966 ISSN 1007-3949 Chin J Arterioscler, Vol 28 ,No 11,2020

- SLIRWE - [XEHS] 1007-3949(2020)28-11-0966-06

MAPK & Sl (ERAL AR P - B1 55
D LBCET A Aa fb s gl b 1

B+, KFE, TREF, NAHR, A5, & F
(%]3‘)'1‘]5(«3—]74’5'/%75115‘["»[5%,/5]—@%175]157?’—471000)

[EEIF] SMRS%min, ZERBRENEGHRME, HULAKRTBL; AL4AER

[# E] BHM RT2ZREMEGEE(MAPK)E5# F@% A AKEF BI(TCF-B1) %3S MUK 4 4
A ALIE F P TR AE R ALH, Tk 3R SD KR 49O LA AF S dm i, K dm B AL S A = & 3T R 48 TGF-
B1 £A .c-Jun E&%Xﬁ.%z%iﬁ&(JNK)%fF%’ B F (SP600125,10 wmol/L) 28 P38MAPK 47 4] B F ( SB203580,10 wmol/L)
20 R SME SR R G B (ERK) 474 B -F (U0126,10 wmol/L) 48, th = G st R 409, L A3 4 5 10 py/L
TGF-B1 Em‘r:}fra% A4, MTT &k z 'uﬂmﬁxéféﬁémﬂ@imﬁﬁ,% P Transwell /> & 4 ] & JU R, £F 4 40 fL 35
FEL A, FIHEABR RN S M IR AT, I 5 R % (ELISA) 4 s U 4F 4 4m fo F S Az tm i A AL & |
(MCP-1) | 4F 75 B JRBE #7407 1(PAI-1) 7K F  Western blot #9] s 4F 4 20 JiL F o-F 7B MUILS) & & (a-SMA) | |
AR (Col-1) K4 B % G 8 O(MMP-9) £ A K-F, Z5R  TGF-B1 =T B BALBE S LR 4F 4t 20 J0L3G 71 7 1 A4l
BN BRI R A F ,MAPK 13 5 i 247 4] B T T TRJ5 6 4% dp ) X AP 38 70 R A AL E ), F B ARR R4 & (P<
0.05) ;ELISA £ R 2 =~ ,MAPK 125 & 247 %) B -F 5695 2 F 4K TGF-B1 & 22 )5 § 5 45 MCP-1,PAI-1 K-FH & (P
<0.05) ; Western blot 25 & % 7, MAPK 13 5 & 2474 B bﬁ%LﬁFM& TGF-B1 422 )5 § 3 #) a-SMA Col-1, MMP-
9 &Y AEIFH(P<0.05), Git TGF-B 7T 4@ L 8% MAPK 12 5 18 AT b 5 LR, 4F 4 2w B 4G AL A5 ) | 38 it 4
JA MAPK 37 5] 7] 86 4 — 5T A2 & 69 7 ) o LT 4L

[hESZE=S] R363;R5 [ XXHiFRIZED] A

Roles of MAPK signaling pathway on chemotaxis of cardiac fibroblasts induced by

transforming growth factor-3

DUAN Kadan, ZHANG Shouyan, LI Songsen, LIU Dandan, GU Yunfei, JIN Jun

(Luoyang Central Hospital Affiliated to Zhengzhou University, Luoyang, Henan 471000, China)

[ KEY WORDS] cardiac fibroblast; mitogen-activated protein kinase; transforming growth factor-B1; chemotaxis
[ ABSTRACT] Aim  To explore possible action mechanism of mitogen-activated protein kinase ( MAPK) signal
transduction pathway on chemotaxis of cardiac fibroblasts (CF) induced by transforming growth factor-g1 (TGF-B1).
Methods The CF of neonatal SD rats were cultured.  Cell were randomly divided into blank control group, TGF-B1
group, c-Jun N-terminal kinase (JNK) inhibitor ( SP600125 10 pwmol/L) group, P38MAPK inhibitor ( SB203580 10
pmol/L) group and extracellular signal-regulated protein kinase ( ERK) inhibitor (U0126 10 pwmol/L) group.  Except
blank control group, the other groups were given 10 pg/L TGF-B1 and corresponding inhibitors.  Methyl thiazolyl tetrazo-
lium (MTT) colorimetric assay was applied to detect cell viability of CF.  Transwell chamber was applied to detect motor
ability of CF.  The collagen content was detected by hydroxyproline kit.  The enzyme-linked immunosorbent assay
(ELISA) was applied to detect levels of monocyte chemotactic protein-1 ( MCP-1) and plasminogen activator inhibitor-1
(PAI-1) in CF. Western blot was applied to detect expression levels of a-smooth muscle actin (a-SMA) , type [ colla-
gen (Col-1) and matrix metalloproteinase-9 (MMP-9) in CF. Results TGF-B1 could significantly promote cell via-
bility and chemotaxis of CF and collagen content. ~ MAPK inhibitors could inhibit the proliferation and chemotaxis, and

[ EH]  2019-11-10 [fEEHHA] 2020-02-01

[BETIE] W RHITIH (202102310041)

[EE®EN] BRF B A, BIEEIN, T8 J5 0280 55 8l O WLEF 4 4L, E-mail 9 duankadan03@ 163. com,, E{51E
BIRSFE WL, EEEN, B E FOm.00m e R AR DR i L4508 10/ ATRYT , E-mail 24 zsyvipdoctor@ 163. com,



CN 43-1262/R " [E s fikalifb 244 ks 2020 455 28 %55 11 4 967

decrease collagen content ( P<0.05).

decrease increased MCP-1 and PAI-1 induced by TGF-B1 treatment ( P<0.05).

ELISA results showed that MAPK signaling pathway inhibitors could significantly

Western blot results showed that MAPK

signaling pathway inhibitors could significantly decrease increased expression levels of a-SMA, Col-1 and MMP-9 protein

induced by TGF-B1 treatment (P<0.05).
signaling pathway.
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Conclusion TGF-B1 may promote chemotaxis of CF by activating MAPK

The application of MAPK inhibitors can inhibit myocardial fibrosis to certain extent.
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Figure 1. Comparison of cell proliferation activity in each
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Table 1. Number of CF migrating to lower chamber in each

group (n=3) “~/HP
il RN EL

25 T IR 35+7
TGF-B1 £ 96+7"
SP600125 41 59+10"
SB203580 £H 67+10"

U0126 41 40+6'

F 18 88. 668

P{H 0. 000

a i P<0.05, 525 AN IRALH 4 ;b o P<0.05, 5 TGF-B1 41 H4R
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Figure 2. Effects of MAPK inhibitors on chemotaxis of CF induced by TGF-B1 (HE staining,n=10)
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Table 2. Comparison of collagen content in CF in each group
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Figure 3. Expression of a-SMA, Col-1 and MMP-9 proteins
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