L

SR
2R
B E 1L AR -
ISEE e

E#%EH:
MEZE®:
i | A
1B Lk -
R B 48
FE iR -
RITRAL:
B & A
5 H

0 H LS 81573948

FRIE AR H2708

VA A T

(KFC LIRS 20120308A0860-1623

ERAANEEEERS
ZEh H it $

i _E 5 H

z9

8157

T35 H

¢ Br

TS R AL 40 HENUMB/NOTCHY 5 48 B B IH 11 S 2R 4 Ak i L it

P

N

59 )5 7t B3EEEH: 11.8/i 7T

70. 8J5 7 HITEPR: 2016.01-2019. 12

e 7K T

VT AT X K AT 44 528 5

201203 =2} 1. 021-20256526

ypmu8888@126. com

g R R

A =2} 1. 021-51322042

$

N

2015408 H 21 H

EXREARFEESRASH

Version: 1.003.472



o 1% SRR AT H

EZRBARFEEE RS R AR B IERITA

v BH AT AR GRS E SRR < 08 B I H HEHE S A S F U@ ) (LU i

FRCHEAETEAND O J5, TN BEATER Y], SIS R AL GO H B

INEL CHEZ ARR AR T I A BT S HIMNEA)  GEA R E K ARR A S Z R

SETRNTE I CBOREL - CEBEINET BEHD i GRMEESD MESRIARIRYS

ARAT (HFK ARl G R BT H HRIAE)  CBUR AR GHRIE) O

~ BE GERIAY) NEOREEA M SRR RIBTEMWT. dE.  GERI) @EEA

IRPH AT 2 DR ORI H A BEAR T ) At i, RV I H PSSRl A T A

BT R o

o) AR I 2R AT

() . HARG AL

() B R ] IR T B I H AR AURE b L DS B R B ]

(=) BIHATE O HRIF R 2 0 H A 2l h R4 B3, HH
TR AR — 80 AR R . QR Jh T H PR R L B L
ER” RS FAME ORI R FAT A H A G A DG ESR Y, £y
IEHIFAHRAT )G 35T Rl D AR R 53 AT FR B

(P> DR iR 4 B B IR 14 B RIS G U U B W] 45, L 57
55, BRE MBI I P AR AT R P R H B 223 i
ARG HBNER S E RIS T I H 3 W 2 IR0 o s b 5= 0 FL 2
AR H SRR B S PR . PR U W] 5 A A N R U 4k

(1) IEX:

L OELESUH . THERES T . KRR ST I GEa) s
PSRN, RARE “BISCN 2RI FARHCR s T BT R
HEREE AT b I F PP R RS B R P ST I R s L A
s AT T AT 5 P A1, SR MU 9 U7 e s ki 0 T
B A A P 2

2. EASIH. TAEE GRK) AERFFHE . TABH. 55 E AR 6T
B BUER “HURITOr R ISR TR, B MR R
THS BTED N2, ARG, EEWTIE bR (oI A A
R B ARIRRR LU B RS RR) SRARRITIY CHFRD %8, AN, B 5
LR LA
(1) BFFEHIAME ORI ST R e T R 5 A A g SR LR
FORFSE (BRI 5 SR AR B 2k
(2) BiHEESEHS T, AESOARZ ME RS T, B A w5
T 2 ) 5
(3) VEANAERERTSE CIFED 34l



[ 5 B AR AR T R

E XN F RS IUFHE RIS SO 78 G AEDT UL 6 T
H: ZksE “WIEIRT BB S W7, & PR NS

(1) W57 1) 5

(2) giEENAMIFFTER, IR TAER AR AR AR 2 S BRI T T
) ;

(3) BN W07 B EH bR (BRSBTS

(4) FFERFFTHRI

(5) BFFERMTL I A e D o

X HARR A, 28 EIE )7 A T A S

20T



PN

[ 5 B AR AR T R

HES
B 4% KT v | o | e | R i
i 2 (AL = IR RIS A
§ % 021-20256526 HL PR lypmu8888@126. com
5] f& L 021-54148456 INET
TAE A | Bigrh R 2R
BT AE Bt & P R OGEE R
Bla o |hwnEzcr fem Lo 20308408
olmow A e LTI [Ibxghotnail. con
éa: e i 021-51322042 [l http://www. shutem. edu. cn
i G AT A A
o
5 H W %‘%%iﬁ?}ﬂﬁﬂéﬁiﬂ@NUMB/NOTCH%%‘iEE%TﬁHEW%H%?@&%E‘WL%IJ
A )~ | I 1T w8 E WK Ui W
g WOVE W R R
Bla w0 m p2ros hEw 12902 : P 46 45 i R
Ela ow % o
2 M AT FE B 2016.01-2019. 12
H OB % M pIsc ) $ %% M |11.8J77c
mooH B 4 [70.8)17C

F3T



o 1% SRR AT H

ISEE:S

R EE (500EBA)

JHF P IE A S i 18 A S RE YT T 41 AL & 2B QBRI FRIA T, Notehfs 5 il B vG Ak 2 3L
ST SR SR, (B H BT B AR T I, A R R ) SRR R A ), AR
LT AT Notehfs SR HEAHY AR didb i A=, DL B X No teh i 5 S A i 43 4]
FNumbsZ W T, $&H “NumbXf fHY PR 4L ) R A nl fe G BT HEH, 5%
W T PIE P 2T YA i AL S5 405 A 40 INot chfs 5 30 B (R3E AL 5 5%, 1 Numb A
A2 HOGEEAE FIBE i fBUte DUMFAEAH A Numb B RIS 55 R PR AR 4R AL 1K) R A S RS 2
TEHPLET AL T RS0 o BT 9T N 2SR G A 20 P R MOs B REROR, 0 B 4
0758 65 (LI RISD A BUIS FFAE 4N D, 8 Numb It R sk e 78 536 15 T B AN L i 45 45 4LSD
KEUFIE, JFP3m T, 455 RSMSEE, 38R Numb 5 HFEF 446 1 6 R UM TRST
JEVVE LT 4EA IO AL, %05 R R S S R 22 4R

B THV TR NT 47 4E4k; TFAHA0HE; Notchfs 5 i@ E: Numb; ¥

Abstract (limited to 4000 words):

Abnormal proliferation of bile duct is a key pathological process in
cholestatic liver fibrosis and Notch signal activation is the major signal
transduction mechanism in this process. So far there are no an effective
therapeutics for cholestatic liver fibrosis which is an urgent scientific
problem need to be resolved. Based on our previous research, Notch signaling
promotes cholestatic liver fibrogenesis, as well as effects of Huangqi
decoction on Notch signaling and its negative regulator Numb, we hypothesized
that ” Numb might play an important role in preventing cholestatic liver
fibrogenesis. Huangqi decoction could prevent cholestatic liver fibrosis by
inhibiting activation of Notch signaling in hepatic progenitor cells; While
Numb, an inhibitor of Notch signaling, might be a key target of this
decoction”. Our study will focus on the association between Numb expression in
hepatic progenitor cells and cholestatic liver fibrogenesis, as well as
anti—fibrotic effects of Huanggi decoction on regulating Numb expression. The
fetal hepatic progenitor cells (HPCs) are isolated from GFP-transgene Sprague
Dawley (SD) rats, and the HPCs with Numb over expression or Numb—knockdown by
genetic modification will be transplanted into livers of common bile duct
ligation (BDL) rats respectively; and these rats are treated with Huangqi
decoction at the same time. By combining results with in vitro experiments,
the relationship between Numb expression and liver fibrosis, and effect of
Huangqi Decoction against cholestatic liver fibrosis through regulating Numb
expression will be revealed. The project will elucidate the molecular
mechanism of Huangqi decoction against cholestatic liver fibrosis and provide
scientific evidence for its clinical application.

Keywords: cholestatic liver fibrosis; Hepatic progenitor cell; Notch signaling
pathway; Numb; Huanggi decoction
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(—) BEE#HH: 597

1. KL% 44.66 /i

(D #¥: 17.04 75

SD Kf: 0.64 /5. 7 160 1, 40 ju/H, 160 A >40 5t/ R =0.64 Ji;

GFP Z2 145 K SD Kfl: AWFRILE 128 A, WRIFEEAH H il 192 HE, =L
RAZARILEZ 2 0 1, 128/2=64 A, RAMLIGE/DFEE 16 X, 80 H. &
H 2000 7T, 80>0.2 /=16 /i;

RS 0.9 o/ AR, HAATR 4 B, 0.9 S0/ K28 K x160 =0.40 /7.

(2) $ifk: 15.75 )5

@O DLK1 —#i: 50ugx20 32, HT DLK1+i&ATFAHLA it 2liftk, AR¥EAT I se i
HHE, B RyuiRmraith 4 AR PG4I, Aufsedt 80 R 425, 80/4=20 3¢, 3000
JG/3, 20>0.25 Ji=5.0 Ji;

Q@ HEHEEPBTH P AR & 39 NMEE A Western blot #&i], f13E:
DLK1. Alb. AFP. CK19. EpCAM. Vimentin. Nestin. HNF-13. OV6. Sox9. a-SMA,
fibulin-2. TNF-a. TGF-B1. PDGF-B. MCP-1. Notch-1. Notch-2. Notch-3. Notch-4.
NICD. Delta like-1. Delta like-3. Delta like-4. Jagged-1. Jagged-2. c-Myc. p21.
p27. Hes-1. Hes-5. Hey-1. Hey-2. RBP-Jk. Numb. IKKa. pIKKa. FOXA2. pFOXA2
(S107/111). 39>0.25 J3=9.75 Ji;

® =Pl HT LS5 s sest, Bt 10 3¢, 1000 yo/3, 10>0.1 J3=1.0
Jio

(3) /N RNA THRF & T HAH40 1 Numb 22K 197N RNA T4, it 3
¥, 3000 Jo/3Z, 3>0.3 /i=0.9 Ji.

(4) PCR 5%¥1: AT mRNA i, i H R & = ek, X514 200 7o,
39>0.02 /i=0.78 Ji .

(5) ARG HTHLA LM E A, Wi 2 Ml E, 1200
ToI, 2x0.12 7i=0.24 Ji .

(6) RNA 2 l7&: T2 A MR RNA 4R, #itih 6 A~ aliil&, 2000
TG, 6x0.20 Ji=1.2 Ji.

(7) RT-PCR &MiRF: AT RT-PCR N, AWFFA 2 MENSELK, &AL
5% 10 M, BHIZ 5 MFEARTEEL, W 2 NSEEGHE 100 AMEEAS, AR 39 MEE, &
A~ RT-PCR S RARF FAL I 200 NMFEAS, T 100>89/200=19.5 45 ARAPsSEEGIE: 19 4>
M, B3 AFEA, T 19x3>39/200=11.1 4. &1t 30 /M, 1000 o/, 30>0.1
Ji=3.0 /i,

(8) v eikmla: AT 3obZEdii, & 5 ME%E, 2000 /4, 5>0.20
Ji=1.0 i,

(9) WEERTIEFE: HT 0%k DLKLUARFHAIM, R4 HATrIscbrib#E, & 15
AR IHAE 1 MRRIAE, ASZISILsr B 90 H A5, 90/15=6 %, 5000 yo/fR, it 3.0

o

by

(100 FRZFMyE: HTFaMRsF:, A#FFCTih 2 i, 5000 yoifi, i 1.0 /5.
(11) s A Tapsss:, A5t 5 i, 1500 ju/f, +F 0.75 Ji.
2. EFREESAMSE: 2002017 ENITFRES 1 AR, £ 0.9 /i,
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3. HIRSCERME B AL BRI FNR = B 55 2

THRIR R AR B ARIB L5, BRI %% Wit 5000, it 2.5 Ji.
4. 3550 AT AERARANE, RRELA 5 AT AESS, 454611 60
MNH: B34WtEMRtSsS, 4FE4H84AMNH. 755 44800t/ H, it
60 H>0.08 Jj/H=4.8 J3; tii+:4E 600 yu/H, 3t 84 H>0.06 Ji/H=5.04 Ji. it 9.84
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