CCR4

ATL HTLV-1 Tax CTL sIL2R HTLV-1 load
HTLV-1 Tax CTL ATL
ATL Tax
T (Treg) Treg CD45RA'°FOX P3"
effector Treg CCR4 CCR4 CCR4 ATL
effector Treg
ATL Treg
HTLV-1 Tax T
effector Treg Tax ATL
Tax CCR4 (ATL
effector Treg ) HTLV-1Tax ATL
2012 ATL CCR4
( )
T (Treg)
CCR4
CCR4 CCR4 ATL
Treg
CCR4 Treg .
HTLV-1 Tax CCR4 ATL
HTLV-1 Tax CTL (%/
CCR4 (ATL Treg ) + ) sIL2R
HTLV-1 Tax ATL [ -0.360, P=0.015 (n=51)]
HTLV-1 Tax CTL
HTLV-1 load (copies/1000PBMC)
[ -0.410, P= 0.005
. (n=51)] CMV CTL
CCR4 ATL (%! ) SIL2R [
effector Treg (CD45RA'°FOXP3")] 0.046, P= 0.766 (n=51)]
HTLV-1 Tax HTLV-1 load (copies/1000PBMC) [
CCR4 0.138, P= 0.365 (n=51)]
ATL HTLV-1 Tax
”ATL CTL ATL
” ATL

-16 -




Tax

FOXP3 Treg
FOXP3 CD45RA
FOXP3+CD4+ 3
Treg
naive Treg (CD45RAMFOXP3")
effector Treg (CD45RAFOXP3™) non-Treg
(CD45RA®FOXP3'%) naive Treg
effector Treg
non-Treg naive
Treg effector Treg
CCR4 naive Treg
effector Treg non-Treg
CCR4 sub-population
CCR4 Treg
effector Treg CCR4
ATL effector Treg
Tax
CTL
effector Treg
Tax CTL
CCR4
effector Treg
Tax
CCR4 ATL CCR4
ATL FOXP3 CD45RA
40%  effector
Treg (CD45RAFOXP3™) 15%  non-Treg
(CD45RAFOXP3) 45%
CCR4
effector Treg
Treg ATL
HTLV-1 Tax
ATL HTLV-1 Tax
HTLV-1 Tax CTL ATL
1 CCR4
effector Treg ATL
Tax

CCR4  (ATL
) HTLV-1 Tax
ATL

effector Treg

-17 -

1. Ishida T, Jo T, Takemoto S, Suzushima H,
Uozumi K, Yamamoto K, Uike N, Saburi Y,
Nosaka K, Utsunomiya A, Tobinai K, Fujiwara
H, Ishitsuka K, Yoshida S, Taira N, Moriuchi
Y, Imada K, Miyamoto T, Akinaga S,
Tomonaga M, Ueda R. Dose-intensified
chemotherapy alone or in combination with
mogamulizumab in newly  diagnosed

aggressive ATL: a randomized phase II study.

Br J Haematol. In press, (corresponding

author).

2. Totani H, Kusumoto S, Ishida T, Masuda A,

Yoshida T, Ito A, Ri M, Komatsu H,
Murakami S, Mizokami M, Ueda R, Niimi A,
Inagaki H, Tanaka Y, lida S. Reactivation of
hepatitis B virus (HBV) infection in adult
T-cell leukemia-lymphoma patients with
resolved HBV infection following systemic
chemotherapy. Int J Hematol. 2015 Jan 30.
[Epub ahead of print]

3. Suzuki T, Kusumoto S, Masaki A, Ishida T,
Inagaki H, Iida S, Mori F. CD30-positive
primary bone marrow lymphoma mimicking
Hodgkin lymphoma. Int J Hematol. 2015

Feb;101(2):109-11.

4. Ogura M*, Ishida T*, Hatake K, Taniwaki M,

Ando K, Tobinai K, Fujimoto K, Yamamoto K,
Miyamoto T, Uike N, Tanimoto M, Tsukasaki
K, Ishizawa K, Suzumiya J, Inagaki H, Tamura
K, Akinaga S, Tomonaga M, Ueda R.
Multicenter phase II study of mogamulizumab
(KW-0761), a defucosylated anti-CCR4
antibody, in patients with relapsed peripheral
T-cell lymphoma and cutaneous T-cell
lymphoma. J Clin Oncol. 2014 Apr
10;32(11):1157-63. (*equally contributed)

5. Narita T, Ishida T, Masaki A, Suzuki S, Ito A,
Mori F, Yamada T, Masaki Ri, Kusumoto S,
Komatsu H, Miyazaki Y, Takatsuka Y,
Utsunomiya A, Niimi A, lida S, Ueda R.
HTLV-1 bZIP factor specific CD4 T cell
responses in ATL patients after allogeneic

hematopoietic stem cell transplantation. J
Immunol. 2014 Feb 1;192:940-7.
(corresponding author)

6. Nakano N, Kusumoto S, Tanaka Y, Ishida T,
Takeuchi S, Takatsuka Y, Akinaga S,
Mizokami M, Ueda R, Utsunomiya A.



Reactivation of hepatitis B virus in a patient
with  adult T-cell leukemia-lymphoma
receiving the anti-CC chemokine receptor 4
antibody mogamulizumab. Hepatol Res. 2014
Mar;44(3):354-7.

. Mori F, Ishida T, Ito A, Sato F, Masaki A,
Narita T, Suzuki S, Yamada T, Takino H, Ri
M, Kusumoto S, Komatsu H, Hishizawa M,
Imada K, Takaori-Kondo A, Niimi A, Ueda R,
Inagaki H, lida S. Antitumor effects of

bevacizumab in a

microenvironment-dependent human  adult
T-cell leukemia/lymphoma mouse model. Eur
J  Haematol. 2014 Mar;92(3):219-28.
(corresponding author)

. Xia H, Yamada S, Aoyama M, Sato F, Masaki
A, Ge Y, Ri M, Ishida T, Ueda R, Utsunomiya
A, Asai K, Inagaki H. Prognostic impact of
miR-145 down-regulation in adult T-cell
leukemia/ lymphoma. Hum Pathol. 2014
Jun;45(6):1192-8.

-18 -



