(A4 )

I EAER
E

WFFERAJE AR -

1B IERFENF ST

[16£k0108127h0001]
TRk 2 945 H 3 0H

YRk 2 8 £ EFE ML B % KR - E E

(AAGE) Hrit « R BURGSIE (69 2 ST A = 3K i S5 B SR HEEE DT FE o 56

(¥& EE) Research Program on Emerging and Re—emerging Infectious Diseases

(FARER) & b TAIELLI 7 A /1% 1| RN R ERRE I 350 = 05 - B -

(3£ #E) Development of new diagnostic, prophylactic, and therapeutic methods

according to the characters of HTLV-1-infected cells
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(I& FEB) Analysis of characters of HTLV-1-infected cells and development of
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R OB ZACIZB T 258 2 HED TE v | H28 AL X HBZ 1Z & ¥ HTLV-1 YL i 12 CCR4 23
HFE S ND 0 T 2N LT, Beplice b CD4 Btk T MRS HBZ %385 78 A L T CCR4
HBAZRELIZE T A, HBZ IZL Y CCR4 HBINFHFEIND Z EnH b L o7, [FERIZ HBZ
N7V AV =y ~<U R (HBZ-Tg) DMK THGEL T\ 5 CD4 B T Mifaix CCRA % 5 < %§
BLL.CDI03 HEBEH L T e, 7T —X —7 vt A OfEF HBZ A3 GATA3 DOFE %2 M LT CCR4
D7 uae—F =%t T o Z e L ER ST, Fio, HBZ-Tg Hikd T fifRidiEAEREN B
B Lo, FEERO ATLIEGNZ 31T 5 BFHRE 2 VTR T 21T > 72 & 2 A ATL O RE IR
HORFTH DR — N o/ NBECAFAET D ATL HifEAS CCR4 L TN CD103 Z 33 L, [FIFEIC
A~ — 7 —CTd 5 Ki6T btk Th 7=, D103 U H > R THD E- F~U T JEERK
Al CRFEET 5 Z &6, HBZ 1% CCR4 HELZ K5 T 5 2 & CRYSME K& OF ATL AHE O K2 s
AL, I HITCDI03 24 Lic v 7 &g U CHiGE A TUtE S &, ATL B OB A % F
T % LE X BTz, ARERIT Cancer Res FEICHg#H S 7z (Sugata K, Yasunaga JI, Kinosada
H, Mitobe Y, Furuta R, Mahgoub M, Onishi C, Nakashima K, Ohshima K, Matsuoka M. HTLV-1
Viral Factor HBZ Induces CCR4 to Promote T—cell Migration and Proliferation. Cancer Res,
76:5068-5079, 2016. ),
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Professor Masao Matsuoka (Institute for Frontier Life and Medical Sciences, Kyoto
University) is studying the changes of phenotypes of T cells by HBZ. In this fiscal year,
the molecular mechanism of CCR4 induction by HBZ was analyzed. At first, HBZ gene was
transduced to primary human CD4" T cells with lentivirus vector, and it was found that
CCR4 expression was induced in HBZ-expressing cells. It was investigated whether the
up—regulated CCR4 expression is associated with cell proliferation. In HBZ-transgenic
mice, Ki67-expressing CD4" T cells (proliferating CD4" T cells) expressed CCR4 at a higher
level than resting CD4' T cells. Furthermore, CD103 expression was up-regulated on the
proliferating CD4' T cells. Results of promoter assay showed that HBZ induces GATA3 and
activates promoter of CCR4. It was also found that T cells from HBZ-Tg had high capacity
of migration. Expression of CCR4, CD103 and Ki67 in skin lesions of ATL patients was

evaluated with histopathological analysis, and CCR4'CD103" ATL cells were localized in
2



the Pautrier’ smicroabscesses, which are typically observed in ATL patients. In addition,
those ATL cells also expressed Ki67, indicating that proliferation of those cells was
accelerated. CD103 has been known to interact with E-cadherin, which is expressed in
epidermal cells. In this study, it was shown that HBZ-induced CCR4 expression affects
ATL cell infiltration into skin and ATL cells in epidermis revive integrin signal via
CD103-E—-cadherin interaction for cell proliferation. This study was published in Cancer
Res (Sugata K, Yasunaga JI, Kinosada H, Mitobe Y, Furuta R, Mahgoub M, Onishi C, Nakashima
K, Ohshima K, Matsuoka M. HTLV-1 Viral Factor HBZ Induces CCR4 to Promote T-cell Migration
and Proliferation. Cancer Res, 76:5068-5079, 2016.).

Lecturer Jun—ichirou Yasunaga (Institute for Frontier Life and Medical Sciences, Kyoto
University) is studying variability of HTLV-1-infected cells. In this year, variations
of HTLV-1-infected clones in CD4+ T cells, CD8+ T cells, B cells, monocytes, and
neutrophils were evaluated by next generation sequencing. In addition, HBZ-Tg/ IL-6
knockout (KO) mice were generated by crossing HBZ-Tg and IL-6 KO mice

Professor Kazuhiro Morishita (Faculty of Medicine, University of Miyazaki) proceeded the

research on the development of novel antibodies targeting HTLV-1-infected cells.
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