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Abstract:
The hallmarks in the pathogenesis of liver fibrosis is the activation of
hepatic stellate cells (HSCs) and excessive extracellular matrix (ECM) protein
accumulation. Our preliminary data support that Focal Adhesion Kinase (FAK)
promotes the pro—fibrotic functions of HSCs via enhancing aerobic glycolysis.
FAK-related—non—kinase (FRNK) and FAK inhibitor (PF562271, PF573228) can
significantly inhibit the pro—fibrotic functions of activated HSCs. We
hypothesize that FAK plays a critical role in HSC activation and liver
fibrosis, and FAK is a potential therapeutic target to treat liver fibrosis.
This study seeks to define the critical role of FAK and FRNK in activation
and migration of human HSCs and in animal liver fibrosis model, and to examine
the effect of loss/gain of the function of FAK/FRNK on liver fibrosis in vivo
(by using FAK shRNA, FAK inhibitor, FRNK knockout mice or adenovirus vector
mediated foreign gene expression). Our study also aims to examine the
activation of FAK and FRNK in a scale of clinical human samples to support our
hypothesis. We believe that our study will greatly contribute to the
understanding of anti—fibrotic role of FAK inhibitor in liver fibrosis, and
thus provide a new and feasible therapeutic target for the treatment of liver
fibrosis.
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Keywords (FHH4r54FF) : Hepatic fibrosis; Focal adhesion
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Abstract:

Liver fibrosis (FB) has become an increasingly serious global health burden with the
exact etiology unknown. Differential expressed microRNAs in liver fibrosis are correlated
with various extracellular matrix and fibrogenic factors, suggesting that miRNAs play an
important role in the occurrence of liver fibrosis. Therefore, it is critical to
establish expression profiles of miRNAs during the process of liver fibrosis. Previously,
combined high—throughput RNA-sequencing screening with further validation study, we found
miR-571 was significantly overexpressed in liver tissues of liver fibrosis patients
Besides, miR-571 was also highly expressed in Lx-2 cells after inducing by TGF-B 1. Our
data suggest that miR-571 is involved in the process of liver fibrosis. The current
project intends to further investigate the impact of TGF-B /Smads signaling pathway on
cell behavior during liver fibrosis mediated by miR-571 using in vitro cell model.
Furthermore, we are going to study potential mechanism of miR-571 involved in the
progression of FB in mouse model. Moreover, the targets of miR-571 will be systematically
explored through bioinformatics analysis to further elucidate the mechanism of miR-571 in
regulating liver fibrosis. This study would identify a novel pathogenic gene for liver
fibrosis and further elucidate the mechanism of FB etiology, thus shed light on diagnosis
and clinical intervention selection as well as drug target exploration.

KW (ASHF0) . gl KEEIEgMIIRNA; JEP ik

Keywords (FH4>r54FF) : Hepatic fibrosis; MicroRNAs; Gene expression

b
N
=



PN

R IR RE G T H T

MBHAFEERR
5 24 AR | Y IPURR A L e L1 UEF 51 TH 73 T %?Eﬂ:

1 XUBkHE | 1980.03 | & IR Cs fid SRR ERSUN 10
2 PlEGs | 1983.09 | | EIEATEE it BEHBERER AU AR 3 6
30| mkEM | 197102 L |RIEMEEIE| b |[RUNBERRE ISR 6
4 JEA [1988.09 | B | Mg ARG it SRR P b SR 53T 6
5 JiFH | 1988.03 | L YHil Wik SRR L 8
6 N0 1980.06 | % 1A it SRR Rrvevh vt 8
7 BHPK | 1990.09 | & [/ 2 it BRI vt St 8
8 BAIALS | 1992.04 | & < )i it SRR 5% 8
9 JUBkiE 1 1992.06 | fit 14 b BEMERER % 10
10 | BRFHEKH | 1994.09 | % it P [BRMBERERY 5 10

ISP [T Tk 14K [N A i+ A

10 4 1 1 2 2




PN

[ 5 B AR AR T R

ERBARFEEHBEEERMESR

(EFHMNED

T H HEHES: 81960118 T ps N: X0k SR JIT
JP 5 BFH 24 FR G0

1 i H EaE S A 34. 0000

2 1. w&® 0. 0000

3 (1) B & T 0. 0000

4 (2) el o 0. 0000

5 (3) B T kit By ML B 2 0. 0000

6 2. Mk 12. 0000

7 3y WAL N 12 10. 0000

8 NI S IPAL 0. 0000

9 5. ZER/ S/ I bR A A AT B 2. 0000

10 6. R/ SCER/AF BALRR /AN 55 B 4.0000

11 . Fi%ER 6. 0000

12 8. LXKMW 0. 0000

13 9. HAth3H 0. 0000

#

=



o 1% SRR AT H

FEEAB (Emae)

CFER (AXEARFELTETERRFRA) FWERER, NEMLUHETRERRMNEES, UREMF
R F S, ENZ107 THRERFAEZHATLERHA.D

HERA 34F7T

1. MR E: KRR HFRELT14. 07 T, 23 A4 KTE ITE EEANRA LM, TX
HRBEE 30 MR, RFEEMMBHAEMAEAE, TEFEEAUTRAEMS, BiT12. 07 71:

(1) Western blot #Lfk., #EAMFMAR, FH%: #&Z GCollagen 1. Fibronectin, a—SMA,
TGF-B1. Smad 2/3/7, Smad 1/5/83510/, 78 £ 8 it P & A HAE 3 X, it 303, MG E R&D
/~E| 8 eBioscience/a 8 & BiolLegend = XK /-8 & ¥ 2000 JT, &t 6.0% ju; [ AF W EE
MEEAMEN AREATARSE 1X, BIT10%, §3% 1000 T+ 0% 7T, KL 7.0 7 7T.

(2) Real-time PCR #XRXFA &: &I RNA REUAM & . KEF A& K Real-time PCR !
& 3 M, MK A & TS 50test, FIHA-104, #IFFE QIAGEN A8 =&, FHM# 2000 T,
Eit2. 05 T

(3) C57BL/6 /N, B EFEL 100 R, WESE =—FEAFFHHLR P&, X 50T, #£0.5
H TG

(4) MpEFRE. NF. BEARAWAE: GAREAMXAANFFEER, LEHHAE 5 HER
X 0.5 FRMWEITHE, F 100 #RIZHE, MEFE GIBCO A F & &, 50070/, HARE x4 X RAR
EF. SRAFRSE, WFBER. EMFHERELZT 0.5, Kt 1.0 7 T.

(5) LB FFERALMLAAMEAT. WAMEK. FHRELEETER, FEEL, METE,
RAFI0 X, & HTFH 15007, T 1.54 .

2, Wikt m T % . £4EA507T, Tt A, BArA£2001, F1H7T; A, RIFALREY
Mh. AR MNERAFHREZHHE TR, ¥ 50 /@5, 4004 % 2.0 7 AR AL
TIT#EEEHE Illumina HiSeq 2000 EFE M 7. EHFFNE, e ki s HEEIMETA,
A1t EL0 7 T

3. ZiF. 4WH. ERAEERRSE: MEARRNS I 2RAREANEANLIN, £ 3
ANK S, EME 1000 T, FEZEE 2000 TITE, FAKE 3000 7T, EM10007T, #£it 2.0
H TGo

4. IR/ XER/ 15 B ARG/ iR P A E S F e A 4. 07 6, BERm T Wk k SCI #xX 2
B, HERMRE#IT4 04 T,

5. 54 %: ARAERFANE: EFEMARAARM L, HEHRXEF 34A, Bt HRREA
T1E 60 MH, & AEH 1000 TAAAETE, 60X0.1=6.0 F .

T H 55T N FHITER T A 5 WA 35 BRI 1o 5




o 1% SRR AT H

WEIES

WFFT N AR IT H A I B BT

81T



PN

[ 5 B AR AR T R

ERBARFEER

R BN H SRR

B2 E K ARFHAIE SR, KR eiEs
- THHEE R AR B A ST AT H (S 8
1960118) , Al EK BRI RSLZ RS KT %
BhIH A WA S S U, VISERIERFST AR
], NEIFRIFIE TAE, JRmH0%Sa bR, K
AR OLAR S, NI H R 2 18 RIS KT
FORRALE HEAT bR

AL A A LR R ARBHAREETH , f
DRAUETI H 71 5T A S FE S BT RIS AR5 30 H 512 i
IR AR S S S ES REP =P R E e S AR E PN
ERNIH BB WSS IRE T B S

i H A (BT RABHARL (AT
© 3 H £ A
2 i 7 AL
*
e
B ikt AR E N BEVER, R D)
B e | o [ o | e e | e
= A ()
& | & A H
%
g (BRI AR
5
BN ()
® 7
S (IR 5 5 B
=
g
*
LS Mo N (%) .
=2} = A H
T \mmigaman
=
x
R
g BG (B .
A # A A




T e . S gls -_..{ .

= o -
e — e —— S

Ui 1 ik 820601 1¢
|t| .-I_Ff _':l I h I

‘ IrJll .18 |
1‘3; H’r[rf {4 -'I, SOONA408A ]

HRNEZ:

InHA#R:

BHERH.
i B A
& Wt -
B B w8 .
BT Ep -
IKFELA:
B 2 A:
ARAH-

P 3815 B -
MI;E15% 88

i

B20601 16100

EREANSELERS
R E 2B

(X Freg e 10 B

AR YT R AE /ME S c SN 42 14 846 7 FFF 4 4 (b 3E 2 o B9 1 L R 73 o
SENE R s

34 1 7C AITEPR: 2021. 01 2024. 12
& 10

DU AT DLBH I BB 72845 UE M B b 27 B4 o P e R 3t
550004 =2} ﬁ]llllll
zhaoxuekel®163. com

ol MEFHR

T H, Wh: 0851-88416078

2020409 30H

EREZANMNFEBERZASH

Version: 1.003.372




"|'i

1.!

185, MR TRXAAREREeR Nt oxstihinH &,

.= A :if*""_*r i :L: N

WS KB oM

Il'f |'.-4||| Al

2R B AR R & AN B FHE AR

T
|

AR N AR MR, SR 15, TREIE (HE W GRS R8T )

W iy MM AIRE (MM, R2060116) . M K%

IRKAARFRASENAQX TRUIGANM, RSN
v F 3 -

i i
1:'" |

Ly VISR U WIS TN M, AR W L1, A (EBH) .

ENAGEA XME. RMIRY TSR, 0 PelhIo F %42 Yoo F [oH ‘}S]H ® | ‘E'
4

% RO A 0T R N 8 7 bR

iR E -5 DL

%= |
s $546 |- S
ED.?& 3 (51117'1

R0 R FRIN R QRPN EGTH, HRUFIEH 5

e

2 LR TR fh P’ﬂéi

L]

RV R (REHDHAER, N1 J176)

# - r | ’ . A . | Ay -."'é- dd
1 a%-%#WMﬂvﬂﬂnW%wﬂﬁ #
4 t MMA (B

o’ T Y _ D020 198 2 6B

4y ':"r:'r.!-“’ii- f'r "“" W, :

B
I

IHJ -—E:'lf: il %‘L % J%‘: l)—L]b A (%)

1 |
2020&F118% cH

A MK EA B W

_ﬂmﬁﬂhééﬁhzﬁ

NHIA (¥H) .

ﬂ: AR A Y

ENS (BE)

l-r' ! +-| 1
. .,'1' l' |!, 1: “ I' '1
1: _|l I:| '|- ! -i- 1 r|
i, 0 .r" gl ;‘Eﬂ' +
: ' c.i :";!Jr 1 -# +ir| h"?i “h‘ LJIJ'.E‘“' tl_=riﬂ?lliﬁ; 21

- 'WH‘LE&WT
fi]!lﬂ,h ‘:“” ¥ o i HLSE . Jfﬁﬁ‘kﬂﬁa

—




FRSS: BRE 320211 058

EMENBTRmE GRED

3

=

Wi H &7k ETRYERE: FERAZES PDK-1 12 Hedgehog BERH AT 2R
i ST LB
'H-iﬂgé%u ;H:%ﬁﬁi’kﬁ aosy De i’drnh
LSS IEREE 255 b > b iy 'QPM
HAR SR ENEL - ~,
bz AR A E ey Gy 1 45 e
FRAL (F)5 | BMAREEAT o LDl )
£ aw \_|sflEskr F
T | g—HoEARE | 125200004292028528 "
oy ] B ] P 5 B B -
SrlEmbe 2 F AR e Rk Rk
YR e | Kl I R i £ (il 2t
R B 4 B 550025 BATEIE | 0851-88416078
A HHA ARE B R HE
HEBERA MRE BRI
BEBR (HH) | BMEHAS
RMERNZEERT
2020 £ H
1
20
et
e




T SR £

BMEMEEAT (Fs o )
SIA () AN

Ep 5

I T §_£§\,' b &

e o BRSPS RIE ) | A
ZHEEHIIR H) B (% )
AFN (B £ A H

I



	项目计划书.pdf
	571计划书
	封面
	盖章页
	科技厅



