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(T PHERSK I B I E R, BT 530021, 2[A 5K I8 2= 5 E R, i 200120)

WE AR 8 AR KA RNA-125b(microRNA-125b, miR-125b)A45 8 UL IL /G, A
T LI B T BP 3 i 4% £ 7% & @ 1(high mobility group box-1 protein, HMGB 1) 5 49 X JE KL
B3 S 2 B2 R AT R AR R e HeAR, B A 5 SO AR, AR AR T HImiR-125b
B K m e B F & 4m e A~% -1PB(interleukin-1B, IL-18). & 48 8 /~% -6(interleukin-6, IL-6). & 8 &
A~%-12(interleukin-12, IL-12). A¥J& 35t 7 :J"—(x(tumor necrosis factor-o, TNF-a)# & ik % Ak AL
ARG mIR-125bit KA AT ik 09 % A R IR AL Fe R IR R ST A s RS LRSS
FEHMGB1 894K, 6 R Z 48] mHMGBl(recombmant mouse high mobility group box-1 protein,
rmHMGB1)%& & # AT R AR, S5 SAR G AL sk m RAZ 42 6937 28 S BE4E R 40 R X A
LA ZHIC2. AT 4 mfie Z 10T 1/20A ZJR AR EwE aa JR SATAF 5. M) 2 miR-125bid £ A IR R
B PB IR IR A AR R S HIC2 A7 10T 1/2 40 L BAR ) B e ARG S HEZL 4R 5 A AmiR-125bAE
#miR-125b mimic3% %} BB AZ 4 control mimicks 22 s KR AR B o4 fa il AR )5 B Fe R ok 4169 8
28 4% T CD11bFa 1% fm fo Ak 2k Hik i B fmff. i i$qPCRAZELISAH A AL 40 L/ FIL-1B. IL-6.
IL-12. TNF-a#9 & ik K-F. Western blot7 ik A& | X JE R A 4% F %—KB(nuclear factor-kappa B, NF-
«B)Ae £ 4L )& % A0 @ i B (mitogen activated protein kinase, MAPK){z 5 i@ 34 FP65. C-Jun® LK
9% 8 B4(C-Jun N-terminal kinase, INK). P38vA & #m i,z 5 iR 77 it B4 (extracellular signal-regulated
kinase, ERK)#9 BB AL K-F. 4R B 5, ) K SAZF 818 PLLE L P miR-125b & A3 m, B — B 405
ALZA 224 B, A R HEHMGB B A B K & £ oM@ B F 7~ 4 ; miR-125bit R AR wAR )5 B
an oL A R KM 40 IR F rmHMGB1 2 40% & T A3 8 ILHIC2 48 L. A% 41 4 4m JL 10T 1/20A B
AR B Kb m iR FIL-1B. IL-6. IL-12. TNF-ok & K-F RE) 42 & B A0, 122 it & ik
miR-125b40F rmHMGB L] R X B 24 g e, 7= A& Ko o B 4 s i B A s A, LR E T
fe 5 B amfie P POSH BEERAL K- T LA K. ZAFR 4 F AW, miR-125biE A5 S UL L5 B4
e d 7R EHMGB 15369 $E R, rmHMGB1#5 5% }]}Lém}]@&ﬁk%éﬁétﬂ}]@kﬁ&ﬂﬁ;u:%-dv]
=R
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Abstract

as HMGBI, is a key progress in pathogenesis of myocardial infarction (MI). However, the molecular mechanisms

Myocardium inflammation triggered by damage associated molecular patterns (DAMPs), such

involved remain obscure. This study is to investigate the role of miR-125b on inflammation post-MI. Firstly, the
expression of miR-125b and inflammatory cytokines including /-1, IL-6, IL-12, TNF-a were detected in the
early MI, meanwhile, the levels of endogenous HMGBI released were detected by immunohistochemical staining
and immunofluorescence. Furthermore, recombinant mouse HMGB1 (rmHMGB1) were constructed. miR-125b
overexpression adenovirus and control adenovirus vector were constructed to infect HOC2 myocardial cells and
10T1/2 fibroblast cells in vitro as well as heart tissue after M1 in vivo; miR-125b mimic or control mimic were
compounded to transfect primary-isolated macrophages from mice. CD11b magnetic bead was performed to select
cardiac macrophages post MI. The levels of cytokines IL-1p, IL-6, IL-12, TNF-a were detected via the qPCR and
ELISA. The phosphorylation levels of NF-xB P65, MAPK JNK, MAPK P38 and MAPK ERK in inflammatory
response were detected by western blot. The results showed that the expression of miR-125b were upregulated
in the early MI, while endogenous HMGBI1 released and a mass of cytokines producted in myocardial tissue.
overexpressed-miR-125b promoted the production of inflammatory cytokines in cardiac macrophages after MI; the
expression levels of IL-1f, IL-6, IL-12, TNF-a induced by rmHMGB1 varied in H9C2 myocardial cells, 10T1/2
fibroblasts and the primary macrophages, but overexpressed-miR-125b only played a selective up-regulation role
on the production of inflammatory cytokines in the macrophages, the reason might be related to the activation
of P65 in macrophages. The results revealed that miR-125b positively regulated the inflammatory response induced
by endogenous HMGBI1 in macrophages after M1, but it didn’t have significant role on inflammation in myocardial
cells and fibroblasts.

Keywords  miR-125b; myocardial infarction; inflammatory response; HMGB1; macrophage

1> JJUA# BE (myocardial infarction, MI)/& $i 7& IR 5 RAE K A 41 B/ & -1B(interleukin-1B, IL-18). H

BN KA I ] gD B b, A RE S PR O JUL ™ T
SRR I BT B LER SR AR, O UL AE 2 S B
TEAY, P 2 E8 A 1R e v O UL RE 282 () R B8 B AT 3 A6 5
ARSI ML X 3k — 2k, HZ kAT AOE. OFf
S, O L2 L s I S5 U R S0 T 40 PR 905 A s I AT 5
R 451 195 #H 22 15 5K 7> F-(damage-associated molecular
patterns, DAMPs)7E /0 ILIE BE J5 98 0E e B R 4% 55
HE A A O M5 R B, DAMPsE A % IR &
I # % Jf% 5 1 1(high mobility group box-1 protein,
HMGBI1)Jf i 75 2 [ # . HMGBIZ /£ 1£ T &
AN M%) ER T, BEBRDNASE &, 75 41 fil 44 4E
B & G B R T RE 2 B B B HURE TSR 4
AR N H I RN, HAE N —FDAMPY
FHIR ARG &, J3 B AH SCAF = 10 3 1T TS % e s A
¥ -xB(nuclear factor-kappa B, NF-xB) & #2234 J5i75 1L
£ H i (mitogen activated protein kinase, MAPK)i%

41 g /- 25-6(interleukin-6, IL-6). Ji IR PR FE A F--o(tumor
necrosis factor-o, TNF-a)Z5 (1R kB4, Hirc &k
L, W LKA N, fF1EE £ % JF AT IIMAPKSs
15 5 18 %, 0045 4 fa 415 5 R 15 BB (extracellular
signal-regulated kinase, ERK). C-Jun% 3 7 ¥ii; ¥4 fiff
(C-Jun N-terminal kinase, JNK). P38iX34~F FK %L,
NF-kBZ i 5 v B i LK) S P65/P50 — SR 4K, P65/
P50 1] #HMGB 1 554 J5 fll ORS¢ R 112
k2 I 2 5 JORE N 43 - B e s IR0, X 4y
THA IR RS A 4E R 5 (W TNEF
IL-6%5).

OB J B 32 20 AORE SR, BE B T AR 5 M
S DR 7 B I B P A . OB SR SRORE SN B BO e %
P2 5. CEO S, il g At T AN g i
T4 S5 451495 5 (6 DAMPs - 4H i PR F v 14 24 i
£ YN IR G1i) R TAS e Y=Y G BNy = W
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0O AR AT, B S I 4 T e A 5 2 0 UL
AR 2% 8 P v R T B0 o 1 b 20 P, W 4 e 2
5 RRE S S S AE L RE, B Rk Bk gh B ]
T OOV BT AL IR Y BOR O I 228 DAAR 3P0
JEDIREM . By AZE O UBEAERAE H, O UL B
YRR RAT4E AR O IE AR 2 5w TR 1) 2 2
YRR

microRNA(miRNA)»& — 28 P9 I 14 1 FE 4w £ B
BERNA, & 19~22 % 112, fie 18 i 1L 5 #EmRNA
3'UTR(3’ untranslated regions)$ 57 1 #h 45 & 1 5 £
HEmRINA P fiff sl i) FL R 1F, AT X 25 [R] 4% 5% i gk
ITHIES, COA#E —EmiRNAXS 285 A WIEEH,
miR-125b 4 £ 2 K FAF FEIE S e 68 00 1) Jir g i A=
A % 5 We) 22 Fofr 248 B 10 38 48 A0 T2 58 ik #2 . {(HmiR-
125b7E O B 5 2 RE U8 42 07 TH B 72 i R T . AR
it 9t ) A 2 2H /)y FRHMGB 1 (recombinant mouse high
mobility group box-1 protein, rmHMGB 1)/ g 7 %
PEAY 5155 JORE S B, BT 7T 44 P miR-125b5XT L
B J5 322 5 9505 I R T 455 10 3 o JUE 2EL RS 240 i )
RIEPIFEAE I ELE

1 MR55E%E

1.1

1.1.1 2FKA RPMI-1640%5 72 . DMEM#$;
TR H 3 [F Cellgro s ;5 0.25%M9: 85 F F-EDTA
Wil BaE S B 2 E Gibeo A 7; rmHMGB1Y
H 3% [E CUSBIO/A #]; ELISAIR 7 & ) H 3% [HR&D
2 W] 40 M 2R AR B 35 EICSTA 7] BCAR H i
& AR B H 25 E Thermo A 7 ; Opt-MEM L LI
Fr 7R B 55 H Gibeo A W], SIRNA H i 4 Fh il
ZH AR WA A, 4 FIINTERFERIn Y H %
Polyplus A 7; RNAFZ BT &)W B FiFFastagen/a
F]; [ kiR S PrimeScript RT Reagent Kit & 41
A& H H A TaKaRaA #l; SYBR Green4ekHE
H HZATOYOBOA Al; HLR R ILINK. P65, P38,
ERK LK K Bt 5 B-actindyt 74 ) 114 [ 3& E CST A #l;
i L BERR ThB% 77 5 W H 15 [F Merck KGaAA #]; &Pt
HMGBI % 5 & $it & ) [ 3% [E Epitomics A &; CD11
HEERIE B 4% [ Miltenyi Biotec/A H] o

1.1.2 @iz 2 RARamie  SEISRT Y RGO
JL4H AL ZHOC2(H B R 52 Bt b g A= i Bl 22 7 e 48
ML) R A 24 VR i 40 i 5 10T 1/2( b3 T 2 07 1% e

ATVEAC B IR A ) DR R AR B A i . R AR
ELWR A PR IR : CSTBL/6ES A A /N B (it PG 3 SR —h
LRV ARAF], GHEUEG 5 : 2008001661374)
JE s 1 SR LR Eh 5 97 K2 dJS T RPMI-164035 77
HE NG P E e, WO RE B S it — 2P 0 BB IR AR
B R1G . AHEFURTE /N SR SR Ie 38 42 R B K2
SRS YNGR ZE D1 22 T E AC AR EIEAT

1.2 WA

1.2.1 miR-125b mimic &3t & £A (control mimic) 5l
VI A i b B AR R A m T A (R D,
miR-125bF1 N 2 U6, GAPDHIL-18+ IL-6. IL-12.
TNF-a5| ) B b3 55 3 ) 25 1R IR A ) 58 Bu(R
2). J EE A 5 ImiR-125bit %5k 41 #ik % 2% A
JI 976 5 1 A 2 B2 el RN G AR D BOR (i) A PR B 1y
NGB

1.2.2 AR SARAER  IEFECSTBL/GET A BUHEE /)N
B, 7 A B O SR T AR (n=6), BRI 5 2 55
O, ZEFL AR B K e Tl B S N O TUREFEAL Y,
WLEEZE AR J53+ 5 d(3D-MI. 5D-MI)4H 2 15 F R 41
(shamZH) &5 20 1E 5 500 fE 20 Z3FCo A 320 25 X I 2.
IR EUSRNAS E 4% 2 FHBEE €% H. 7
¢ & control- I 5 B 41 . miR-125b-I% 5 & 4 (n=6),
A 72 7[R B 4 T o0 JE 2H SRR s, U0 U
Ihae B AT o I L2 20 A 43 ik

1.2.3  SIERAR WM T hE % B control- I 7%
“H(control-AdZl). miR-125b-fI# 7341 (miR-125b-Ad
) B 5 T AR 4 (shamZH ) (n=6), 27/ B O IR 55
BRI, O IR S 14, 28 AL E
It i 48 % (left ventricular ejection fraction, LVEF) }2
Fr 2 K Hh 45 K5 % (left ventricular fraction shortening,
LVFS)fH.

124 %yt OIUEZERJES d, BRA IR O
JIE 20 2RO 1 2 X0 IE 4 23, HMGB1 4 2H 4k
et g MR Sl B AT, AN RGO WU E LA
WAL CAETI R, 4 pm) A, ERUBLRS, SRR
Ja B 2H 2R 53 ) in N — $iFas(1:150). FasL(1:150)
KHMGB1 T4 °Cif § id . PBSHE & G & —
Pt, 37 °CHFE2 h, PBSHIRBEW, S /GDABR .
B Mg A Gt R IR Y] B, Rk U 7R
REBEIX 3 S i % AR BB IX B Lk L6 rey s R
(400x), HXPH 14 45 S~ 4 Gt vt 53 # 40 B G 3 44
Pt BRI 22 R
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%1 miR-125b mimic X% Z= A B AR5 I¥FF)

Table 1 The sequence of synthetic miR-125b mimics and control mimics primers

Eqs P31

Name Sequence

mmu-miR-125b-5p mimics

Sense: 5'-UCC CUG AGA CCC UAA CUU GUG A-3’

Antisense: 5'-ACA AGU UAG GGU CUC AGG GAU U-3'

Control mimics

Sense: 5'-UUC UCC GAA CGU GUC ACG UTT-3'

Antisense: 5'-ACG UGA CAC GUU CGG AGA ATT-3'

&2 PCRH3|HIHIFS
Table 2 The sequence of primers in qPCR

B2 7S Egl
Name Sequence
miIL-18 F: 5'-GGT GTG TGA CGT TCC CAT TAG AC-3'

R: 5-CAT GGA GAA TAT CAC TTG TTG GTT GA-3'
miIL-6 F: 5'-TAG TCC TTC CTA CCC CAATTT CC-3'
R: 5'-TTG GTC CTT AGC CAC TCC TTC-3'

miIL-12 p70 F: 5'-TGC CTT GGT AGC ATC TAT GAG G-3'

R: 5'-CGC AGA GTC TCG CCATTATGA T-3'
mTNF-o F: 5'-AAG CCT GTA GCC CAC GTC GTA-3'

R: 5-GGC ACC ACT AGT TGG TTG TCT TTG-3'
mGAPDH F: 5-AGG TCG GTG TGA ACG GAT TTG-3'

R: 5-TGT AGA CCA TGT AGT TGA GGT CA-3’
miR-125b F: 5-GAATCC CTG AGA CCC TAA C-3'

R: 5-GTG CAG GGT CCG AGG T-3'
U6 F: 5-CTC GCT TCG GCA GCA CA-3’

R: 5-AAC GCT TCA CGA ATT TGC GT-3'

1.2.5 ARG SIS HMGBl £ E KK B uffﬁ
F3 d[ B4 L1 (3D-MI) S A F AR 2H (sham) /) B O
HZL, OTCHIM, VK% Yl v, BT 5 UK A B [, 7
3% BSAT37 °Cig & & 112 h, A J5 THMGBI
PLAR(1:100)4 °CHE F id &, PBSEEVE G, 5% L #)
R — 1 T37 °CiE & % F 50 min, PBSIZ I,
FPBSIIS0% Hhd fr, 2 A a4, B AN
ALY %t b, BFsk D) BEALECS S PRET
12,6 ARSMmIeRR RS EPFEHIC2. 10T1/2
Y1 A R FAR DA A, TR AR S 4 A AR i 4 2
FE40%~60%. %YL 1 d AR B A K 3 1 41 Bl 2
TofLRE 124Uk . i BB YHOC2. 10T 1/24H A,
B B miR-125bit % 1A 2H A1 X BE 4 (control4l) . B4
BT 7 2 10%/J14 4 L3775 (O DEME 58 4 5 5% 52 3 7,
Jetk R6FLBNT mL. 12FLHCAS500 pl. JEAR E W
21 Y AmiR-125b mimicAllcontrol mimick% 4; e il 4%
"Mﬁ? 1.5 mLIFEPE HAK X200 uL Opt-MEM
TEEFEIHE . KRIfKISIRNA, ik &0, JBE. B

O, IMNEEGEAFINTERFERn, B0 JBA), EiRE
#10 min. % QAT #2641 mLAT124LH500 pLi
2 T 5 10%06 4 175 RPMI-16403%% 77 55 #e ],
YL miRNAZIKFE A10 nmol/L; 6~8 hJg i, 13
B T37°C. 5% COMIEEFRARH H 7R 548 he
1.2.7 CDI11bla v 20 Jo B3k 4 ik 3 4%/ E *4 4m i,
control-IE R 241 . miR-125b-79% 55 41 S R F AR 41
*ﬁﬁ”@j): B 2H 0o 5 i B S L3 /DS B0 I
HEL, WA R, $%ECD11bFH P40 f i 2k
ﬁj‘ﬁ'@%%ﬁ%ﬁ H A B R0 P, LB RN A I 48
M H 7
1.2.8 qPCRA&M  HRNAFRBHL TrizoliRk 75 Bk
17, 35 I ERNAK B . DNAZE 1 2% £ 442 °C 2 min,
85°C 15 s, 4 °CLRAT . %M PrimeScript™ RT Reagent
Kit with gDNA Eraserid 7| &5 98 [ 7% 5 licDNA, %
B 25137 °C 15 min, #8585 °C 15 s, 4 °CIRAT
}%SYBR Green Real-time PCR Master Mix i, I 4545 1%
HATH 3G . qPCRER2AAE XS L 51 4) 2% A4 495 °C



1498

BRI

AR 110 min; 2R )5 LL95 °CAEMELS s, 60 °CIE K60 s,
72 °CHEAH25 s, IE1T40 MG . & HqPCRIFA3 L.
R 5 A 1Y 28 1) T QP CR S I PR 5 1, AR A v it
IR R CHE TH B B 45 R, X RIE 18
T2 M A

1.2.9 ELISA#® U8R %miR-125bid R S50 4
(miR-125b mimicE{miR-125bJi 25 41) AR %6
& 2H (control mimicEXcontrol 7775 & 41) 1) J& 1) 41 it
EIET, TR RRELIS AR & 15 B A0 RS I 25 4 i B 1
DAH, FAHRL AR AE Hh 287 F2 T 55 4 R 77K
1.2.10 Western blot#a] Wit £E F W4 g % 525640
TS I 2L ) 380 6L AR 40 B, 2 104 /AL, 255
SR, IMONE B 1A SR 0 50 1 4
4% H A it i 2 R 60 g, 5 EREZEMIRIR A, &
#510 min, #£1710% SDS-PAGE, #NCJ#, = 5 it
NEA=54 190 min, 7351 SP-INKHU/A . P-P6SHLA.
P-P38$ifA. P-ERKPLIATES CiF & L, AR5 5%
AR IPUIAE R, =RFE2 h, B,

1211 St F a4 AR EEIR, FH
Graphpad 5.04¢ T+ 3 b B 545 . miR-125b /¢ % 4H
i R 4 % e a8 o %4 ) Bl A B e 5%, P<0.05°K
ERA G

2 R
21 O1ERHAmiR-125b. 4 M 4R BE E F 7K S L
RHMGB1/K 3L

N T fifmiR-125b5X LR 5 JEAE S B2 I FEM,
FeBEAT /I SRR IR B K 2 T B S L R S O AR A,

WO AE I 253 dJERS O 20 LA 2R M miR -
125b7KFo 25 SR EoR, ORI O AL H, miR-
125b3% 15 AR F A 20 583 i, 7800 B 253 din
EIE(E1A), $#27nmiR-125b7] A2 50048 BL 1] 4 0
F R 5. 3E— 25 H BEmiR-125bid % 3k K X FR IR 95
BRI, 75 2 O BE AR 11 ] B 45 37 0 U 2H 2R Uk G
miR-125bit 7% i Jif 9% 5 B0k BRI 8 2, AS #% 45
RJG14. 28 d/) 0 Uy B F6 F#RLVEF X LVFSTH, 45
REIR, miR-125bid ik /N LVEF & LVFS fH 4%
o 1 ZH 15 B B2 R [, miR-125bid ik 404814 dJa
LVEF X LVFSAE Lt Xt B8 20 43 i) R F#(12.1£2.8)% 1
(10.6+1.5)%, 28 dJi, LVEF X LVFS{H Lt % 8 25 43 51
T F%(12.5£2.4)%F1(14.6+3.6)%, % 7H Giil 245 X
(P<0.05, K|1B).

9 W HmiR-125bX O J5 SEORE TR E L, &
Je, RO FEEE3, 5 AR o B0 UF O B AT i 28 14 40
77K AR AL, S5 R EoR, S5AH R 0 B2 LR 0
T LI RE AE 10 2 1 SR AR T IL-18 IL-6. IL-
12, TNF-o mRNAZK-BE FiH(E2A). [FHH, /£
HEIA 25 X Ao I 3 IR S [ 4 HMGB PRI, O
FEEES b2 20 4 2 7= A A0 301 25 [X 41 ff [ B mp A
% Y o PHE B AR B 0 BUER R L 0K ITHMGB 1
F(E2B); O3 doC LA 2R 4 058 5% 6 m] I AR &0
5 JETHMGB 1 FEYEAS 558 I, 36 B0 5 O il
Z A ZVHMGB1 & 8318 (1&20).
2.2 miR-125b%frmHMGB1i% SHIC2:(: il 48 i
B R TE R RS20

O JLAH R 0o A5 2 i 3 A 3 e 1Y) 2 B4 g

(A) (B) -»- Sham - Sham
o - Control-Ad -= Control-Ad
10 o -+ miR-125b-Ad -+ miR-125b-Ad
2 90 50
2 3
=z s =
ER- 6 x 80 N :2
o 8 ~ <
9% ¢ é 70 § 20
~ © 2 | ] ¥
E 60 * 10
0
h 3D 5D 50 : : . 0 : . .
Sham 0d 14d 284 0d  14d 284
MI

A DMRCDEEARE 3. 5 dBVOEIAE R AR T ARARGIEHAHR, qPCRAIHTmiR-125b7KF, ##P<0.01; B: /N BRCoAE T AR A i34 i % miR-125b
control JRIR HE B Y O AT AL S, ORER R IS4 K AR FARA 14, 28 AU I EEFEARLVEF XLVFSIEAEL, *P<0.05, Scontrol- IR ## 40 HLAL .

A: the levels of miR-125b from the separated heart tissues were detected by qPCR at day 3 or 5 after MI, **P<0.01; B: overexpressed miR-125b
adenovirus and control adenovirus infected heart tissue after MI in mice, then the cardiac functions from the two groups and the sham group at 14, 28 d

after MI were performed, *P<0.05 compared with control-Ad group.

Bl /NROHEEmIR-125b7K T K id FRikmiR-125b 08N R D TIRE T 1L
Fig.1 The levels of miR-125b and the cardiac functions in mice with miR-125b overexpression after MI
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o = *k *
g 25 . 520 s S6 58
<z <z =2 u =g
Z g2 Z 515 Z8, Z%6
£ &15 %%10 ER ES,
=010 © o Lo 3o
= _E s 5 2 %.22
R8s = == EE
[
o0 = =0 2o

Sham

MI MI MI
B
o
b
: a2
HMGBI 1

50 pum

A: QPCRAZICEZE3 5 dSEIRAL(3D-MI. 5D-MI) K AR T AR 4 MM K FIL-18+ IL-6. IL-12. TNF-o. mRNAZKFAE4L, #P<0.05, **P<0.01;

B: AR S 3 dE S0 2R HE A AE B0 I 2 2RO A 2 X0 IEZH 2R AT HMGB 1 S 2 A AL RS ITHMGB LI RE TG C: oD AEAR 53 dELSE 5620 ATl

FARA NG X ORI LUTHMGB 5 5O R MIHMGB 1K F o

A: the levels of IL-1§, IL-6, IL-12 and TNF-a mRNA at day 3, 5 after MI, *P<0.05, **P<0.01; B: HMGBI release in the normal cardiac tissue and the

edge tissue from the experimental group or the control group at day 3 after MI was detected through immunohistochemical; C: HMGBI release in the

normal cardiac tissue and the edge tissue from the experimental group or the control group at day 3 after MI was detected through immunofluorescence.
E2 PNEOHERERIEIE N L2 LR A 1 AR E K S R AR I HMGB1RE 7

Fig.2 The levels of inflammatory cytokines and the release of endogenous HMGBI in peri-infarction heart tissue of MI
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S —= N W A W
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(B) WmiR-1250-Ad WmiR-125b-Ad _ g0 B i - B miR-125b-Ad

Ju—
W
n

IL-18 mRNA
relative expression
[=} w 5
IL-6 mRNA
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N B

S o 2D
o &3 3
IL-12 mRNA

relative expression

[N I e ]
SO O OO
TNF-o. mRNA
relative expressi

N OB

S S S S
= ===
S
=
W
=
o
=

g
Oh 3h 6h B 0h 3h 6h O0h 3h 6h
©) O C(?ntrol-Ad O C9ntr°l'Ad O Control-Ad [ Control-Ad
B miR-125b-Ad B miR-125b-Ad B miR-125b-Ad B miR-125b-Ad
~20 100 50 ~200
Q ~ 3 3
E s g 80 E40 £ 150
£ 2 60 230 2
= E 40 20 = 100
a 4 20 510 £ 50
0 0 0 = 0
0h 3h  6h 0h 3h 6h 0h 3h 6h 0h 3h 6h

A: HOC24H g Ja 4k it % 7AmiR-125b R i & Flcontrol- I i 848 )5, LAirmHMGBI1(0.5 pg/mL)#l ¥ 41 f20. 3. 6 h, qPCRAE MImiR-125b7K T,
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Fig.3 The effect of overexpressed-miR-125b on the levels of inflammatory cytokines produced by rmHMGB1-stimulated fibroblasts
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Fig.5 The effect of overexpresred-miR-125b on the levels of inflammatory cytokines produced
by rmHMGB-stimulated fibroblasts
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