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Role of integrin av6 in pathogenesis of biliary fibrosis following liver transplan-

tation in mice
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[ Abstract | Objective To investigate the role of integrin avB6 in the pathogenesis of biliary fibrosis
following orthotopic liver transplantation ( OLT ), and to explore the new therapeutic strategies for graft
cholangiopathy (GC). Methods A total of 45 male FVB/N mice were randomly divided into 3 groups, that
is, sham-operation group ( control group), OLT group, and OLT with integrin avp6 antagonist EMD527040
group. The non-arterialized mouse OLT model with 12 hours’ cold-preservation was used in the later 2 groups.
The expression of avB6 and fibrosis-related transcriptors were determined by quantitative reverse-transcription
polymerase chain reaction (RT-PCR), and serum levels of alanine aminotransferase ( ALT) , y-glutamyltrans-
ferase (GGT) , alkaline phosphatase ( ALP) and liver hydroxyproline ( Hyp) content were measured. Masson
Trichrome staining were performed to determine the morphological changes of intrahepatic bile ducts. Results
Cold preservation/reperfusion injury (CPRI) combined with hepatic artery occlusion induced biliary fibrosis of
liver allograft in the mice. During the pathogenesis of biliary fibrosis, the mRNA expression of integrin avB6
was up-regulated to 13. 2-fold and 32. 5-fold higher than control in 4 and 6 weeks after transplantation, respec-
tively. The relative hepatic Hyp content was increased by 87.5% and 124.4% at the same time points when
compared with control. Inhibition of integrin avB6 significantly retarded biliary fibrosis progression and

improved hepatic function following OLT. Conclusion  Ischemia-reperfusion injury is the major cause of bile
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duct injury after OLT. Integrin av6 plays a key role in the pathogenesis of bile duct injury and repair, which

might be a novel marker of biliary fibrosis and an attractive target for anti-fibrotic therapies in the treatment of

GC following OLT.
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VRRAS N AL/ R4S R 2 6 pm (9K ZRYT -, A
PIFALE 2 10 min, FILA 1:50 R el B6 B4 X HHi 4 CHE
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@5 ~ 10 min, FRFRPRG b WKL, 2K k. WAL
BRYEND CLW G (0 5 ~ 8 min, ZEMR/K vhk, 1% BRAHIR YL (0 1 ~
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FE AT A IEF, IS J] BRSO RT D AR /b R TR 0 AR o PR Al RS A
2H /)N R AS 1 AR B S, A ) L R o IR B AR, BRI R 24 i
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AEFRA DNRIFARERLAAEESE a6 Rk B aBHM PNRFRDZERFWA WA E L mi LTI
HbF v HRE(T FHARE); C:HYTAA PRFAREE L maEsd o6 AXMNITRACT FHARE)
B2 BHNMNAREE6FAESE b FIRIE (LEKE x400)

AMBF R B: febfim; C. By Fma
B3 FHNMRAREE 6 AFNEENRETHL (Masson F& x200)

2.3 HpE A E avB6 REIR AT A

PAFLAE 0 RS LT ALT KR EFw, SIBFARLL
B ERAGI I L(F=72.5,P<0.05), 54T Hidl/h R
55 4.6 FIR LTS ALT /KF5 Bai B R 20 G I T B, 1E T R
AR EBMFARAMEEZER KHEITF B L (F=72.5,P >
0.05) . SRS I e 240 i 32 45 75 BE (9 0 35 GGT Al ALP /K
TREEER B, RIGH 4 FIASE 6 J8 254 T 4L ImiE GGT
IKPAL A3 BIAR Y TR 4 # A 211 48. 9% 1 45. 4% (F =13.6,
62.9;P <0.05) , Il 3% ALP 7K F- I 53 51 52 B 4l B A1 4 F 6 T
50.2% F1 47. 5% , Wi % He#%, 22 546 Ge it 24 5 L (F = 382.6,
296.5;P<0.05), WF2,
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20 b

3 g

GC RN T RAR AR, LUIHAS |- Bz 4 it

B M A B (0 SEFR 2 R R RV I R 9 2
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2144k 5 571 7K 4 JH R (hydrophobic bile salts, HBS) Xif
JNEAE R A B D) 06 &, T LTI © &R SE A AR
JFAEAR G H 2377 5 & HBS iy« dEbepay "™,
AR avB6 S A AT REWLTE RS AR T I IH A8 41 4E A b
Pl SR g

A SR TR A I AR YW SE 22 % F AT
SR IAE Y BB BUF RS RS, (HFRATT A B, 18
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HKE IR R Ge A 25 S BB Sk i) £F 4 Ak s
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N 5] PR A RS, B AL T L A8 400 0 8 T Jon =, @ B Oy IfL v
GGT Il ALP /K- iy #EAT¥E T o 7EARJE 55 2 JA B A]
SREE S/ IMIBAE KA A IS TR R I SRR, T BRU R
Jit mRNA %35 b3, $& R 1045 2F 4 A6 7R 78 3 17 1 fn
H, [A) AT LT 4E AR AH G B ] MMP-2 [ TGF-B1 Fil
TGF-B2 WyZRIBIN A1 _E i, 204 Hyp (195 &t 1]
SN, 754> UL B AE CPRI L6 b A 3l bk iy 3t ke = 2
FEE M IR0 M 2 el i) B 22 SR Y i i A
9T GC 1Y RUFHEARL
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WIEIARESE 2 iRk E I BT 2T ARH
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5ok B AERHPE BEIE K Mdr2 J5 [R5 /) B BIF 52 45
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B RS RN G T2 MBS R avB6 7
PEFDHH] EMD527040, 25 Rk S R avB6 KL T
Rl W TEARJE S 6 JH L AR A FEAE 2 40k
K- 173 [Rl I £F4EAEARDCHE R mRNA ) 3R 356 A
[FIFEE T 18, IFZH 2R Hyp 7KV B T RE . g B 4G
SRR /NI AS 1 AR R0 1 200 ) 3 5T B e
A AEEAS ] RS B DL AR S B b BaRSs
A IR EE G R avB6 TERS I AT IHAS £ 4 fb i A v
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M LHEGZR avBO JEil TR H R IR IH 4 2 4t
fEWg? — iAoy Al RS TGF-B1 MG LA K. TGF-B1
&R R BT 4R A0 M A -, RS DL 2 ik
BAEFTIRAE b fe 20 Mt i ifs A 2F 4 fb . TE 40

WA TGF-B1 S —FhANBESS & 2RI TG T 1) W AE
TGF-B” (latent TGF-B) , & TGF-B1 TR,
PINTETEAH 2 ik (LAP) F1— N TE TCF-B 4545
FI(LTBP) ZH iU AR M 45 &9, AR avp6 AL
g RGD =ik 4] 5 1E TCF-B &5 i LAP &5
B, AR EAE IR #E TCF-B 525 AR A Y
TGF-B1 1 A 4% HAE W RN 03X — Bl L e ik Ay
A -TGF-B Hh” (integrin-TGF-B axis) , © #i Kk H £ Fh
ShRR A AN SMIF I IESE 0

25 ENR AT R AN BUH RS AR, R A J5
BEAE FARTEIE A 27 4R AL P2 B2 A N, B 5 3R avB6 11
FERE B, AR R R S R avB6 1)
D I 2 A AL AR IR A 27 AL, R i D ae , 3R
G R avB6 TERSHE RS HE W IH A s 1) A0 v ] BE 173
B H A, W REAE ) — IR TERYRE KU B A E
G T IR BERT A B
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