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Development of therapy for liver cirrhosis : focused on energy metabolism of
liver stellate cell

IWAMOTO, Takuya
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Liver fibrosis is caused by damage of hepatocytes. Overexpression of
extracellular matrix and reduction of degradation of extracellular matrix is related to fibrosis. We
focused the basic research of energy metabolism of liver stellate cells and aimed to develop new
therapy for improve liver fibrosis and liver cirrhosis. We have knockdown the expression of energy
metabolism related genes and found that the AK gene isozyme is related to activation of liver
stellate cells. We further investigated the gene expression analysis by IPA, and found some
interesting pathway data.



(Autologous Bone

Marrow Cell infusion, ABMi )

Terai S et al. Stem Cells

2006, Cell Transplantation 2010
E1 FEZEORKREABMMRE

R % FEE
(#4005 A~ (AFESOAA-
2 2{540005 A) 2200050 — - AEMGEAREL G
= ~HARUEISFBEO 4
o FF—AE
(3510’ Sak BN EY iR - REIEME
BEEROBRLAOKA s
THLATIHRER(XBHEE) BEBEEEDLL
RS
= =
rEEARERES

(e

-2 =

BRI EHEERBI
(ZEBAT pzsren)

vitaminA
myofibroblast

fat vacuoles vitaminA
o -smooth-muscle actin

(@-SMA)  Vimentin
TGF-8 CTGF 1IL-6

Hypoxia-inducible factor 1 alpha (Hif-1a)

ATP

250g

ATP

(GFP/CCl4

SIRNA

HHStec

ATP

L190

o SMA



ATP
ATP

o SMA

(AKiiso) C

B(AKisoB)

X2
FF 2 MAaHHStecE{FE ALY
AKS /9 9F)

Control 1
Control 2
AK5 siRNA1
AKS siRNA2

AKS

B-actin "

MBELAKBE /VIEIUTEHEE
NCE:

AKisoB
o SMA 2.7 Col1A1

2.1 « )

RAYOT LA E2MBOEREICELIEET

control sif{control siR control SiFAKS sIRNAAKS SIRNAJAKS siRNA|Ratio

P-value

GOLIAI [Homo sapid 104689.7| 90527.77| 105190.9] 206436.9] 215951.6| 209820.6] 2.104499
ACTAL [Homo sapid 8.958045| 11.42386| 1041065| 11.92722| 1255141 7.087372| 1.054346] 0.750492
ACTA2 [Homo sapi{_1861.286] 1649.328| 1801.494| 4524.146] 4723.308| 5196.516] 2.719066

ACTB [Homo sapid 7000.531| 7430.086| 6371.998| 6905.884| 7011.728| 7685.306| 1.038471| 0535702
ACTB [Homo sepid 172772.8] 166716.3] 171245.4] 160854.7] 163848.5] 1815138] 0.991155] 0.840408]
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