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Abstract:

Regulating the differentiation of endogenous hepatic progenitor cells into
hepatic parenchymal cells is expected to become a new approach for reversing
cirrhosis, so elucidating the regulatory mechanism underlying it is now become
a key scientific issue of anti—cirrhotic study. Based on the rather good
efficacy of Yiguanjian on cirrhosis in basic and clinical researches, and
further mechanism study of our previous work that reveals Yiguanjian can
regulate macrophage polarization, Wnt signaling activation and hepatic
progenitor cell differentiation. We put forward the hypothesis that “in the
pathological microenvironment of cirrhosis, Yiguanjian decoction might inhibit
the differentiation of hepatic progenitor cells into myofibroblasts through
inhibition of Ml polarization of macrophages, which further inhibit
non—conanical Wnt signaling pathway activation in hepatic progenitor cells
through reducing non—canonical Wnt ligands release; on the other hand,
Yiguanjian decoction might promote the differentiation of hepatic progenitor
cells into hepatic parenchymal cells through promoting M2 polarization of
macrophages, which releasing canonical Wnt ligands to activate canonical Wnt
pathway of hepatic progenitor cells.” To verify our hypothesis, hepatic
macrophage depletion, block bone marrow macrophage infiltration, polarized
macrophage transplantation, bone marrow mesenchymal stem cells transplanted
after co—culture with polarized macrophages, the secretion of Wnts from
macrophages blockage, polarized macrophages co—culture with hepatic progenitor
cells after gene modification, and blocking macrophage polarization are to be
used to explore the mechanisms of macrophage on hepatic progenitor cell
differentiation and to reveal the action mechanisms of Yiguanjian decoction on
cirrhosis might be regulating the polarization of macrophages and the
differentiation of hepatic progenitor cells. This study would provide a sound
theoretical basis for the clinical application of Yiguanjian decoction in the
treatment of cirrhosis.

KW (RAAS0F0) . It EnEdnig, FHAHA01; Wntfs Sal, — 5l

Keywords (F§43543JF) : cirrhosis; macrophage; hepatic progenitor cells; Wnt
signaling pathway; Yiguanjian decoction
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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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GFP 22 14.5 K SD Kfl: AWFRILE 128 A, RIFEEAH H il 12 HE, s
RS RILEZ 2 1, 128/2=64 A, AL E/DFTFEE 16 K, b 80 H.
2000 76, 80x0.2 Ji=16 Ji;

RS 0.9 g0/ /R, HAATR 4 L 0.9 S0/ Kx28 Kx160 =0.40 7.

(2) Pufk: 157575

@O DLKI1 —#i: 50ugx20 32, HT DLKI+IEATFAHAM i 2liftk, AR¥E AT I s2 i
HHE, BERPUATT At 4 R R BTN, ARF3E 80 HA R, 80/4=20 32, 3000
JC/3, 20%0.25 Ji=5.0 Ji;

@ WA AR K 39 MEEFA Western blot #l, 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.
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(3) /N RNA THRF & T4 Numb ZE K 1)/N RNA T4, it 3
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(5) mAFRMRAFG: HTHA LM E A, Wi 2 MlAE, 1200
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o

by
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AOIEHE, IREFHICIUE" AT FYRAR7EE BERE (AT AR A BEm AR AT RRR DL, EHRAHNIE

A —RRABSHFTARQIEEF AR o, SFTARIKSRIFEABHITARLE
MERNESNE, EEENFH RS HZEERARIFNTEEX" . MRUECFEERAIAN
=, DRAFF TR —RRIAMARANSR, i 2- ZBEEZ/ NRAhk F3dd M RRTEAER, X

RN D k+BaRTFARRBIE. RMBABRICEITCH YRBRRT . SERETOCHHRERRR
MIEHA, $RIA O kARt TARRER AT IR D G, —RRER MR EEZNG, TNARAT
THREXE—RRUATT FTEANEELS, NRRPEARS THARBELTT B EEN AR,

XEEE(ABI 5T, BOSoM): THE: B, FFBE; El —RR

Abstract (limted to 500 words) :

Semcells is expected to replace |iver transpl antati on which has becone a new
therapeutic nethod for liver cirrhosis, but the differentiation of stemcell invivois
the key of scientific problemfor this technology that is used to patients with
cirrhosis. Based on the potential advantages of fetal liver stemcells to repl ace the
liver transpl antation, and conbi ned with the evidence of Yiguanjian wth nourishing the
kidney and the liver effect that which induced |iver stemcells differentiate to
hepat ocytes in vivo, we propose the hypothesis that " In the advanced stage of |iver
cirrhosis, fetal liver stemcells may have the orientation of differentiating to
nyof i brobl ast, and pronmoting the fibrosis progress. However, conbined with Yiguangjian
whi ch nay have the function of induction of differentiation fromfetal liver stemcells
to functional hepatocytes, this interaction may play a conpositional predoninance for
the reconstruction of cirrhotic liver, in which the mechanismof regul ati on of
nacr ophage subsets bal ance may be mainly invol ved". Thus, this study will target the
effects of fetal liver stemcells conbined with Yiguanjian on the reconstruction of
cirrhotic liver. First, the liver cirrhosis model induced by 2-acetyl am nof | uorene
conbi ned with carbon tetrachloride in F344 female rats will be established. Second, mal e
Dk+ fetal liver stemcell will be transplanted. Third, fluorescein |sothiocyanate -
| abel ed Y chromosone probe, multipl e i mmunof | uorescence confocal and flow cytonetry
technol ogy will be used to demonstrate the differentiation orientation of Dk+ fetal
liver stemcell inthe cirrhotic liver, and the effects and nechani sns of Yiguanjain in
this pathol ogic process. At last, evaluation of the potential advantages of fetal Iiver
stemcel | s conbined with Yiguanjian treatment for cirrhosis can be got. which will offer
the scientific evidence of (hinese nedicine contined with stemcell transplantation for
treatment of cirrhosis.

Keywords(limted to 5 keywords, seperated by;):stemcel | ; nacrophage; |iver regeneration;
liver cirrhosis; Yiguanjian
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