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Analysis of TGF-beta signaling in angiosarcoma and search for novel therapies

Sakamoto, Ryoko
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Analysis of the exEression levels of various molecules associated with the
TGF-B signaling pathway in angiosarcoma showed that although there were no significant differences
in the phosphorylation of madl/5 and Smad2/3, which accumulate in the nucleus and regulate gene
transcription responses in angiosarcoma cell lines, the levels of TGF-3 type Il receptors and both
ALK1 and ALK5 levels were significantly increased in angiosarcoma cell lines compared to normal
vascular endothelial cells. Despite the decreased levels of TGF-B in the angiosarcoma cell lines,
the results suggest an overreaction of the signaling pathway due to its stimulation; elucidation of
the TGF-B signaling pathway may lead to novel therapies.

Dermatology

TGF-beta



100 1.4 5
20% TGF-B

TGF-B
TGF-B
TGF-B
2 TGF-B | (ALK1,ALKS5)
TGF-B /ALK1/Smad1/5
TGF-B /ALK5/Smad2/3

TGF-B ’
TGF-B TGF-B
EndoMT ALK1 g4 TBR-II ALK5 o
VE-cadherin
/ “""“ I “ IS ]!
MMP-2 Endoglln

TGE-B @ Smad1/5 @ Smad2/3

: Regulation of gene
7 transcnptlon v

Inhibition of | Stlmulatlon of i

angiogenesis i angiogenesis |
TGF-B
/
in vitro/in vivo
TGF-B
TGF-B
TGF-B 11 ALK1

ALK5 Smad / Smad /



TGF-B

TGF-B
TGF-B
TGF-B
TGF-
XFp OCR(
; )/ECAR( : )
TGF- i1 ALK1 ALK5
TGF-B
TGF-B 11 ALK1
ALK5 Smad 7/ Smad /
Smad 7/
Smad / TGF-PB i1 ALK1
ALKS 51
MERBICE T DTCF-PRAERD R
% InEPIAEHRaLE .
In vitro |_EC__|[150-HAS | HAMON | £ :
in vivo TR w-f § .
B-actin : f::’
Pacin — .
TGF-B :
I ALK1 ALKS ET R o WS
£
TGF-B
TGF-B TGF-B TGF-B
CD105
TGF-B CD105
CD105 TGF-
TGF-B



2 ME REMEARICHE W TEBRPDOTGF-BD L NILET
_ B0 300+
s s &
Y ?D 20004 7 g
E & * E — 200
2 2 &
S &5 10001 go
= * =y 1004
g ) *
3 8 3 = *
2 8 0- A 2 0-
EC (ISO-HAS HAMON ) EC (ISO-HAS HAMON |
— Y - Y
IEE Ifn & Py RE R AT IEE I & PYRERA APk
XFp
OCR( : )/ECAR( ; )

TGF-B






