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53U miRNA &~ & 2 Ml S EEERIEOBRFHIE U Tk, R R N LV ABRICRIT 55
B miRNA FBE T 0 7 7 A VDR 21TV, A PV AEFIC X O BRBEENE LI BT
% miRNA % 96 FEHHFIE, qPCR IZ X 0 FEMENE bz 3 FBED miRNA 2 WESER ¥
—/# v k miRNA & LCEHFHEZIT- 7,

hAD-MSC DFFRRHE(LICR T2 2RISR L Ok, LR EBFHRITRE LTV R
' CDAA 3% NASH £5 )V (Severe NASH) (28T, hAD-MSC 2SFRRHE LA HNE] T 55
ERELN., TOARMENRBS,

" hAD-MSC DOENEREMEAT FEORENCE L Tid, 8AE# <4172 hAD-MSC %325 L.
FHRE ORKEFRS RN BN REAENT % In Vivo Imaging System(IVIS)IZ X ¥ f#MT 24T - 7,

Al B R, BB
H4AEESFICBWT, QMianlE
PEFEME (Quality Control) . @B EMAE DK
NEEE, £ERE., SRR OFETIE, B
AERBEMLOFDHER OZEMEE THT

5 ETCHFCEETHD, ZIVETITME

REPFBEORE AL — N LA BHEME
@ Quality Control <, B IGIEME S N7 B
MR O GE MR FRREIC X D ERE MR
R EMNMTONTEREN, BEBE LKL E
BT & IRV ONEIRTH B,

DX REEDOL &, RFFETIHT
LREFTEMTZIGA L, 2 DA P LA TIZ
BT 55 MWEIMIRNADREER S a7 7 1 )L
Mo Fw—H—%FEL, BT
FZWVPCRIZ L A EBREREEMRTEITS =
& T LW OB E L FIEEBRT 5
ZEEEHBE LTS,

DONTh, FPXILPCRE ONEF|EI S — 4
=AW ) AEITEINEIGA L
7285 LW EBMITIE OB 2 AR08
&L TWD,

B. Wi
1. hAD-MSC DO¥JE MEEEH % DS B
WF5E - .

B2 5 3 Fh—HMH¥ED hAD-MSC %553
75 AT 4 fEREEE U MAR (P4 JRR) |

‘ EQatZiv ok
DAENEIRES L OB MR O EEMRTIC

6 MEFEEE Lol (Pe MifR) KON 11 f
REEE UM (P11 MR Z2/ERL #h
ZNOBEEENOT 7 VY — BB
Lz, BEL/Zzs Y Y —25KNO miRNA
% Agilent # Human miRNA microarray %17
VY, P4 R, P6 MR KON P11 MRED B4y
WS 37 miRNA OFEL 7 w7 7 A4 Vi
Bl

EBiC, vA 7T LAEFTIC LV EES
7z 6 FEFED miRNA 2DV T, gRT-PCR
WEDZDBETFRAEICOWTRETE
1To7z,

2. hAD-MSC DO FFEEZET L~ U R TR
5 E MR KON IVIS 12 X AIRNERED
TRHT - :
O vRBFREITRME LT L

BALB/c = U ADIEFENIZ UG LIRER %
W2 |, 8 EEERE LIFRELESR &Y
7o, 8 HE OMELIRE®RE %,
1x10%cells/body D FE T hAD-MSC % B
R S8E U, MRS 4 B%, <7 A
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Chapter 6

The In Vivo Evaluation of the Therapeutic Potential
of Human Adipose Tissue-Derived Mesenchymal
Stem Gells for Acute Liver Disease

Takeshi Katsuda, Hayato Kurata, Rie Tamai, Agnieszka Banas,
Tsuyoshi Ishii, Shumpei Ishikawa, and Takahiro Ochiya

- Abstract

Mesenchymal stem cells (MSCs) have emerged as an attractive candidate for cell therapy applications.
In the prior decade, many animal studies have demonstrated that MSCs are therapeutically beneficial for
the treatment of liver disease. The carbon tetrachloride (CCls)-induced acute hepatitis model has been the
most widely used model in these studies. Our group has utilized the CCly-induced mouse hepatitis model
to study the therapeutic potential of human adipose tissue-derived MSCs (hADSCs). We have demon-
strated that systemically administered hADSCs engrafted into the damaged liver and promoted tissue
repair. This phenomenon likely reflected the paracrine effects of the administered hADSCs. In this chapter,
we describe a method to evaluate the therapeutic efficacy of the systemic administration of hADSCs in the
CCly-induced mouse model of acute hepatitis.

Key words Acute hepatitis, Carbon tetrachloride (CCL), Mesenchymal stem cell (MSC), Adipose-tissue
derived MSC (ADSC), Intravenous transplantation

1 Introduction

Mesenchymal stem cell (MSC) transplantation has attracted a great
deal of attention as a novel therapeutic option for liver diseases.
At present, the only treatment for serious liver diseases is liver
transplantation, and the application of this treatment has been
limited by the shortage of donors. To compensate for this donor
shortage, researchers have intensively studied hepatocyte trans-
plantation as a potential treatment approach. However, the hepa-
tocyte transplantation procedure is hampered by the low liver -
engraftment rate of transplanted hepatocytes and the low availability
of transplantable hepatocytes [1]. Moreover, recent studies have not
only examined approaches in which MSCs are used to repopulate a
damaged liver, but also demonstrated that MSCs act via paracrine
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