Western blot to determine the optimal time of hypoxia induction. A549 cells were divided into 5 groups: control
group, hypoxia group, hypoxia + ROS inhibitor n-acetylcysteine (NAC) group, hypoxia + ( SIRT3 overexpression )
SIRT3-OE group and hypoxia + SIRT3-OE + NAC group. Cell proliferation was detected by MTT assay. Cell apop-
tosis was detected by flow cytometry. The mRNA and protein expressions of HIF-1ao and SIRT3 in each group were
detected by RT-PCR and Western blot. ROS content in each group was detected by flow cytometry. The contents of
malondialdehyde (MDA) , superoxide dismutase (SOD) and glutathione ( GSH) in the cells of each group were
detected by biochemical kits. Results The optimal induction time of hypoxia was 24 h. Compared with the control
group, the apoptosis rate, SIRT3 mRNA and protein levels, SOD and GSH contents in the hypoxia group signifi-
cantly decreased (P <0.01), the cell proliferation ability, HIF-1o« mRNA and protein levels, ROS and MDA con-
tent in cells significantly increased (P <0.01). Compared with the hypoxia group, the apoptosis rate, SIRT3 mR-
NA and protein levels, SOD and GSH contents in the hypoxia + NAC and hypoxia + SIRT3-OE groups increased ( P
<0.05), the cell proliferation ability, HIF-loo mRNA and protein levels, ROS and MDA content in cells de-
creased (P <0.05). Compared with the hypoxia + NAC group, the apoptosis rate, SIRT3 mRNA and protein lev-
els, SOD and GSH contents in the hypoxia + SIRT3-OE + NAC group significantly increased (P <0.01), the cell
proliferation ability, HIF-1oo mRNA and protein levels, ROS and MDA content in cells significantly decreased (P
<0.01). Conclusion Under hypoxic conditions, SIRT3 can promote cell apoptosis and inhibit lung cancer pro-
gression by mediating ROS to inhibit oxidative stress response and HIF-1a expression in lung cancer cells.
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