SN KREZZ2MTIER Y R b

Kyushu University Institutional Repository

L0021 JHINAKRFEABHEIEFI AT ER : 20065

https://doi.org/10.15017/15429

HERIEER : N KFZEARBEEZFRAAESR. 21, 2007-05. Medical Institute of Bioregulation,
Kyushu University
N—=I 3

HEFIBAMR

.

W KYUSHU UNIVERSITY




Division of Molecular Population Genetics

18 19
JST
1 2 1
2
18 SNP
SNP JST
a
18
CREST
2
b

Gene-based

SNP

21COE



SNP CGH

18 STCH
STCH  HSP70
STCH 293
TRAIL Thapsigargin
668del12bp(del223V-226L)
del223V-226L STCH ATP HSP70
Phosphate? ATP
del223V-226L
ATP
STCH
STCH
PcG
HP1
PcG SU(2)12 PcG
2
SU(2)12
SU(2)12 HP1
(VEFS ) SU(2)12  bait
HelLa CDNA
Mep50 Mep50 6 WD
SU(2)12 Mep50 3 WD
Mep50 H2A
PRMT5 PRMT5
SU(Z2)12
Mep50  PRMT5 PcG



9.

I. Ueda, U. Kohdera, S. Hibi, T. Inaba, K. Yamamoto, T. Sugimoto, A. Morimoto, E. Ishii, S.
Imashuku. 2006.

A novel perforin gene mutation in a Japanese family with hemophagocytic lymphohistiocytosis.
Int. J. Hematol. 83, 51-54.

H. Mizumoto, D. Hata, K. Yamamoto, R. Shirakawa, A. Kumakura, M. Shiota, A. Yokoyama, H.
Matsubara, M. Kobayashi, R. Nishikomori, S. Adachi, T. Nakahata, T. Kita, H. Horiuchi, M.
Yasukawa, E. Ishii. 2006.

Familial hemophagocytic lymphohistiocytosis with the MUNC13-4 mutation.

Eur. J. Pediatr. 165, 384-388.

K. Furuno, T. Masatsugu, M. Sonoda, T. Sasazuki, K. Yamamoto. 2006.

Association of Polycomb group SUZ12 with WD-repeat protein MEP50 that binds to histone H2A
selectively in vitro.

Biochem. Biophys. Res. Commun. 345, 1051-1058.

S. Yoshida, Y. Yamaji, A. Yoshida, R. Kuwahara, K. Yamamoto, T. Kubata, T. Ishibashi. 2006.
Novel triple missense mutations of GUCY2D gene in Japanese family with cone-rod dystrophy:
possible use of genotyping microarray.

Mol. Vis. 12, 1558-1564.

S. Yoshida, Y. Yamaji, A. Yoshida, Y. Ikeda, K. Yamamoto, T. Ishibashi. 2006.

Rapid detection of SAG 926del A mutation using real-time polymerase chain reaction.

Mol. Vis. 12, 1552-1557.

K. Kusuhara, K. Yamamoto, K. Okada, Y. Mizuno, T. Hara. 2007.

Association of IL12RB1 polymorphisms with susceptibility to and severity of tuberculosis in
Japanese: a gene-based association analysis of 21 candidate genes.

Int. J. Immunogenet. 34, 35-44,

Y. Morishima, T. Yabe, K. Matsuo, K. Kashiwase, H. Inoko, H. Saji, K. Yamamoto, E. Maruya, Y.
Akatsuka, M. Onizuka, H. Sakamaki, H. Sao, S. Ogawa, S. Kato, T. Juji, T. Sasazuki, Y. Kodera.
2007.

Japan marrow donor program. Effects of HLA allele and killer immunoglobulin-like receptor
ligand matching on clinical outcome in leukemia patients undergoing transplantation with
T-cell-replete marrow from an unrelated donor.

Biol. Blood Marrow Transplant. 13, 315-328.

K. Shide, K. Shimoda, K. Kamezaki, H. Kakumitsu, T. Kumano, A. Numata, F. Ishikawa, K.
Takenaka, K. Yamamoto, T. Matsuda, M. Harada. 2007.

Tyk2 mutation homologous to V617F Jak2 is not found in essential thrombocythaemia, although it
induces constitutive signaling and growth factor independence.

Leuk. Res. in press.

K. Furuno, H. Takada, K. Yamamoto, K. Ikeda, T. Ohno, V. Khajoee, Y. Mizuno, T. Hara. 2007.



10.

Tissueinhibitor of metalloproteinase 2 and coronary artery lesions in Kawasaki Disease.

J. Pediatr. in press.

E. Ishii, S. Ohga, S. Imashuku, M. Yasukawa, H. Tsuda, I. Miura, K. Yamamoto, H. Horiuchi, K.
Takada, K. Ohshima, S. Nakamura, N. Kinukawa, K. Oshimi, K. Kawa. 2007.

Nationwide survey of hemophagocytic lymphohistiocytosis in Japan.

Int. J. Hematol. in press.

T. Hara, K. Kusuhara, K. Yamamoto. (2006, 5/6-9).
Genetic susceptibility to tuberculosis in Japanese: a gene-based analysis.
the 38th European Human Genetics Conference (EHGC) , Amsterdam, Natherlands.
K. Kusuhara, T. Hara, K. Yamamoto. (2006, 8/6-10).
Genetic susceptibility to tuberculosis in Japanese: a gene-based analysis.
11th International Congress of Human Genetics, Brisbane, Australia
I. Ueda, T. Ghim, L.H. Peng, Matthew M.K. Shing , S.S.Chuang, M.T.Lin, K. Yamamoto, T. Inaba,
A. Morimoto, E. Ishii, S. Imashuku. (2006, 10/6-8).
Perforin gene mutations in familial hemophagocytic lymphohistiocytosis (FHL): Asian
collaborative study.
68 48 , .
I. Uedal, H. Horiuchi, A. Morimotol, M. Yasukawa, K. Yamamoto, T. Inabal, K. Hattal, S.
Imashuku, E. Ishii. (2006, 10/15-17).
Update of familial hemophagocytic lymphohistiocytosis (FHL) studies in Japan.
Histiocyte Society 22nd Annual Meeting, Buenos Aires, Argentina.
I. Ueda, T. Ghim, L.H. Peng, Matthew M.K. Shing, S.S.Chuang, M.T. Lin, J. Teo, K. Yamamoto,
T.Inaba, A.Morimoto, E.Ishii, S.Imashuku.(2006, 12/8-10).
Perforin mutations in familial hemophagocytic lymphohistiocytosis(FHL): Collaborative study in
Asia.

2nd Congress of Asian Society for Pediatric Research, Yokohama

) (2006, 9/28-30).
E2F6 SUZ12-EZH2
65 ) )
) (2006, 9/28-30).
STCH
65 )

(2007, 3/30).
Update on genetic analysis for HLH.



Division of Molecular and Clinical Genetics

A
a RNF43 RNF43
Ring finger protein (RNF) 43
RNF43
RNF43
T
IL-2
invitro
b

LMP-1 LMP-2 idiotype



in vitro

GM-CSF
TARC RANTES
GM CSF

SAGE Serial Analysis of Gene Expression

GM-CSF WEHI3B
TARC RANTES 2 TARC RANTES  GM—CSF
WEHI3B
GM  CSF
WEHI3B
TARC RANTES GM  CSF
GM—CSF
BALB/c, SCID
GM-CSF TARC RANTES

GM-CSF TARC RANTES

Cytometric Bead Array ELISPOT
TARC RANTES
Effector T CTL GM-CSF
d GM-CSF
GM-CSF
GM-CSF
E1(-) (AF) 2
(RENCA:
)



ES

(CM)ES
CM ES

CM ES

tall/scl
in vivo

CM

in vitro

Kang X., Xinru Xiao, X., Harata M., Bali, Y., NakazakiY., Soda, Y., Kurita, R., Tanaka T., Komine,

F., lzawaK. , KunisakiR., SetoyamaM., NishimoriH., NatsumeA., Makoto SunamuraM.,

Lozonshi L.,Saitohl., Tokino T., ,Asano S., Nakamura Y. ,Tani K. 2006
Antiangiogenic activity of BAI1 in vivo: implications for gene therapy of human glioblastomas

Cancer Gene Ther 13: 385-392
Nagano, K., Itagaki, C., 1zumi,T., Nunomura, K., Soda, Y., Tani, K., Takahashi, N., Takenawa, T.,



10

Isobe, T. 2006

Rb plays a role in survival of Abl-dependent human tumor cells as a  downstream effector of
Abl tyrosine kinase.

Oncogene 25:493-502

Nakayama M, Both GW, Banizs B, Tsuruta Y, Yamamoto S, Kawakami Y, Douglas JT, Tani K,
Curiel DT, Glasgow JN. 2006

An adenovirus serotype 5 vector with fibers derived from ovine atadenovirus demonstrates
CAR-independent tropism and unique biodistribution in mice.

Virology. 350:103-115

Kunisaki, R., Ikawa, S., Maeda, T., Nakazaki, Y., Kurita, R., Harata, M., Shutoh, Y., Bai, S.Y.,
Soda,Y., Tanabe, Y., Dohi, T., Kato, R., Ikawa, Y., Sekihara, H., Asano, S., Tani, K., 2006

p51/p63, a novel p53 homologue, potentiates p53 activity and is a human cancer gene therapy
candidate .

J Gene Med. 8: 1121-1130

Nakazaki,Y., Hase,H., Inoue,H., Beppu,Y., Meng Xin K, Sakaguchi,G., Ryo Kurita, R., Asano,S.,
Nakamura,Y., Tani,K. 2006

Serial analysis of gene expression in progressing and regressing mouse tumors implicates the
involvement of RANTES and TARC in antitumor immune responses.

Mol Ther 14: 599-606

Kurita, R.,Sasaki, E., Yokoo, T., Hiroyama, T., Takasugi, K., Imoto, H., Izawa, K., Dong,Y.,
Hashiguchi, T., Soda, Y., Maeda, T., Suehiro, Y. Tanioka, Y.,Nakazaki,Y., Tani, K. 2006

Tall/scl gene transduction using a lentiviral vector stimulates highly efficient hematopoietic cell
differentiation from common marmoset (Callithrix jacchus) ES cells.

Stem Cells 24: 2014-2022.

Moon Y, Cho SG, Lee JW, Min WS, Kim CC, Lee HK, Kim YG, Chang HS, Chae HS, Kim HY,
Tani K., 2006

Protective effect of irradiated renal carcinoma expressing hepatitis B surface antigen against
renal-cell carcinoma-mediated tumors.

Cancer Biother Radiopharm. 21:211-216

Nakayama M, Muta H, Somada S, Maeda T, Mutoh T, Shimizu K, Suehiro Y, Hisano T, Kurita R,
Shiraishi T, Mori M, Yoshikawa Y, Tsunetomi N, Uchida A, Tani K. 2007.

A case of Cronkhite-Canada Syndrome associated with schizophrenia

Int Med 46:175-180

Ishii, H., Mimori, K., Inoue, H., Inageta, T., Ishikawa, K., Semba, S. Druck, T., Trapasso,F., Tani,
K., Veccchione, A., Croce, C.M., Mori, M., Huebner, K. 2006

Fhit Modulates the DNA Damage Checkpoint Response.

Cancer Res 66:11287-11292

Zang, X., Soda, Y., Takahashi, K.,Bai, Y., Mitsuru,A.,lIgura,K.,Satoh, H., Yamaguchi,S., Tani, K.,
Tojo, A., Takahashi, T. 2006

Successful immortalization of mesenchymal progenitor cells derived from human placenta and the



11

12

differentiation abilities of immortalized cells

Biochem Biophys Res Commun 351: 853-859

Tanaka, T., Okabe, T., Gondo,S., Fukuda, M., Yamamoto, M., Umemura, T., Tani, K., Nomura, M.,
Goto, K., Yanase, T., Nawata, H. 2006

Modification of glucocorticoid sensitivity by MAP kinase signaling pathways in
glucocorticoid-induced T-cell apoptosis.

Exp Hematol. 34:1542-1552,

Ito T, Kawabe K, Arita Y, Hisano T, Igarashi H, Funakoshi A, Sumii T, Yamanaka T, Takayanagi R.
2007

Related Articles, Links Abstract Evaluation of pancreatic endocrine and exocrine function in
patients with autoimmune pancreatitis.

Pancreas. 34(2):2549

Horn, P.A., Tani, K., Martin, U., Niemann, H. 2006. Meeting Report: Nonhuman
Primates:Embryonic stem cells and transgenesis. Cloning and Stem Cells 8:124-129

2006 GM CSF
714-720
2006.

Frontiers in Gastroenterology Vol.12 70-80
2006 Biotherapy 20 293-299
, 2006 DDS 61 99-105

U.S. Department of Commerce
Title of invention Methods for acceleration of stem cell differentiation
First named inventor Tani, K. et al.
Application number: 11/377,847
Filing date: March 15,2006
NASP TMF
2005-061605,2005/03/04
2006-242869,2006/09/14

Tomoko Yokoo , Ryo Kurita , Erika Sasaki, Kashiya Takasugi, Hideyuki Imoto, Yoshikuni Tanioka,
Yasushi Soda, Kenzaburo Tani

“Production of megakaryocytes and platelets from common marmoset (Callithrix jacchus) ES cells
by constitutive expression of tall/scl gene”

American Society of Gene Therapy(ASGT) 9th Annual Meeting in Baltimore, June, 2006



Tomoko Yokoo , Ryo Kurita, Youko Suehiro, Kashiya Takasugi, Tatsuo Oikawa, Hideyuki Imoto,
Takafumi Nakamura, Yoshikuni Tanioka, Erika Sasaki, Kenzaburo Tani.
“Production of megakaryocytes and platelets from common marmoset (Callithrix jacchus) ES cells
by constitutive expression of tall/scl gene.”

12 (JsGT) , , 2006 8
Ryo Kurita, Tomoko Yokoo, Erika Sasaki, Yan Dong, Youko Suehiro, Yoshikuni Tanioka, Yasushi
Soda, Norio Komatsu, Kenzaburo Tani.
“Production of megakaryocytes and platelets from common marmoset (Callithrix jacchus) ES cells
by constitutive expression of tall/scl gene.”
American Society of Hematology, 48" Annual Meeting, Orlando, Dec. 2006

(ES)
68 2006.10
RNF43 RNF43
2006.11
68 48

2006 10



Division of Molecular and Cell Therapeutics

Ras/

. stem like cell

Hoechst33342
SP
Hecl,

RK12V
nonSP

flow cytometry SP
microarray
,RK12V
nonSP

SP
cancer stem like cell

NECC1

ECC1

NECC1

in vitro
NECC1

side population cells, SP

RENT4 [?Val]K-Ras

Hoechst33342

RK12V-SP

SP nonSP

SP nonSP
SP

SP nonSP

NECC1

Asanoma et al. 2003 NECC1 73

9.5 11.5

Rcho-1 TS

Rcho-1 TS  NECC1



NECC1

response factor TS
NECC1
. NECC1
NECC1
NECC1
NECC1
5-aza-dC NECC1
17Bestradiol E2
SRF serum response factor c-fos
NECC1
NECC1 MCF7
Brdu
Cyclin B1 Cyclin A
cyclin dependent kinase 4
responsive element Luc
E2 Luc
SRE SRF
shRNA c-fos
NECC1
. SP1 Mithramycin
Ras/MEK/ERo/MDM2
MEK
MDM2 p53
MDM2 SP1

Hecl Hec6 HHUA KF

MDM2
Mithramycin

Mithramycin 600nM
10nM

SRF

E2

SRF  serum
SRF
NECC1
DNA
MCF7
ER Src PI3
Cyclin D1

c-fos CyclinDl1
pRb CDK4
c-fos SRE serum

NECC1
NECC1

ERax
SP1
Mithramycin

SKOV



MDM2 p53
p53
p53
MDM2-P2
SNP309 SP1
SNP309 Miyhramycin
Mithramycin

single nucleotide polymorphisms : SNPs

1000
SNPs
regulator MDM2 P2
SNP309
SNPs
. (MPA)
MPA
HT29,HCT116
WST-1 20nM MPA(MPA)
(AR)
SIRNA PR,AR
WST-1
MPA G0/G1
SubG1

MPA
D p27

Mithramycin p53

Mithramycin

p53

300

p53 negative

MDM2
SNP
Estradiol
(PR)
knockdown
MPA
S
E p21
pl6



MPA p21  cdk2

non-R1 Rb
MPA cdk2
MPA  HT29,HCT116 AR PR p21
E cdk2 Rb
Gl1-S

T.Arima, K.Yamasaki, R.M.John, K.Kato, K.Sakumi, Y.Nakabeppu, N.Wake, T.Kono. 2006.

The Human HYMAI/PLAGL1 differentially methylated region acts as an imprint control region
in mice.

Gnomics. 88, 650-658.

T.Arima, K.Hata, S.Tanaka, M.Kusumi, E.Li, K.Kato, K.Shiota, H.Sasaki, N.Wake. 2006.

Loss of the maternal imprint in Dnmt3L(mat-/-)mice leads to a differentiation defect

in the extraembryonic tissue.

Dev Biol. 297, 361-373.

T.Ogura, H.Kobayashi, Y.Ueoka, K.Okurgawa, K.Kato, T.Hirakawa, S.Hashimoto, S.Taniguchi,
N.Wake, H.Nakano. 2006.

Adenovirus-mediated calponin h1 gene therapy directed against peritoneal dissemination

of ovarian cancer.  bifunctional therapeutic effects on peritoneal cell layer and cancer cells.

Clin Cancer Res. 12, 5216-5223.

H Kato T Inoue, K Asanoma, C Nishimura, T Matsuda, N Wake.2006.

Induction on human endometrial cancer cell senescence through modulation of HIF-1alpha activity
by EGLN1.

Int J Cancer, 118, 1144-1153.

H Kato, T Inoue, K Asanoma, T Matsuda, Y Yoshikawa, N Wake.2006.

Activation of STAT3/5 Signal Pathways in Complete Mole and Repression in Choriocarcinoma
Cell Lines.

The journal of Reproductive Medicine, 51, 41-48

K.Kato, M.Yoshimoto, K.Kato, S.Adachi, A.Yamayoshi,, T.Arima, K.Asanoma, S.Kyo,T.Nakahata,
N.Wake. 2007.

Characterization of side population cells (SP cells) in human normal endometrial cells.

Human Reproduction, 22, 1214-1223.

S.Suga, K.Kato, A.Yamayoshi, S.Adachi, K.Asanoma, S.Yamaguchi, T.Arima, K.Kinoshita,
N.Wake. 2007.

An inhibitory effect on cell proliferation by blockage of the MAPK / Estrogen Receptor / MDM2
signal pathway in gynecologic cancer.



Gynecologic Oncology. 105, 341-350.

8. A.Yamayoshi, K.Kato, S.Suga, A.Ichinose, T.Arima, T.Matsuda, H.Kato, A.Murakami, N.Wake.
2007.
Specific apotosis induction in HPV  positive cervical carcinoma cells by photodynamic antisense
Regulation.
Oligonucleotides. in press

1.
(2006.4/22-25)
K Ras
58
2.
(2006.4/22-25)
58 .
3. (2006.4/22-25)
NECC1
58 .
4. (2006.4/22-25)
Mithramycin A
58 .
5. (2006.4/22-25)
NECC1
58
6. (2006.5/13)
stem-like-cell
7. (2006.8/6)
Mithramycin A
5
8. (2006.9/30)
side population
65

9. (2006.9/30)



10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

NECC1

65

17

stem like cell
59

HOP/NECC1
59

p21
59

SP1 (Mithramycin)
59

(2007.4/14-17)

GnRH
59
(2007.4/14-17)

NECC1
59

(2007.4/14-17)

59

(2007.4/14-17)

59

59

(2006.11/18)

(2007.4/14-17)

(2007.4/14-17)

(2007.4/14-17)

(2007.4/14-17)

(2007.4/14-17)



