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We identified D8 as a p53 target gene and found that D8 is
involved in genome stress-induced apoptotic cell death. We also identified Asef and Asef2,
guanine nucleotide exchange factors that are activated by the tumor suppressor APC, and
found that they are critically involved in intestinal adenoma formation and tumor
progression and may be promising molecular targets for therapy of colorectal tumors.

72,000,000 0 72,000,000
79,000,000 0 79,000,000
79,000,000 0 79,000,000
83,000,000 0 83,000,000
78,800,000 0 78,800,000

391,800,000 0 391,800,000

p53 APC Asef

(1
3

2




Wnt
APC p53
APC
GEF Asef/asef2 APC
(1)DNA p53
RNA D8
D8 camptothecin
RNAi
D8-Ago2
miRNA
D8
(2)APC-Asef
Asef/Asef2
HGF bFGF VEGF EGF
Asef/Asef2  lamellipodia
X Asef
Asef
(3)
EGF bFGF
sphere
RNAIi
CD133 Lgrb
(1)DNA p53
RNA D8
DNA p53 RNA
D8
D8
p53 DNA

Bim

BHS3-only family mRNA 3

UTR D8 mRNA
D8 mRNA-Ago-miRNA
D8
D8
(2)APC-Asef
APC
GEF Asef
Asef-/-
APC
Min
APC
Asef
Asef 9 13
80 Asef
HGF bFGF EGF VEGF
APC/Asef PI3K Ras
Asef HGF bFGF VEGF
Asef-/-
B16
Asef+/+
Asef APC
Asef-/-
Asef
Asef APC
beta-catenin
splicing APC Dlg
cadherin
(3
NAi CD133
Lgr5
Notch Wnt



63
Nakamura T. , Hayashi T. ,

Mimori-Kiyosue Y. , Sakaue F. ,
Matsuura K. , Imura S. , Natsume T. ,
and T. Akivama. The
PX-RICS/14-3-3¢/0 complex couples
N-cadherin/B-catenin with
dynein/dynactin to mediate its export
from the endoplasmic reticulum. J.

Biol. Chem. in press.

Kawasaki Y., Jigami T. , Furukawa
S., Sagara M. , Echizen K. , Shibata
Y., Sato R., and Akivama T. The
adenomatous polyposis coli-associated
guanine nucleotide exchange factor
Asef is involved in angiogenesis. J Biol
Chem. 285, 1199-207, 2010.

Taniue K., Nishida A. , Hamada F. ,
Sugie A., Oda T., Ui-Tei K. , Tabata
T., and Akiyama T. Sunspot, a link
between Wingless signaling and
endoreplication in

Drosophila. Development 137,
1755-1764 (2010).

Sagara M. , Kawasaki Y., Iemura S. ,
Natsume T. , Takai Y., Akivama T.
Asef2 and Neurabin2 cooperatively
regulate actin cytoskeletal
organization and are involved in
HGF-induced cell migration.
Oncogene 28, 1357-1365 (2009).

Kawasaki Y. , Tsuji S. , Sagara M. ,
Echizen K. , Shibata Y. , and
Akiyvama T. APC and Asef function
downstream of the HGF receptor and
phosphatidylinositol 3-kinase. J. Biol.
Chem. 284, 22436-22443, 2009.

Kawasaki Y., Tsuji S. , Muroya K. ,
Furukawa S., Shibata Y., Okuno M. ,
Ohwada S., and Akivama T. The
APC-associated exchange factors Asef
and Asef2 are required for adenoma
formation in ApcMir+ mice. EMBO Rep.
10, 1355-1362, 2009.

Nakamura T. , Hayashi T. ,
Nasu-Nishimura Y., Sakaue F. , Okabe
T., Ohwada S.,Matsuura K. , Akivama
T. PX-RICS mediates ER-to-Golgi
transport of the

N-cadherin/[J-catenin complex. Genes
Dev. 22, 1244-1256 (2008).

Kawasaki Y. , Sagara M. , Shibata S. ,
Shirouzu M. , Yokoyama S. , Akiyama
T . Identification and Characterization
of  Asef?2, a
exchange factor specific for Racl and
Cdc42. Oncogene 26, 7620-7627 (2007).

guanine-nucleotide

Haraguchi K. , Hayashi T. , Jimbo T. ,
Yamamoto T. , Akiyama T. Role of the
kinesin-2 family protein, KIF3, during
mitosis. J Biol. Chem.

281, 4094-4099 (2006).

2009.12

Role of the APC-associated guanine
nucleotide exchange factor Asef/Asef2
in intestinal adenoma formation

2009.10 ()
Role of the APC-associated guanine
nucleotide exchange factor Asef/Asef2 in

intestinal adenoma formation

2008.10 ( )

Role of Asef2, a guanine-nucleotide
exchange factor specific for Racl and

Cdc42

2008.7 ()



Role of the APC-associated guanine
nucleotide exchange factor Asef in

signal transduction and angiogenesis

2007.10 ()
Role of the APC-associated guanine
nucleotide exchange factor Asef in

intestinal adenoma formation

Identification and Characterization of
Asef2, a guanine-nucleotide exchange

factor specific for Racl and Cdc42

2006 179
2006 468

2007 397

2009-208771

21 9 10
o
4429269
22 3 10

http://www.iam.u-tokyo.ac.jp/5ken/index.ht

ml

V)
AKIYAMA TETSU

70150745

2
NASU RYO

30466859

KAWASAKI YOSHIHIRO
110376642
NAKAMURA TSUTOMU
10376642

3



