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Clinical application of TGF-beta signal in chronic hepatitis B
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In our recent studies, HBV clearance at an early stage by anti viral therapy resto
red hepatocytic TGF-beta signaling from fibro carcinogenesis toward the tumor suppression. Moreover, low p
Smad3C and high pSmad3L positivity were si?nificantly predictive of human HCC development. We conclude tha
t pSmad3L and pSmad3C can serve as a useful markers determining whether you can defend development of vira
I related HCC by antiviral therapy. Using an individua s phospho-Smad3 markers, clinicians may be able to
achieve more effective chemoprevention and individualized therapy for HBV infected patients.

Smad3 B



B HBV
C HCV
C
B C
B B
B
B
HBVY X
HBx
HBx
Nature 1991,
351: 317-20 HBx

Hepatology
2004 19: 810-19
Transforming Growth Factor-beta
TGF-B

TGF-
B
TGF-
Smad3
Smad3 MH1 MH2
Smad3
c-Jun N-terminal kinase JNK
Erk MAPK
Smad3 C | TGF-
SXS
Smad3
C
Smad3 (pSmad3C)
Smad3(pSmad3L)

Cancer Res 2007, 67: 5090-96;
Hepatology 2007, 46: 48-57; Cancer Res
2005, 65: 157-65; American Journal of
Pathology 2005, 166: 1029-39; Oncogene
2004, 23: 7416-29; Hepatology 2003, 38:
879-89; Oncogene 2003, 22: 2309-21;
Hepatology 2002, 35: 49-61; Cancer Res
2000, 60: 1394-402; Hepatology 2000, 32:
218-27

pSmad3L
pSmad3C

HCV

Hepatology 2007, 46:

48-57 B
B
Hepatology 2009,
49: 1203-17
B
B
Smad3
B
20 20
Smad3
HBx invitro Smad3
@
B
20
20 Smad3
2
18
@
Smad3
Smad3
Smad3
DAB
Smad3
( p21WAF1, Bcl-2, c-Myc
PAI-1 ) Smad3
Co-localization
Smad3
Smad
Smad2/3
Smad3
TGF-B
Erk,JNK,p38
GST-Smad2
GST-Smad3 ATP
Smad2,3



ELISA
ELISA
Smad3
3) B Smad3
HE
Activity (Fibrosis)
AO Al
A2 A3
FO
F1L , F2
F3 F4
(AFP PIVKA-11)
CT
EOB-MRI
Smad3
pSmad3L
Smad3C
(4)HBx Smad3
HBX
HBx Clone9
TGF-B in vitro
TGF-B Smad3
TGF-B 30
Smad2,3
Smad2,3
Smad JINK
in vitro kinase assay
Smad2,3
p21WAF1, Bcl-2, c-Myc, PAI-1
TGF-B
3H-Thymidine DNA
Smad3

HBx Smad3

Smad3EPSM
HBx TGF- 30
Smad2,3
Smad2,3
3H-Thymidine DNA
HBx
JNK
Smad3
JINK TGF-
30 Smad2,3
Smad3
JNK TGF-
B 24
3H-Thymidine 3
Smad3
HBX
Smad3 TGF-
B
p21WAF1, Bcl-2, c-Myc, PAI-1
TGF- mRNA
Smad3 B
Smad3
B
C
B
27
52
Smad3
HBV-DNA
Smad3L
c-Myc
pSmad3C
C
IFN
pSmad3L pSmad3C
F
B F4
F1 1.0/
C

F 0.2/



pSmad3L
B 1.0/

HBV
pSmad3L
pSmad3C
B

B TGF-B

62 13-39 2011

40
2013 12 6

49
2013 6 7
Reversible or irreversible phospho-Smad2/3
signaling
Miki Murata
TGF-B
2012 10 29 ( )
TGF-B

48
2012 6 7

39
2011 12 9

47
2011 7 28

1
Miki  Murata, Katsunori Yoshida, Koichi

Matsuzaki.

Early chronic inflammation and subsequent
somatic mutations shift phospho-Smad3 signaling
from tumor- suppression to fibro-carcinogenesis
in human chronic liver diseases. In: Ahmed O.
Kaseb (ed). Hepatocellular carcinoma-future
outlook. InTech,Croatia;2013. pl13-142.
http://dx.doi.org/ 10.5772/56739.

o
MURATA  Miki

@

®



