(®)
2012 2013

Development of a novel therapy for hepatic fibrosis using combination of partial spl
enic embolization and autologous bone marrow infusion
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A new mouse model of partial splenic artery ligation (PSL) was originally develope
d and the procedure induced 67% of splenic infarction. Splenectomy (SP) or PSL was performed for cirrhotic
mice induced by continuous intraperitoneal injection of carbon tetrachloride. Platelet counts were signif
icantly increased by SP as compared to by PSL, but there were no statistical differences in other results
between two procedures. Partial splenic embolization for cirrhotic human patients dramatically increased v
arious growth factors such hepatocyte growth factor and some collagenases including matrix metalloproteina
se, and similar results were shown in cirrhotic mice that underwent PSL. Near the future, we will clarify
the synergistic effects on an improvement in hepatic fibrosis by combination of PSL and bone marrow cell i
nfusion.
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Tumor necrosis factor (TNF) o, Matrix
metal loproteinase (MMP) 2, MMP9, Tissue
inhibitor of metalloproteinase (TIMP) 1,
Hepatocyte growth factor (HGF), Epidermal
growth factor (EGF), Platelet derived
growth factor (PDGF) -AA, PDGF-AB, PDGF-BB,
Vascular endothelial growth factor (VEGF),
Insulin-like growth factor (IGF) 1,
Transforming growth factor (TGF) o, TGFB1,
Fibroblast growth factor (FGF) 2
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control(sham operation) , LC/PSL )
LC/SP 3

( 2)PSE /
/) p
PDGF-AA 2.17 <0.01
PDGF-BB 2.44 <0.01
PDGF-AB 5.30 0.196
EGF 6.44 <0.05
HGF 1.28 <0.01
IGF1 0.97 0.34
TGFo. 1.22 <0.05
TGFB1 1.62 <0.01
VEGF 4.50 <0.01
MMP2 1.24 0.11
MMP9 5.89 0.17
TINPL 1.20 <0.01
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PIt 6.6 14.0 <0.01
WBC 3063.4 4651.7 <0.01
(Granulo) 55.7 54.1 0.44
(Lympho) 36.7 36.6 0.98
(Mono) 7.6 9.2 <0.01
Hb 12.8 12.6 0.25
C-P 6.4 6.3 0.32
B 1.3 1.1 <0.01
Alb 3.5 3.3 <0.01
ALT 58.4 47.7 <0.05
ChE 159.9 141.6 <0.05
PT 73.1 75.5 0.08

PIt, platelet (10/L); WBC, white blood
cell (10%/L); Granulo, granulocyte (%);
Lympho, lymphocyte (%); Mono, monocyte
Ct); Hb, hemoglobin (g/dl); C-P,
Child-Pugh score (points); TB, total
bilirubin (mg/dl); Alb, albumin (g/dl);
ALT, alanine transaminase (I1U/L); ChE,
cholinesterase (1U/L); PT, prothrombin
activity (%)

PDGF, platelet derived growth factor; EGF,
epidermal growth factor: HGF, hepatocyte
growth factor; IGF, insulin-like growth
factor; TGF, transforming growth factor;
VEGF, vascular endothelial growth factor;
MMP, matrix metalloproteinase; TIMP,
tissue inhibitor of metalloproteinase
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