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Identification of transcription factors responsible for suppression of dendritic cel
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Suppression of Fox03a in human monocyte-derived dendritic cells (DC) increased the
expression of CD80/86 and HLA-DR. T-cell proliferation and production of inflammatory cytokines, IL-6 and
TNFa, were enhanced in co-culture of FoxO3a-knockdown DC and T cells. The activation of DC by Fox03a supp
ression was dependent on NF-kB. When DC was stimulated with LPS, Fox03a was promptly phosphorylated and mo

ved to cytoplasm from nucleus. Levels of Fox03a mRNA increased later than elevation of CD86 mRNA levels af
ter the addition of LPS. Inactivation of Fox03a induced the activation of DC in an early phase of the LPS
stimulation. These results suggest that Fox03a has a central role in the regulation of DC functions.



T
T
CTLA-4 (dendriticcells,
DC) (CD80/86
DC T
T DC
DC Fox03a
Fox03a DC
Fox03a
DC
DC Fox03a
Fox03a
DC
DC
DC
DC
MACS
CD14 GM-CSF IL-4
Fox03a
Electroporation DC
Fox03a
control siRNA
Real-time RT-PCR
Fox03a mRNA
CD80 (CD86 HLA-DR
DC T
CD3 T DC CD3 IL-2
T CFSE
IL-6 TNFa
ELISA
Fox03a
DC
LPS
TIM-3
U937
TIM-3
DC Fox03a
DC Fox03a
CD80/86 HLA-DR

T
IL-6, TNFa
Fox03a DC CD80/86
Fox03a
DC
Fox03a DC
Fox03a NF-k B
DC NF-k B
DC
Fox03a NK-k B1 mRNA 3
Ik Ba mRNA 1/2
Fox03a
DC NK-k B
NF- K B

PDTC(Pyrrolidinedithiocarbamate)
CD80/86, HLA-DR

Fox03a
LPS DC
Fox03a
LPS 30 Fox03a
Fox03a
Fox03a LPS 15
30 2
LPS Fox03a
DC
CD80/86
LPS Fox03a
LPS CD86 mRNA
6 12
2 24 6
Fox03a mRNA 6
12 24
8 Fox03a CD86
TIM-3 Fox03a
DC Fox03a
TIM-3 TIM-3
HMGB1 DC
DC
Fox03a TIM-3
U937
TIM-3 U937
Fox03a
TIM-3
Fox03a
Fox03a
DC LPS
DC
LPS CD86 mRNA
Fox03a mRNA DC



Fox03a NF-Kk
B DC

17

1. Fujiwara T, Saitoh H, Inoue A, Kobayashi
M, Okitsu Y, Katsuoka Y, Fukuhara N, Onishi
Y, Ishizawa K, Ichinohasama R, Harigae H.
3-deazaneplanocin a (dznep), an inhibitor
of s-adenosylmethionine-dependent
methyltransferase, promotes erythroid
differentiation. J Biol Chem, 289,
8121-8134. 2014. 10.1074/jbc_M114.548651

2. Nakajima S, Ohguchi H, Fujiwara T,
Onishi Y, Kamata M, Okitsu Y, Fukuhara N,
Ishizawa K, Harigae H. Induction of thymic
stromal lymphopoietin in mesenchymal stem
cells by interaction with myeloma cells.
Leuk Lymphoma, 2014. [Epub ahead of print]
10.3109/10428194.2014.881478

3. Tanaka J, Morishima Y, Takahashi Y, Yabe
T, Oba K, Takahashi S, Taniguchi S, Ogawa
H, Onishi Y, Miyamura K, Kanamori H,
Aotsuka N, Kato K, Kato S, Atsuta Y, Kanda
Y. Effects of kir ligand incompatibility
on clinical outcomes of umbilical cord
blood transplantation without atg for
acute leukemia in complete remission.
Blood Cancer J, 3, el64. 2013.
10.1038/bcj .2013.62

4. Ohba R, Furuyama K, Yoshida K, Fujiwara
T, Fukuhara N, Onishi Y, Manabe A, Ito E,
Ozawa K, Kojima S, Ogawa S, Harigae H.
Clinical and genetic characteristics of
congenital sideroblastic anemia:
Comparison with myelodysplastic syndrome
with ring sideroblast (mds-rs). Ann
Hematol, 92, 1-9. 2013.
10.1007/s00277-012-1564-5

5. Kato H, Onishi Y, Okitsu Y, Katsuoka Y,
Fujiwara T, Fukuhara N, Ishizawa K,
Takagawa M, Harigae H. Addition of
clarithromycin to lenalidomide/low-dose
dexamethasone was effective in a case of
relapsed myeloma after long-term use of
lenalidomide. Ann Hematol, 92, 1711-1712,
2013. 10.1007/s00277-013-1761-x

6. Kato H, Onishi Y, Nakajima S, Okitsu Y,

Fukuhara N, Fujiwara T, Yamada-Fujiwara M,
Kameoka J, Ishizawa K, Harigae H.
Significant improvement of takayasu
arteritis after cord blood
transplantation in a patient with
myelodysplastic syndrome. Bone Marrow
Transplant, 49, 458-459, 2013.
10.1038/bmt.2013.198

7. Kanda J, Atsuta Y, Wake A, Ichinohe T,
Takanashi M, Morishima Y, Taniguchi S,
Takahashi S, Ogawa H, Ohashi K, Ohno Y,
Aotsuka N, Onishi Y, Kato K,
Nagamura-Inoue T, Kanda Y. Impact of the
direction of hla mismatch on
transplantation outcomes in single
unrelated cord blood transplantation.
Biol Blood Marrow Transplant, 19, 247-254.
2013. 10.1016/j .bbmt.2012.09.017

8. Inoue A, Fujiwara T, Okitsu Y, Katsuoka
Y, Fukuhara N, Onishi Y, Ishizawa K,
Harigae H. Elucidation of the role of Imo2
in human erythroid cells. Exp Hematol,41,
1062-1076, 2013.

10.1016/] .exphem.2013.09.003

9. Ichikawa S, Fukuhara N, Inoue A,
Katsushima H, Ohba R, Katsuoka Y, Onishi
Y, Yamamoto J, Sasaki O, Nomura J, Fukuhara
0, Ishizawa K, Ichinohasama R, Harigae H.
Clinicopathological analysis of primary
adrenal diffuse large b-cell lymphoma:
Effectiveness of rituximab-containing
chemotherapy including central nervous
system prophylaxis. Exp Hematol Oncol, 2,
19. 2013. 10.1186/2162-3619-2-19

10. Fujiwara T, Okitsu Y, Katsuoka Y,
Fukuhara N, Onishi Y, Ishizawa K, Harigae
H. Expression profiling of eto2-regulated
mirnas in erythroid cells: Possible
influence on mirna abundance. FEBS Open
Bio, 3, 428-432. 2013.
10.1016/j . fob.2013.10.004

11. Fujiwara T, Algadi YW, Okitsu Y,
Fukuhara N, Onishi Y, Ishizawa K, Harigae
H. Role of transcriptional corepressor
eto? in erythroid cells. Exp Hematol, 41,
303-315e301.2013.10.1016/j .exphem.2012.
10.015

12_Atsuta Y, Kanda J, Takanashi M,
Morishima Y, Taniguchi S, Takahashi S,
Ogawa H, Ohashi K, Ohno Y, Onishi Y,
Aotsuka N, Nagamura-Inoue T, Kato K, Kanda
Y. Different effects of hla disparity on
transplant outcomes after single-unit
cord blood transplantation between



pediatric and adult patients with leukemia.

Haematologica, 98, 814-822. 2013.
10.3324/haematol .2012.076042

13. Yamada-Fujiwara M, Miyamura K,
Fujiwara T, Tohmiya Y, Endo K, Onishi Y,
Ishizawa K, Kameoka J, Ito M, Harigae H.
Diagnosis of intestinal graft-versus-host
disease and thrombotic microangiopathy
after allogeneic stem cell
transplantation. Tohoku J Exp Med, 227,
31-37. 2012. 10.1620/tjem.227.31

14. Inokura K, Onishi Y, Shimosegawa K,
Okitsu Y, Katsuoka Y, Fujiwara T, Fukuhara
N, Ishizawa K, Harigae H.
Philadelphia-negative acute
promyelocytic leukemia in a patient with
chronic myeloid leukemia in complete
cytogenetic response after treatment with

tyrosine kinase inhibitor. Ann Hematol, 91,

1825-1826.2012.10.1007/s00277-012-1477-
3

15. Medical Practice
2013  vol.30 (9) 1569-1572
16.

2013
vol .3(5) 42-44

17. Medical Practice

— 2011 vol.

28(12) 2137-2141

12
1.
2014/3/7-9
2.
50
2014/3/7-9
3.

2014/3/7-9
4.
T /
13
2014/3/7-9
5.
T /
HTLV-1 .
2014/3/7-9

6. Yasushi Onishi, Koichiro Sugimura, Yoko

Okitsu, Yuna Katsuoka, Noriko Fukuhara,

Tohru Fujiwara, Junichi Kameoka, Kenichi

Ishizawa, Heideo Harigae. Amelioration of

pulmonary artery hypertension after cord

blood transplantation in an CAEBV patient.
75 2013/10/11-13

7. Yukiko Kamogawa, Yasuhi Onishi, Makiko
Suzuki, Yoko Okitsu, Yuna Katsuoka, Noriko
Fukuhara, Toru Fujiwara, Junichi Kameoka,,
Kenichi Ishizawa, Hideo Harigae.
Progressive multifocal
leukoencephalopathy by JCV in a PCL
patient treated with bor/lem/dex therapy.
75 2013/10/11-13

8. Hiroki Kato, Yasuhi Onishi, Keiichi
Ohashi, Aiko Kondou, Shin Hasegawa, Youko
Okitsu, Yuuna Katsuoka, Noriko Fukuhara,
Tohru Fujiwara, Junichi Kameoka, Kenichi
Ishizawa, Masanori Takagawa, Hideo
Harigae. Addition of oral
cyclophosphamide is effective for myeloma
refractory to lenalidomide/dexamethasone.

75 2013/10/11-13
9.
+
. 35
2013/3/7-9.

10. Yasuhi Onishi, Kentaro Nasu, Makiko
Suzuki, Shinji Nakajima, Yuna Katsuoka,
Yoko Okitsu, Tohru Fujiwara, Noriko
Fukuhara, Junichi Kameoka, Kenichi
Ishizawa, Ryo Ichinohasama, Hideo Harigae.
Allogeneic HSCT in adult patients with
EBV-associated T/NK-cell LPD, ENKL, and



ANKL.
2012/10/19-21,

11.

2012/2/24-25

12. Mayuko Tsuji, Yasushi Onishi, Mayumi
Kamata, Tsuyoshi Shirai, Shinji Nakajima,
Rie Ohba, Toru Fujiwara, Kenichi Ishizawa,
Hideo Harigae. Fox03a has a crucial role
for immune response in human dendritic
cells.

2011/10/14-16

o

Onishi,Yasushi

10509574




