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Transition of the distribution regarding the etiologies of liver cirrhosis.
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The suppressive effect of siRNA by RT-PCR and western blot

Three different designs of siRNA for gp46
(human HSP47 homolog in rat model)

SiIRNA A

GUUCCACCAUAAGA
UGGUAGACAACAG

SiRNA B

CCCACAAGUUUUAUA
UCCAAUCUAGCAG

siRNA C

CUAGAGCCAUUACA
UUACAUUGACAAG

Western blot
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Retinoid-mediated transfer of the VA-lip-siRNA into HSCs
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Evidence for retinoid-mediated transfer of the VA-lip-siRNA
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Lip-siRNAFAM 0.7 +RBP 0.7 ugiml
Lip-sIRNA-FAM
+RBP 0.7 g/l
+RBPAb

VAip-siRNA-FAM
+RBI

VAlip-SiRNA-FAM
10698 .rep 0.7ugmi

+RBPAB

R

09 VAdp-SRNAFAM
+RBP 0.7 g/l
+Control Ab

. 105.47

FACS

analysis 14 j 164.29
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Experimental liver cirrhosis model induced by administration of DMN

SDrat 0 1 2 3 4
(5w) L 1 1 1 1

W W W W WY
1pg/g (BW), IP, x3/wk

e

5 (week)
1

DMN

(DimethylInitrosamine)

(Azan.x40)
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Cirrhotic liver specimens injected with VA-lip-siRNAgp46-FAM

VA-lip-siRNA gp46-FAM

Lip - siRNA gp46-FAM

~ SIRNA-FAM SIRNA- FAM
SiRNA-FAM (green)
a-SMA (red)
DAPI (blue)
GSMA-Cy3 esMA-Cy3
. | N
Rate of VA-Lip-siRNA-FAM into HSC (merge) was estimated to be 56.1+9.2%
Rate of Lip-siRNA-FAM into HSC(merge) was estimated to be 5.6:+2.3%.
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Treatment by intravenous administration of VA-Lip-siRNAgp46
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Tail vein injection
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100ug x2/week
150ug x2/week
150ug x3/week
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Dose dependent prolongation of survival
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Administration of VA-lip-siRNAgp46 dissolved fibrosis of the liver

VA Vicliposome
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HO)»—0H
HO
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(Fucoidan) h"3RBENEHTI—REMRENTE.
v BEEO—DT, £(CEY (B8R L) NSHERLTNS.
s EBBEOMEEPRT DI I—RMBEDEMAHRESNTSD,
EBE<—Hh—ELTOBRTEERENTVS.
Sakai T et al. Clin Chemistry 1990
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