m-CRA

Survivin m-CRA  Surv.m-CRA
GMP GLP PMDA
Surv.m-CRA
m-CRA
X
m-CRA
Fibroblast growth factor receptor 3 (FGFR3)
Hedgehog
(ATO)
GBM
GIC GIC
RNA miRNA miR-340
iPS

iPS




m-CRA
i)y X m-CRA(X.m-CRA)
X
X.m-CRA
(ii) CD9 shRNA m-CRA
25 Y
Y shRNA
24 Surv.m-CRA
(iii)
m-CRA
23 (iv)
m-CRA
(m-CRA)
Survivin m-CRA
(Surv.m-CRA)
Surv.m-CRA m-CRA
m-CRA
Surv.m-CRA
m-CRA
m-CRA ES/iPS

Surv.m-CRA
Surv.m-CRA



m-CRA

m-CRA
1)
m-CRA
Survivin m-CRA
Surv.m-CRA
GMP GLP PMDA
27
GMP
2)
m-CRA
Surv.m-CRA Survivin
Survivin
promoter
Surv.m-CRA
invitro invivo
(JTrans Med 2014)
Sruv.m-CRA
m-CRA
Surv.m-CRA m-CRA
m-CRA

Sruv.m-CRA
3) Surv.m-CRA
m-CRA
X
X
m-CRA
X
X
X m-CRA X.m-CRA
In vitro
Glioblastoma
X.m-CRA
in
vivo
m-CRA
X.m-CRA m-CRA In
vitro in vivo  Xenograft
4)
Sphere
5) m-CRA



ES/IiPS
(HDF)
m-CRA
m-CRA
HDF m-CRA
Ex vivo
m-CRA
m-CRA
6)
Fibroblast
growth factor receptor 3 (FGFR3)
Hedgehog
Hedgehog
arsenic trioxide (ATO)
Hedgehog
ATO
Hedgehog Vismodegib
1)
GLI2 2)GLI2
knock down
3)GLI12 knock down
4)ATO in
vitro GLI
5) in vivo
ATO ATO, GANT6L,
Vismodegib
7)ATO, GANT®61,
Vismodegib
7)

GBM

mGIC
NSC

mGIC
mGIC

GBM
(Hide et al, Cancer
Res. 2009; Nishide et al, PLoS One
2009; Hide et al, Stem Cells 2011)

GIC
GIC
miRNA
mGIC
hGIC GBM
NSC miRNA
miRNA
GBM
GIC-miRNA1
GIC-miRNA1
GIC-miRNA
GBM
8)
iPS
iPS
iPS
iPS
DLX4 OCT3/4, SOX2
OSsD
c-MYC KLF4 iPS
KLF4



iPS

DPSC
LONZA MSCGM-CD
CytoTune-iPS(DNAVEC) iPS
iPS
iPS
9)
10
SITSCFr3-1
His
scFv-FNP 4b  S1T
scFv-FNP 4a
FNP scFv
NTA His
scFv-FNP 5a 5b FACS
SAT ATL
CEM
NTA- -His
FNP
scFv

m-CRA

FGFR3 Surv.m-CRA

Surv.m-CRA
27 GMP

Surv.m-CRA

Yuge K, Takahashi T, Khai NC, Goto K, Fujiwara
T, Fujiwara H, Kosai K.: Intramuscular injection
of adenoviral hepatocyte growth factor at a distal
site ameliorates dextran sodium sulfate-induced
colitis in mice. Int J Mol Med. 33(5):1064-1074,
2014

Tanoue K, Wang Y, lkeda M , Mitsui K, IrieR,
Setoguchi T, Komiya S, Natsugoe S, Kosai K.:
Survivin-responsive  conditionally  replicating
adenovirus kills rhabdomyosarcoma stem cells
more efficiently than their progeny. J Trans
Med .12:27.doi: 10.1186/1479-5876-12-27,2014
Okabe Y, Takahashi T, Mitsumasu C, Kosai K,
Tanaka E, Matsuishi T.: Alterations of Gene
Expression and Glutamate Clearance in Astrocytes




10.

Derived from an MeCP2-null Mouse Model of
Rett Syndrome. PLoS ONE .7(4):e35354, doi:
10.1371/journal .pone.0035354,2012

Hino S, Sakamoto A, Nagaoka K, Anan K, Wang Y,
Mimasu S, Umehara T, Yokoyama S, Kosa K,
and Nakao M.: FAD-dependent lysine-specific
demethylase-1  regulates  cellular  energy
expenditure. Nat. Commun.
3:758.doi:10.1038/ncomms1755,2012

Horikawa Y, Wang Y, Nagano S, Kamizono J,
Ikeda M, Komiya S,_Kosai K.:Assessment of an
altered E1B promoter on the specificity and
potency of tripleregulated  conditionally
replicating adenoviruses (CRA) JImplications for
the generation of ideal m-CRAs. Cancer Gene
Ther 18(10):724-33, 2011

Khai NC, Sakamoto K, Takamatsu H, Matsufuji H,
Kosai K. : Recombinant soluble form of HB-EGF
protein therapy drastically inhibits Fas-mediated
fulminant hepatic failure: Implications in clinica
application. Hepatol Res. 41(6):594-596, 2011
Kamisasanuki T, Wang Y, Tokushige S, Terasaki H,
Kha NC, Wang Y, Sskamoto T, Kosa K;
Targeting CD9 produces stimulus-independent
antiangiogenic effects predominantly in activated
endothelial cells during angiogenesis. A novel
antiangiogenic therapy. Biochem. Biophys. Res.
Commun. 413(1):128-35, 2011

Okabe Y, Kusanaga A, Tekahashi T, Mitsumasu C,
Murai Y, Tanaka E, Higashi H, Matsuishi T, Kosai
K. : Neural Development of Methyl-CpG-Binding
Protein 2 Null Embryonic Stem Cells. A System
for Studying Rett Syndrome. Brain Res. 1360:
17-27,2010

Miyata S, Takemura G Kosai K, Takahashi T,
Esaki M, Li L, Kanamori H, Maruyama R, Goto K,
Tsujimoto A, Takeyama T, Kawaguchi T, Ohno T,
Nishigaki K, Fujiwara T, Fujiwara H, Minatoguchi
S:. Anti-Fas Gene  Therapy  Prevents
Doxorubicin-induced Acute  Cardiotoxicity
through Mechanisms Independent of Apoptosis.
Am J Pathol. 176(2):687-98, 2010

Wang Y, Asakawa A, Inui A, Kosai K. :Leptin
gene therapy in the fight against diabetes.
Expert.Opin.Biol.Ther 10(10);1405-14, 2010

91
2014 3 16

13 2014 3

3.
(1) ES .
7 2014
1 16
4,
@) ES
7
2014 1 16
5.
2013 11 30
6.

: Immunohistochemical comparative analysis of
the sphere cells of CD133-positive pancreatic cancer

cells with iPS cells. CD133+ Sphere
iPS .12
2013 10 35 ( )
7. : (
) :
2013 7 27 ( )

8. Ken-ichiro Kosai: Development of conditionaly

replicating adenovirus specifically targeting and/or
efficiently treating cancer stem cells.
[English] 71 2012
9 1921

9. Kiyonori Tanoue, Yuging Wang, Takao Setoguchi,
Setsuro Komiya, Shoji Natusgoe, Ken-ichiro
Kosai. :Survivin-Responsive Conditionally
Replicating ~ Adenovirus  Efficiently  Treats
Rhabdomyosarcoma-Initiating Cells.

[Japanese] 71 2012
9 1921
10.
ES/iPS
11

2012 6 12-14

11.



12.

13.

14.

15.

16.

17.

11 2012
6 12-14
ES/iPS
1 2012 6
12-14
175
2012 6
9-10
Tanoue K, Wang Y, |keda M, Mitsui K, Setoguchi

T, Komiya S, Natsugoe S, Kosai K. : Efficient
treatment of Rhabdomyosarcoma-initiating cells
by Survivin-responsive conditionally replicating
adenovirus : Promising m-CRA strategy for
treating cancer stem cells.

The American Society of Gene Therapy’s 15h
Annual Meeting, May 16-May 19, 2012
(Philadelphia, USA)

Sakamoto K, Khai NC, Wang Y, Maezono R,
Tanoue K, Matsufuji H, Hideo T, Kosai K.:
HB-EGF/HGF HEPATIC GENE THERAPY
FOR BILE DUCT LIGATED CHOLESTATIC
LIVER INJURY IN MICE: THEIR DIFFERENT
AND/OR SYNERGIC THERAPEUTIC
EFFECTS. 17

2011 7 15 -17
Kosai K, Horikawa Y, Wang Y, Nagano S,
Kamizono J, lkeda M,
ASSESSMENT OF AN ALTERED EIB
PROMOTER ON THE SPECIFICITY AND
POTENCY OF TRIPLE-REGULATED
CONDITIONALLY REPLICATING
ADENOVIRUSES (CRA): A NEW INSIGHT

TO GENERATE IDEAL m-CRAS.
17 2011 7

15 -17

Kosai K, Sakamoto K, Khai NC, Wang Y,
Maezono R, Tanoue K, Hideo T, Matsufuji H.:
HB-EGF/HGF Hepatic Gene Therapy Effectively
Inhibits Bile Duct Ligated Cholestatic Liver
Injury In Mice In Their Different Therapeutic

Komiya  S.:

Modes. The American Society of Gene Therapy’s

18.

19.

20.

21.

22.

23.

14h Annual Meeting, May 15-May 22, 2011
(Seattle, USA)

RTT ES
88 2011 3
28-30
MeCP2 ES in vitro
Rett
10
2011 3 12
Ngin Cin Khai
HB-EGF
10 2011 3
1-2
Ngin Cin
Khai Wang Yuqing
CD9 General
10 2011 3 1-2
Yoshiharu  Horikawa,  Ken-ichiro  Kosai.
Improved  survivin-responsive m-CRA  for

efficient and safer cancer therapy: A new rule of
E1B promoter replacement.

69 2010
9 22-24
L CD9 RNAi  General
114
2010 4 15-18
2014 1 14

2014-004262



2012 8 23
2012-184651
3. ES/iPS
2012 5 23
2012-117128
4,
2011 3 25
2011-068530
2012 3 23
PCT/JP2012/002031
2013 9 24
5. Aurora
2010 9 30
2010-223150
2011 9 29
PCT/JP2011/72357
2013 7 5
6.
2010 3 25
UsS
2011 3 25
PCT/JP2011/57477
7.
2011 3 29
2011-073690
2012 3 29
PCT/JP/2012/58414
8.
2009 4 23
2009-105170
2010 4 19
PCT/JP2010/057735

JST

US 14/007,227

(US 13/876,916)

2010-070942

9. (Survivin)

2004 5 25
2004-154431
2005 5 23
PCT/JP2005/009818
2012 3 27
US 8,142,770 B2

10.Drug Comprising As The Active Ingredient
Proliferative Vector Containing Survivin Promoter

2012 3 21 US 13/426,048
2014 4 29
UsS 8,709,812
11.CD9

TLO
2003 12 26
2003-432279
2004 12 24
PCT/JP2004/019774
2011 5 13
4736088
2000 9 28
uS 7,803,780
2011 2 9
EP 1716869
12.

TLO
2003 7 31
2003-283427
2010 3 26
4478775
2004 7 26
(PCT/JP2004/010998)
2011 10 11
US 8,034,589 B2
2013 11 20
EP 1662004
JST



13.

2003 6
2004-513486
2010

13

11

12

4624100
2003
PCT/JP03/07536

6

13



