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Roles of the newly identified GLI1-CXCR4 signaling in synovial sarcoma cells.
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In the present study, we aimed to uncover the importance of Hedgehog-related
transcription factor GLI1 in synovial sarcoma, one of the highly malignant soft tissue tumors. We
found that GLI1 accelerates cellular proliferation, migration, and invasion through newly identified
transcriptional target gene CXCR4. In mouse lung metastasis model, GLI1 enhanced lung metastasis of

synovial sarcoma cells.
We also tried to identify diagnostic marker for synovial sarcoma, based on the information of
potential transcriptional target genes identified from cDNA microarray analyses performed using GLI1
or SYT-SSX1 fusion gene transfected normal mesenchymal cells. However, no specific
immunohistochemcal marker was found.

GLI1 CXCR4



(Hh)-GLI

Hh
GLI

EWS/FLIL(
)  PAX3/FKHR(

Hh-GLI

CXCL12-CXCR4
Hh
GLI1

GLI1 CXCR4

GLI11-CXCR4

SYT-SSX1

GLI1 CXCR4

GLI1-CXCR4

o

GLI1 CXCR4

(@ oL

GLI1-CXCR4

(3) DNA

GLI1 SYT-SSX1

*
GLI1 SYT-SSX1

CXCR4
SW982
LacZ
SW982

(1) 6Ll
GLI1
Western blotting

CXCL12-CXCR4
CXCR4, CXCR7, LCP1

qRT-PCR
GLIL

E Ay
Y
&
& %)
CXCR4 [=e wwm]
CXCRY [ |
Lept [
GAPDH [ -]
CXCR4
CXCR4
GLI1 (GBS)
GLI1
GBS
GLI1 CXCR4

1733 307 ___-150 -35 +96
N L[GBS|, ., [ATG

Fold activation
4 5

o
)

-1733/+96 ],]"

)
*
*

-307/+96

-150/+96
-35/+96
-307/+96 o
GBSmt ]*]
1 1
4XGBSwWd/TK ]*]*
4xGBSMUTK

HS-SY-Il
(I) 5 1|0 1|5

4xGBSwWd/TK ]*]'
4xGBSmYTK

O Mock
EGLI
HEGLI2

pGL4

CXCR4



4.0+

Relative DNA content
(Normalized to control IgG-precipitate)

Human CXCR4 gene

(@ oLl
GL11-CXCR4

3.0

2.04

GBS

Boyden chamber

SW982

GLI1

[
=}
1

N
=}
1

Relative migration
5
I L

GLI1

SW982

il

GLI1

SWo82

I

CXCLA12 (ng/ml)
AMD3100 (nM)

0 100200200
0 0 0 100

0 100200 200
0 0 0 100

Swos2*

Swog2CH!!

- —=— swog2CL!
8| —e— swosg2lacZ

i

¥/

Relative cell proliferation

o

GLI1
GLI1
swos2®H!! ot
&
=~
SW982-*Z |,

Metastatic foci per lung
o

o
7

(52
Pl

&
&

R
g

Bar: 500um

LacZ

(3) DNA
GLIL SYT-SSX1
GLIL
SYT-SSX1

CDNA

National Institutes of Health (NIH),
National Cancer Institute (NCI)

GLI1-CXCR4

@
INAGUMA, Shingo



80410786

@

®

*



