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Abstract

Fibrosis is the pathological characteristic of most chronic inflammatory diseases, and can damage
the normal tissue repair responses of several steps, including inflammation, adjustment disorder,
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angiogenesis, cell matrix deposition, cell migration, fibroblast activation and sustained. If unchecked,
the transition of functional tissue to acellular fibrous connective tissue can lead to organ failure. It
can affect multiple organs including lungs, heart, brain, kidneys and skin. EphB4 is a member of the
largest family of tyrosine kinase receptors, and EphrinB2 is its specific ligand. EphrinB2 /EphB4
signaling pathway is widely involved in the whole body of multiple tissues and organs system pa-
thophysiological process, such as the development of the nervous system, the occurrence of car-
diovascular, skeletal plastic, tumor angiogenesis and so on. In recent years, studies on the role of
this signaling pathway in the occurrence and development of tissue and organ fibrosis have grad-
ually increased. In this paper, the EphrinB2 especially in tissue or organ fibrosis expression in fi-
broblasts were briefly overview.
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1. 518

AUENPIIA TG Z IR, BLAR RGN, RS AE(SSc) [1]+ A B2 i fE e )
PUIE AN IRNE RGN LT AELL 2], DARVF 2 88 B R SRR BO0 , EFR AR 75 T I 2T AL AT Co R » i
AN eF et . A ENTRIBURMLEI 2 2 R HAE — L8155 00T U598 USR8, (HIX LB B L Ay
fit, BI32 REH DA A LA ZIH BT IR R, FECHL I RS MR 45 [3]. RSB 4L
I KR 08 R ATL A B Ll PR AR AR AE B 35 7 B, (HVF 20T SV S A LS ET S 40 R e D RE O 21
AL BRI F AL

2. INRRRAFHELARE Ephrin-B BRI

BRI, Ephrin/Eph (S5 7EMIG R B IR 2 CHE T, WM. Medmf bR R E4].
B & 20 ¥ Ephrin-B 1 EphB SZ A& 2> & /N R FE T, IX R B e TE R B LA K AE 2 G HE (5],
IeAh, 7 SRkR O T ST Ephrins R Eph SZ4R7E AR EHL S MBI H NS S, B efIE
i B R4 I1E A

MR SR I IL-17A ] R AR MRS FR I 3T A /N B0 I T 44T EphrinB2 [rI5RIA[6], ATl 4t
YEL MBS o AT IL-17A (100 ng/mi)AbEE /N B3O fIE B AT 4E4T D 24 h J5 BB, /DN B0 IR R 2T 4E 40 B 1)
WHEIEREE ). a-SMA FIZRIEA 1. 1 B S A5 S e onf REAH B35 PR . 5 URIRIRS, EphrinB2 3Rk
BT IR AL R R R B o 1897 F5 YT ER EphrinB2 %5 (K (Efnb2-shRNA) Ji5 » O IR T 4E 4T i F 48 53T 75 fig
a-SMA 235 Je Jie J5 2 BRI en FR 4 I 2 441K, T EphrinB2 %E 8 i 2% (lenti-efnb2) J& 45 5 U #H % . EphrinB2
S DRI BR 00 U BT 2 1 1L-17 A Ab P ZH BT efnb2-shRNA + 1L-17A 5 % 18 41 B 25 48007 75 1T 2R 4H (scramble
+1L-17A). control + IL-17A ZHAHEL, /INERCCo IR AT AE 40 M ISP T RS B2 0« a-SMA FIZRIE S 1L 111 AL
SR & B — P AR, 1T EphrinB2 i Fik (O I AT 4EAH A IL-17A 4032 lenti-efnb2 + IL-17A 5%f
8 2 ) 2 05 755 2 4 (vector + IL-17A). control + IL-17A AL, 085 T IL-17A X /0N B oI T 24 4
B o XX IR PRYA T O 2 F S O LA AR AE SR B0 (10 S o (ER AU SO A B — O JUL R 2 4 24
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MR T AR ATE N TR, JFH IL-17A fE 9 RAEN BT, AE BT O WLET R o2 15 2 N SO0 S B
ARFEIL, T HAP R EVRAARE . PR A A F DA AR Lo LA AR (R TS s AN T 20>

3. Bffitafa EphrinB2 RIAFS

TEE 5 EphrinB2 S 52 5 4L 21 SHT# A T JE 45 R . Kida 58 ATl EphrinB2 J% I
15 5 18 B v] A8 75 K32 05 B £F 4 4b B B0 B i B A R R R AR (7] . 7R O X 3 DN S AR i =
Phosphotyrosine-EphrinB2 & PDZ-EphrinB2 21 & 5 P 45 f45 L A BT AE R INERBIE 7T, Al AT 3R EphrinB2
SIAME SAVAE B W2 4510 J5 A s, IF H.Bk= PDZ-EphrinB2 4 A5 S5 G5 M /N B, Fil A iz
1, I BB S B N R R AN A R AT AL TR e, AR PR R 10 R, R
PDZ-EphrinB2 4 it P 15 5 &5 K35k 11 /08 BB P kG 0 b b B 26 R0 /0N BRUBE 22 110 R R0 AR AR B 2 3 i)
a-SMA. Tfifk= Phosphotyrosine-EphrinB2 4 fifd P4 {5 5 &5 Fa s/ B 55 B AR 28 /) B AR) 4% oA 0 G BH it 22 S o
Pk, BT fE, PDZ-Dependent EphrinB2 15 5 i 4% (134 2k 2 35 35 B o) 40 1) 10 87 7% e ThRE A I & 2E
FYIRE, SEUE /NG A BB ME R ET, JF FLIG 5 B A0 T R AN, T B3 R 4 i A I A R
B, AR SE A o A R LR AT R4, T S B AT 4. Rk, F 4 53 5% PDZ-Dependent
EphrinB2 {5 5@ % L VR Pr e e v 4797 i . RZRE ATRE R MR ] 32 i3k PDZ-Dependent EphrinB2 15 5
A B B 5T B A S — MU E R R A 4L B 5T U7 . X T Phosphotyrosine-Dependent EphrinB2
155l A 27 AR HA AR FH M R T 9
4. EphrinB2 FER Bk 4E 1L th k1A g8

EphrinB2 &35 .35 1 5 th 78 B J 41 43 b g & I [8] - Avouac Az [T DA B B L 0 R 18 v R e R AL FR
MR RAHZR, T kA o2 B, e /NI~ L A R 4 i b & B0 EphrinB2 3k i, &0d e
BOHT, oRigvE RS E B A 4 T EphriB2 mRNA (1115 558 5 A1 EphriB2 25 [ (1 S8 S 3 P 5
XPHRAL R E N, thAh, 1R RAARSZ BB R, QiYL )S KL EphrinB2 (19 E 43 FAH L X BR 2

WA 16%A1 12%., {HAE, 7FHRHE EE A 4:4mit, EphriB2 mRNA 14 7K 5% 18 21 6 B
WER. i HH TCF-B Bl AREUE I A 4e4n i, EphriB2 mRNA FIE /K15 50 R ZHAH Ee G

W25, 255K, Ephrins I B HITRIE M 2R Gl ALAE 2Rz AT 4 40 M (s SR R R e Ve .
Z A M R — 2D A 9T

LG W SR B AT ¥ 1 EphrinB2 (SEPhinB2) A2 Fifi Al B JPk 41 4 Ak r (1) — Fhogi (42 47 440 A R [ B 4 J 2
H i 10 (ADAM10) /5 18 H /K 74 1) ePhrinB2 g 4h X . David 25 \iE Bt Ja, g4 EphrinB2
) A1 55 Ry el AN RS T 4 40 o e v B Bt s, 3% L EphrinB2 VR A3t 1 AT 4E4H Mt AL FIiE A . A AT T
G546 /N RS R R R I A1 AL (1PF) 858 B EARIG IR IRFEA, S50 R I HH 43 2L 1R S S5 AL I ZE 1 T i
PER) EphrinB2, 2B s AU 5. TERTEF 4EAb AR, 3XFh sEphrinB2 £/ BRI i 20 2 F0
SCRVE OGBS R, JEE IPF B SRS IR T A BT, XRAALRM S
EphrinB2 I iva 34 in. 72/ T, 548 A oK A b 31 i1 8] 55 /0 BRAE X HE, - EphrinB2 25 /) B
it B AT AR B AR B EphrinB2 H5 FRIA WS PR . 17 24 B2 MRS 2 EphrinB2 Mu /&5 KT, i
TEHEAZ AN a-SMA [kt 2 LA S EphrinB2 B2 /N R £ 4k . I HLRREF4E40 A EphrinB2 Bk
/NERAR A SEphrinB2 (148 Beisi /b AT Bt Al i R 21 4 d BB TR E R, X 3R W] EphrinB2 J& — Ml Ay B 2L
IR 4EAb A I . ERAR BRET AN A - EphrinB2 [ A 1 3 B 2155 5 16 B R AN 41 4 AL 3R 41 1 S 1 AR
¥, ABLE/N AR R B IR AR e AN A YRR . X R TR A A ik B FE T, HoAhan ik
RN RVEANAL, R RESE SEphrinB2 (R IR, IXRE 2 AR T E il IR A ADAMIO J& il f 4L 2 i
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i EphrinB2 1) R vx . 444U 05, ADAMI0 /51 EphrinB2 Jii & & 4% B Hmsas, Hra s
JE L 2 R RO VLS ET S 4l MG 2 b 28 B 45 41k . th4h, ADAML0-sEphrinB2 15 5 7E4% & Ml 47 44k
H i DR, E IS SR ) ADAMIO FHWT R 4E 40 B X sEphrinB2 [f1215 45 R RE A 21 2 11 5508 (R B VR o
HWE o

JFF RN B (HSC) 7E I EF 44K 1) R LB RUR JE vh 23 o3 i KB AR LT 44k 73 1, (R 4F ECM JURR AT P I
AERR[10]. Kk, HSC i P e T SO AL E S iU 458 7 %5 . 7E EphrinB2 {55115 HSC ¥
T S L SRS SFEIR A B 4 R PR AR LA FH X R LA [11], PDGF {55 i HSC + EphrinB2 ({13115 S 1
BAMIME K. P JE 14N B PDGF-EphrinB2 {555 AT &/ BDL AT45 4754584 v ()08 B 1 ik v 1

5. B4

HHT, A ZFIEd R e S0 R RSV R R Zh P A, EphrinB2 &8, B2tk IiAC ik
(BT AR T 78 FRBEFEh A1 T 3] EphrinB2 {5 5 18 it 15 T UL B 2T 4 40 B A0 2E A2 0k 2 4 s i
W s CBEER . Rk, T4 EphrinB2 15 5 1% 5 (245 sEphrin-B2. Ephrin-B2 sheddase ADAM10 557
14 EphBA) T BE JE A% 2% B £ AEAL B — R g VAT S50 o SRTTT, I RTAT S E A TRIFL AT 440 A FH B9 52 A
a5, AR —PERE.
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