Rl 17 HATH o7 < TROBDY T
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FERNG, REREZMED <TR0RIZEES
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BEAREHAREREEBNS BABETESEE)

DR E
BERLATLL OFFE. ATLL O K EEEICKT 5 BTG - ICB T 2%
HERTEE B8 RFEER iR BEEKPEZREER

WMIREE : KERATLL 3EETONESIMBEENTT S, 7= ATLL O
BEEEICRT 2 EEBEICOWTHA RS1 > OHER

5B 1 EHERERICBWT, AL SR ATLL

A WHEEER B LBEICHRE SN THS X E R L .
1991 £ R SAY ATLL 22, TNTNOEWEMERIR L, Hi-la i E
U 2 NHER, BHR, <TRDED BIATLL ORI DWW TE R Lz, &2
A BN LTz, KRERMEE b EHEERRICBN T, PRSI R ER
ISTROAATIL IE, FHREE BEHETBANLOBEHA RS54 20N
SNHFTHHACEEZECS D AN D> I,
DIIFEE TH D EOWHENGE, &
JERY ATLL OFENE RSN TEE, D. EE
BB ATLL YRS 2N E S e BERER ATLL DFEZEZDOZWENEIZ DN
BHENZL., I 5ICF0OBWEES TN TORRAEERNH D, §iAEN
TERL S 2, ATLL OOiEHEAERITAME ISRNRE T W EDERNH XN
B NEENCEEL T RS 770
A EIMER STV S A, ATLL
DEEREICBE L T, &gk T E #&
B BB EMTONTNS, ATLL ZDHERFTIZBN T, WREARFR D fz g
W2 E BT REREIT U, RS ATLL DEzR & DBWHEIEERIER L T<,
PETITEE A RIA1 2 2ERT KIZEREER T DAL OZEHA RS54
B, AATDOWTHE, BHEREEEEESANE
RERZRHERPTHD, FOH1R
B. WHFEAIE 4 2EFRALTHL,

EIEBIATLL WNEET 2 E DM, Z O
FHETHREI L. FET 207513702l
FEERR TS, BRI SRR SR
WCBWTEHERATLL OFEFRICEET 20N G BigcksE
ZEREL. TOMHKE. BE. TRICEL . ECFEER
THREETT2 S, AN
(fm B~ DECE) A
NIV FEETWH S TR EERL ., BE FDG-PET  imaging  of  cutaneous
EELAELTTIAN—FEITERE L -, involvements in adult T-cell leukemia/
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C. WFgERER Nagamachi®, Mitsuru Setoyama' 'Department
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BEFBHRFEMREMY S (BABERITEE %)
AT SEERE =

%&ﬂﬁﬁ%’%ﬁ%ﬁ% IRV VREENT T 4 CMEEER U in situ 3512k 5 HBZ REOME

BHFESEE REE—

MEEE

HBZ O3B Z M9 572812, HBZ O ISH (in situ hybridization) (HBZ-ISH) %17 - 7=,
HBZ DFEHIL, TRTO ATLL BaE#if ATLL EFI)V< A (HBZ-Tg mice &
ATLL Z#1# L 7z NOD/SCID/ 8 2mnull mice) THEZR TE /=, £7= 16 HilD ATLL JER T
® HBZ OREBIHER TE R (K), HBZ-ISH OBREMOEIL S NS 70%TH - 7=,
—7. Tax 2 L= fE 3 Tid, ATLL 2#48 L 7= NOD/SCID/ 8 2mnull mice ™
1 Bl 7 BT Tax DFEBH 53, ATLLIEFID 8 #ith 6 Hl TREMNRE SN 7=, 1B

TR TH D, 105 5% TH o=,

A BIFEERE
R T MRk B /Y >/XBE (ATLL)E.

HEEDE N T MY ¢ LA | B
(HTLV-1)Eqe 0 — IR 35, T 4
MOEMBEE TH S, {LEREEIC TN
TPHRABTHD, HE, EMSHEY
. FREEB X OH T IV AFIEED
SEERITRE B RS SNTNBA, KSH
BIR S H, FoH IR RIE S N T
720, HEE 21121 Southern blot 74 % i
H U HTLV-I OF 7 7o —) ) #&A
HETLAT DI ENBEETH BN, BE
D, EEFEMRELEL, B0
MBI, TRINTEAN, T D BIREIC R ST
STWERWDOEIRTH B,

ATLL OFRIEICBWNT, HTLV-1 D tax &
BEFAPLRREEEHES &2 50T
ST, BT, HBZ 1 (HTLV-1 bZIP
factor)iBz T3, tax &3 2 "] gEikn
FEENTVS, SEIZING O MEE
EA, FNTYCEENRT T4 OB EE

A U7z insitu 512 X% HBZ S5 O Tax
DRBEREEITN, BENTRIZSL D) BfFT
L7,

B BtFEh
A) MEIE, ATLL BEsfia, ATLL E5))

YA (HBZ-Tg mice EATLLZBHEL -
NOD/SCID/ 8 2mnull mice). 16%] DATLLEE
PIZMER U, BRI E L CTOE AR
B > SEEMER Lz,

B) OE#KAA. $FEH(CD20,CD3,CD4,
CD25)Z1TWATLLO#EZIT 2B 2z 7=,
@ FEEMEINFIZAB HDIL. RT-PCRE
AW TTax, HBZOFEH 247 L 7=,
®FNTYU VEENT T4 M ZHERL
7zin situ ?z‘ilZJ:Z:HBZ%IEODﬁ@*ﬁ\ TaxD %
BRaETo 2,

(B~ OB )

FHFERABRKZEDE NF ) L - BT
FRICE T o MBEEERESORRBEE
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TWhb,
C BTkt 2
ATLL Control
12 3 43 67 8 9 10
HBZ 294bp
Tax 373bp
B -actin 275bp

b b ATLL OHLER( 6 #il). ATLL SaaR(1 1),
fefba > ho—) V&R L. RNA 28 L.
RT-PCR T Tax,HBZ OFEEMF L7122

6 D ATLL SER], SEEMIIL T, BERE s
FEB 2 RTINS RNA BTz, — 4 Tax DF

HIZOWTIR 6P s FI THBEEZ RTINS R
MABSINT=NHENIS U R ThHoT-

HBZ DO%H; %’:ﬁﬁﬁ@"%t&bb HBZ @
ISH (in situ hybridization) (HBZ-ISH) %17
> 72, HBZ OFEBIL, T_TH ATLL #
#EMNS ATLL EFI)LT ™ A (HBZ-Tg
mice & ATLL Z#4E L /= NOD/SCID/
2mnull mice) THERTE 7z, £/ 16 filD
ATLL JEFTH HBZ ORIV HER TE /=
(B). HBZ-ISH DEMEMIIEDEIL S 5
0% THo, —7F, Tax ZHA LR
R AT, ATLL 2B M L =

NOD/SCID/ 8 2mnull mice @ 11 i 7 4]
T Tax OFRBNA S, ATLL JEFID 8
Bl 6 FITCTREN R SN0, BEE
IDETHO, 1005 5% THo7,

| Case | Tissue | CD20| CD3 | CD4 | CD25 | HBZ-ISH] Tax
Cell line

MT-1 (ATLL) - + + + + +
MT-2 (ATLL) - + + + + +
MT—4 {(ATLL) - + + + + +
Jurkat (T~ALL) = r . Y - =
HBZ-Tg mice

T1 spleen - + + ND 30% 0%
T2 spleen - + + ND 40% 0%
T3 LN - + + ND 35% %
T4 LN - + + WD 30% 0%
T5 LN - + + ND 30% 0%
T6 LN - + + ND 60% 0%
T7 LN ~ + + ND 20% O
T8 spleen = + + ND 50% O%
NOD /SCID/ 8 2m™ mice transplanted ATLL

N1 liver = + + + 50% 5%
N2 LN ~ + + + 30% 1%
N3 jung - - + + 10% O%
N4 ung - - + + 10% 0%
N5 kng - + + + 10% 1%
N6 ung - - + + 10% 1%
N7 N - + + + 30% 5%
N8 fiver - + + + 40% 1%
N9 LN -~ + + + 30% [¢:]
N10 spleen - + + + 15% [+:]

11 spleen - + + < 80% 1%

Human ATLL

11 N ~ + + + 20% 1%
H2 LN = + + + 10% 1%
H3 LN - + + + 40% 1%
H4 LN - + + + 30% 1%
H5 LN - + + + 15% ND
HE LN - - + + 20% 1%
H7 N - - + + + 30% (3
H8 LN - + - + 40% 1%
HY LN - + + = 5% 0%
H10 L] - - + + 20% D
Hi1 Lt - + - - 5% D
H12 L - + ND ND 60% D
H13 LN - + ND ND 40% ND
Hi4 LN - + + + 70% ND
Hi5 LN - + + + 70% ND
Hi6 LN - + + 4+ 20% ND
Human DLBCL

D1 LN + - - - — =
D2 ] + - ND ND - -
D3 Y] + - - ~ - -
D4 LN + - ~ 4 — -
DS LN + - ND = ~= -

D.Z%
ATLL OfEsE 21213 Southern blot % 28 i

U7z HTLV-l @& / 7 O — )Ll AIA A % EF
HTLZENEETHLH, BREOR, £/
WMEMBL 2 LB L, FRIONN 728, 7o
RN IR OBRIRITR L > TWRWDENR T
H%.

ATLL OFEFEIZIBWT, HTLV-1 O tax il 5+
AL REIZHD &F 2 5N TERZD
FHIZHBZ 1 (HTLV-1 bZIP factor)i# {173,
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tax ZHIH9 2 AEEEARB SN TN S,
@ﬁZhéwm%Wix.TNVU/Eiﬂ
74 HMBLEER LK in situ HBICK
HBZ FEBLDFAT. Tax DHBELEETT, EJ&)
BHICRICILDMNEMIT LIz E 25, HBZ D

FBIT, TXRTO ATLL B

ATLL EFINV YT XATHRTE /-, £/~
16 #11D ATLL SE#ITH HBZ DFEB
wf%rmZBHw%ﬁ%wwfmsw

70%THU0. 5. BWIZERTHS
EEZSN, —h, Tax 2R L%
BT, ATLL EFI)IV I AT Tax
DFRBNA B, ATLL FEFID 8 i 6
BITHREN R SN0, Bk
ThHO, ZEITERT 2ICIIRE#-E X
5317z,

E. /fmzrﬂi

WV VEENT T4 B 2R LR

in situ K12 X% HBZ #EOfEFIE. 515,
A&L@ﬁ%ﬁﬁk%mTﬁmT%éTﬁﬁ
k@—é < &75\'6%7":0

F fRabR &S
Bz

CRTIFIA .

1. GmCER
1) HTLV-1 bZIP factor

lymphoma and systemic inflammation in

induces T-cell

vivo. Satou Y, Yasunaga J, Zhao T, Yoshida
M, Miyazato P, Takai K, Shimizu K, Ohshima
K, Green PL, Ohkura N, Yamaguchi T, Ono
M, Sakaguchi S, Matsuoka M. PLoS Pathog.
2011 Feb 10;7(2):e1001274

2) ATF3, an HTLV-1 bZip factor binding

protein, promotes proliferation of adult T-cell
leukemia cells. Hagiya K, Yasunaga J,
Satou Y, Ohshima K, Matsuoka M.
Retrovirology. 2011 Mar 17;8:19.

3) Periostin, a matrix protein, has potential
as a novel serodiagnostic marker for
cholangiocarcinoma. Fujimoto K, Kawaguchi
T, Nakashima O, Ono J, Ohta S, Kawaguchi
A, Tonan T, Ohshima K, Yano H, Hayabuchi
N, lzuhara K, Sata M. Oncol Rep. 2011

May;25(5):1211-6

3) Epstein-Barr virus-associated primary

central nervous system lymphomas in
immunocompetent elderly patients: analysis
for latent membrane protein-1 oncogene
deletion and EBNA-2 strain typing. Sugita Y,
Terasaki M, Niino D, Ohshima K, Fumiko A,
Shigemori M, Sato Y, Asano N. J

Neurooncol. 2010 Nov;100(2):271-9

4). Periostin, a matrix protein, is a novel

biomarker  for  idiopathic interstitial
pneumonias. Okamoto M, Hoshino T,
Kitasato Y, Sakazaki
Fujimoto K, Ohshima K, Shiraishi H, Uchida
M, Ono J, Ohta S, Kato S, Izuhara K, Aizawa

H. Eur Respir J. 2011 May;37(5):1119-27

Y, Kawayama T,

5) Novel monoclonal antibodies against
pancreatic juice from pancreatic cancer
patients and their possible application in
Hamabashiri M,

differential  diagnosis.

Daichou A, Yasumoto M, Ogasawara S,
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Nishinakagawa T, Enjoji M, Ohshima K,
Yano H, Nakashima M. Int J Mol Med. 2011
Oct;28(4):599-603

6) Detection of HTLV-1 by means of HBZ

“gene in situ hybridization in formalin-fixed

and paraffin-embedded tissues.
Shimizu-Kohno K, Satou Y, Arakawa F,
Kiyasu J, Kimura Y, Niino D, Sugita Y,

Ishikawa F, Matsuoka M, Ohshima K.
Cancer Sci. 2011 Jul;102(7):1432-6

7) Accuracy of differential diagnosis for
pancreatic cancer is improved in the
RCAS1 and CEA

measurements and cytology in pancreatic

combination of

juice. Naito Y, Okabe Y, Nagayama M,
Nishinakagawa T, Taira T, Kawahara A,
Hattori S, Machida K, Ishida Y, Kaji R,
Mikagi K, Kinoshita H, Yasumoto M, Akiba J,
Kage M, Nakashima M, Ohshima K, Yano H.
Med Mol Morphol. 2011 Jun;44(2):86-92

8) Small cell variant of mantle cell lymphoma
is an indolent lymphoma characterized by
bone marrow involvement, splenomegaly,
and a low Ki-67 index. Kimura Y, Sato K,
Imamura Y, Arakawa F, Kiyasu J, Takeuchi
M, Miyoshi H, Yoshida M, Niino D, Sugita Y,
Morito T, Yoshino T, Nakamura S, Ohshima
K. Cancer Sci. 2011 Sep;102(9):1734-41

9) Aberrant

extranodal

antigenic
NK/T-cell

multi-parameter

expression in
lymphoma: a

study from Thailand.

 extranasal

Pongpruttipan T, Kummalue T, Bedavanija A,
Khuhapinant A, Ohshima K, Arakawa F,
Niino D Sukpanichnant S. Diagn Pathol.
2011 Aug 25;6:79

10) Cytotoxic molecule-positive classical
Hodgkin's lymphoma: a clinicopathological
comparison with cytotoxic molecule-positive
peripheral T-cell lymphoma of not otherwise
specified type. Asano N, Kinoshita T, Tamaru
J, Ohshima K, Yoshino T, Niitsu N,
Tsukamoto N, Hirabayashi K, lzutsu K,
Taniwaki M, Morishima Y, Nakamura S.
Haematologica. 2011 Nov;96(11):1636-43

11) Clinicopathological analysis of the
age-related differences in patients with
(EBV)-associated
killer  (NK)/T-cell

lymphoma with reference to the relationship

Epstein-Barr virus

natural

with aggressive NK cell leukaemia and
chronic active EBV infection-associated
lymphoproliferative disorders. Takahashi E,
Ohshima K, Kimura H, Hara K, Suzuki R,
Kawa K, Eimoto T, Nakamura S; for the
NK-cell Tumor Study Group. Histopathology.

2011 Oct;59(4):660-671
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TATL ORI « I ORI X 2B REH OB (RE : HIKFH) |
W11 FE  SEERESE

WHFiRRAE « 2 ATL ERHE - TERRE

AEPEE AXx IET

IR FERE G ARG LR

BIAEE : B ATL £EEERE - PERECHEETSENEIEL, &
FH R VBB RZHE Uiz, RELS K 0 EMOHARTH Y., EED
B U WBRERRICHE L2 L WRBEZEOERSBEEE X 5Nz,

A WEER
INET BEHEHERIEMEANSIC LD
ATL O2ESRERE & LT, 23 /NGl
BRI N —712 L B 1980 4FEN5 1998 4EE T
—HEDOIREND 5. TS ORI 2 ERIFE
TEBBNCE RS N/Z08, 1988 EEDEE 4 KR
BVIFD T ORI 27E & 720 | SZHEFE D
ARG TRETFEHRESTON. TOEEE D
&I ATL DO TFRRTFAT & RBEeIr EE N E
BENz (WbhWB TS EE) . LML 1998
EOE ) KEREVBIEDFE LR 0., T OBD
REREDERE - THREITOITUZRN,
WA ATL TS 25 LV gl 163510388
FE SN, FILMEDFRRNI HE TEIRVER|D
B, TIUAE TIIMIS TE IR RBAEL
YEERE DRME, 2T - IRRO Mk ORE
TRE, fRRTREMENECTETNS,
AWFSEHE GRIGHD Tid. ATL OFRIEDH
EL, ENEHE S W25 ATL ORHES
ESEREE 21T D T Thd. Fil s dikie
[EIERERRE 2 52T 21T dh 72 0 SHEER I UEE
BefE & LT 1988 EAn 5 1998 4R TIiziTh vz
ATL DeESERERE Z EEL L.

B. Wk

1988 20 5 1998 4R F TITATHIVZ ATL DKM
ﬁéél;%‘%?ﬁﬁ CRE S SR IR L.
Tk IRER - T T AR REL. B
R L/\ %ﬁ%ﬁﬁﬁﬁ‘*@“é EEEREREICOT

TEDX D ITHETNEDERF L,
(R EEE DB STRD 7578 Bl 5 72 O FE,
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25 AR - 1988 4E 3 B-8 H.
B SRR ¢ EE—RRFEhT 8, 502 sk E%3200
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BEE BT REFUCHEHEDOE,
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Wﬁiﬂ‘%‘%ﬁﬁlﬁ" : 267 MRk D 830 HilLERE,
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D &
SEMBEO ATL BETRREL 54 KEED
1988 DB LNEHEINTHBE T, ITEDS

W - SREREAIC BN -3 B 2 2 O FRaE
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SEEEFEEL 2<FA—0bOMNERIN
TWeizsd, TE5 HITFEOHEIFITAI L2 B
LISBETHD. %I SFOFIHETED
KOS EOMERE S BN, 20T
T A LI CTE SRS - EFEEEIC
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WENU 75 RS 0 W T B,

F. feEefakiE®: /al

G BFFESER

L ECHEE

1) milfEESE, EAIET. BIETEL. &8 : <
TR - BRI T MR s >/ R
92 EIGERERBIERIIE TR E RN R
WAL (BlefRtmet) 63:40-45, 2011

2) Kamihira S, (fttl 11 44), Iwanaga M, Kanematu T,
Nakao K. Paradoxical expression of IL-28B mRNA
in peripheral blood in human T-cell leukemia virus
Type-1 mono-infection and Co-infection with
hepatitis C Virus.  Virology Journal 2012, 9:40

) HA%REE |

1) Uchimaru K, Yamano Y, Tsukasaki K, Uike N,
Utsunomiya A, Iwanaga M, Hamada T, Iwatsuki
K, Watanabe T. PS-1-174 : Nation-wide survey of
the management of adult T-cell leukemia and
HTLV-1 carier. %5 73 EIHARMKFESHRE,
20114510 A 14-16 H, 4R Eﬁmm, 52(9),
448, 2011

B AEHEEHEDHEE - B (FREZED)

1. FEEUs AW
2. SEREEEG 7zl
3. FOfth A

_..64_



M. MFEREOFITICET &SR



BIHE 4

WA DOFIFTIC

B4 s —Ek
RRERKA LA M4 FREE E5 R HRREE

BIEHEEL [73EIBAIi&Ssy | HARIMLK 52(10)BIHHF | 1448-1453 |2011

Ttk LWEHAES-2

HAEKY—XIATLIZH

THERKRABRORKE

BESIMEE.
BIREE, BIER | EE VoRRESS |LERF 83 (1) 40-45 2011
Bh. BXKIETF #Dresearch question

sIKTAYE 1SR B

ATHP R mMEY B

1269 S A E R

RILBEUAER M 2
TEE REEE  RATHIIR B I | MR v T |22(2) 21-28 2012

(ATL) M. BARIZBT S |47

HTLV-1/ATL#FZE, %5

DRES, BRI
FIHE— B Y v EEOLER | BABRERE 121 322-3229 2011
Tsukasaki K, To |Clinical Trials and Tre |Leukemia 2012 1-12 2012
binai K atment of ATL in *HT |Researchand

Treatment

LV-1 Infection and Its

Associated Diseases”
Tsukasaki K, Lymphoma Study Jpn J Clin 42(2) 85-95 2012
Tobinai K, et al Group of JCOG. Oncol
Umino A, Clonal evolution of|Blood 117 5473-5478 2011
UtsunomivaA, = T-cell

Tsukasaki K, et
al.

leukemia/lymphoma
takes place in lymph

node.

- 69




Sasaki D, Imaiz|Overexpression of enh |Haematologic |96(5) 712-719, |2011
umi Y, Tsukasak |ancer of zeste homolo
i K, et al g 2 with trimethylation |2
of lysine 27 on histo
ne H3 in adult T-cell |
eukemia/lymphoma as
a target for epigeneti
¢ therapy.
Yamagishi M, Polycomb-mediated Cancer Cell  |21(1) 121-135 2012
Uchimaru K, loss of miR-31 activates
Utsunomiya A, NIK-dependent NF-kB
Watanabe T, et |pathway in adult T-cell
al. leukemia and other
cancers
Watanabe T Current status of Int J Hematol |94(5) 430-434 2011
HTLV-1 infection
Choi |, Uike N, et |Long-term outcomes Bone Marrow {46 116-118 2011
al. after hematopoietic Transplant
SCT for adult T-cell
leukemia/lymphoma:
results of prospective
trials.
Tian Y, Uchimaru | Leukemic T cells are Cancer Sci. 102(3) 569-577 2011
K, etal. specifically enriched in
a unique CD3*™CcD7""
subpopulation of CD4"
T cells in acute-type
adult T cell leukemia.
Ishida T, Ueda R. | Antibody therapy for A Int J Hematol | 94(5) 443-52 2011
dult T-cell leukemia-ly
mphoma.
Sawada y, The type of skin Blood 117 3961-3967 (2011
Tokura Y, etal. |eruptionsisan
independent prognostic
indicator for adult T-cell
leukemia/lymphoma
Ohshima K, et al. |Detection of HTLV-1 b|Cancer Sci 102 1432-6 2011

y means of HBZ gene

in situ hybridization i
n formalin-fixed and p
araffin-embedded tissu
es.

_.66_




V. #FZERROTATY - Bk



—B K @ -

56 73 B A A MR F R FWER
HERES-2
BEERY-X

ATL [Ex S S ERREER DR & BE SR

& I\ # 5h

Key words : ATL, Clinical trials, New agent development, Patient recruitment

BC®IC

AT/ B M- U > /VE (ATL) ¥ human T
lymphotropic virus type 1 (HTLV-1) 25 E O T
JEETH YD, MEREORYUETFEOENS, Sk
U NER, BER, <TRDEO4RRICHEEINT
VBN, ATLWXBA, $Ek, 77Uk, E5ITHE
KT TN 5DBRDLENERKOEMICEL HEN
DEEREY ONRIEE TH B4, ATLIE, BEED>
BEXNFEEBLZ 0B TERRBERET DI END,
SATy TROZEEENARID LEEINATH
%)10)o
HTLV-1 BRI E, mEEzERsEzaLiEzY >
NERDBAK LD, ATL OFE I H £ VBH OB
WROBENEETHD B0, BAICEDFD
BPEFEHFRIIEEHI L TWBY, BETFIZDNWT
W, FYUTORNATLRESUR B2 H5BERTE
TEREN, BRATEREEZTH TELHEREDD 2,
BIZE HILV-L U A )V R B 2(ET &8 255072 HE3HE
ML TWian?, —3%, BAIZH 100 5 AWn3 HTLV-1
Fr U7 OFMNSERMKY 1,000 ABFRBICRET 2 &H#
FENTWS ATL OBEENZBEERC D W TSR T
B, BEIEBORIERTHTHS, BEBEICEL, £
reZlgE~OEEER, EXME REA2NENI &
IREM, MOBMBEEEHMNTFERERERESN
T 36 13)o
ATL DERRFBIIZHTH D, BERORIKITILE
RFE (B, U NER, @HE, <THR0E)
BFREEN, BA T Aggressive (BRI, 1) > /XEE,
FHEAERT (LDH, BUN £ 37 N 73 R EHE)

BIERFRFR EUEFBAWHER
FREREERRTEER DRNRERESE (EPED

(1448) 36

ZRDIBMEE) ATL IIi3Mb 29I £ /2 3 RIS M
ABEEESTONS Z &£ <, Indoent {<§.K0
B, FRARRTFZEHELLVEMER] ATL ICIZ&ME
{b (aggressive ATL I27/2% Z &) 9 % % Tl watchful
waiting (WW: S £ IENERIEOA THRR) H%E
HJpEE INTEREY,

—7, BATIEEkEZRLELT, 1995 F£HEL D
TANWREDA I =T 0 a kPRI OHEH
Fik (FN/AZT %) BRI TEEY, BED#H%
JFAREYIRENT C IFN/AZT iDL aggressive ATL £ U © 4
IZ indolent ATL I8 f'C, aggressive ATL @D H TV
UNEBEREDDREECEAR I ENEEIN, KT
iU NERERD TARBRERESEERESINTY
29, LML, BRETIEEAOARRBENDRBREGINE
ENTVRVEZDANSENTVARN, # 11T, 2009
FlLELDHONE ATLIZKHT ZHERIZICDO N TOE
BEERICKSBEHHOBRRRTY, HRBEEDH
T, ATLZSO THEY > NEICKT 2 HEESR
ELUTCCRA RN BB, T EIA 2 ZBAED CCRE
WEHIEE T MR E N IC R L, ATL @ 90% Lk & KA
HETHIREY >NE (PTCL) FERERIDH 30% DEFIT
BHETHD, FRARERTFEREINTNS, H CD20
RAEDODYYFIITL0D ADCCEREEZ2ED I
CCR4 &t MEFUEAM BATHFE SN, CCR4 BIED ATL
RO THREBECHELERRBENREINDDH BT,
MO THIRY > NEIE, FOMOHEOHERED
EADDBH D, ATL BEOEBIEDF, FERKG
DYIRNFHRBBEEOREDEETH 2,

PREDOEBREEEDRBRICH DL DI, HEEEMS
HATO HTLV-1 BEMENHEEL L TEDENDDH
5., SEENSITEEFEHE & BREREARBZR,
BAE2EOEREEDZ TH HTLV-1 FifEBREZ2FT->TW
b, FIEHEEENS ATL TS 2BERBRADEES

_67_



®1

RIBEED ATL 1235 5548} © International Consensus Report on ATL (GZi#k 16 & D %%,

B PR M & 52:10

51/)

STROEBZVEFERERTEE SRV ATL
o I EERABRANOBMEEZRE
s EREEETHEE (RERE

o EBEDIRVEFE © Watch and Wait #E &

FHRARRTFEHET HEMENSH 52 ER ATL*
o A EERIREBANOZMEEE

B 1 REEEEN) © AZT/IFN #% £ 72 1 Watch and Wait 2 &

. Eﬁ%‘%\%ﬁ%ﬁbl’%ﬂﬂ LAaWES, FHRET GBREETFEIRETHOHNUIDTFERFNET) 2FzyvJ
—FBBIFR  {L28E (VCAP-AMP-VECP evaluated by a phase III trial against biweekly-CHOP) & % W3 AZT/IFN
(evaluated by a meta-analysis on retrospective studies) %&JE
—FERREE | (WEEEICEE RN TOEHBEN, 3 ERENREE MRS EER (evaluated by retrospective
and prospective Japanese analyses, respectively) ##&
— B EOEDNA TS | BER, EIEENRES MBS EEREEE
* ) UNER D REOBIEE & 5, (BELUEEFERER? ST OREAOHFFENMEN o 7z AZT/IFN Skl X

nTwhiz,

EEEH T BT SYBISRARATL
HDNE
FHETBREFEESGWVVEEBIRBEATL
208 LI . TSR
i .
S Lk
BUSTRE T M. B (T RUB/IBIER) | S (308% LUT /405 1.E)
|
i 1
AEE: Watchful waiting (BEZE58%) BEE: IFN o /AZTHE:E (GRERAME)
fEARRIBIE BAFED:IFN o 3005 B, 1 B1E K FiEst
AZT 600 mg., 1H3BHZENOAR
BARED:IFN o 6005 4L, 1B 1EKR Tixst
AZT 600 mg, 1H3EFONR
gk IFNo 3005 Bifs, JE3E RTEs
AZT 400 mg, 1H2EEONE
I
EIRE l1aE | [mpm=| [wEEsEstcsshE]
AR wam|  [ames]

(Watchful waiting)

1 ATLIZH$ % IFN/AZT ik & watchful waiting BED 7 > ALk (COG

PC0908)

MERETDHEHDOHEBRIFEINTNDS, FFE T
ATLIZH T 2BRRBROFRE EHFSNEED DD
WHEICDWTHERT 3,

ATL [C3td D ERREERDIRK

1) Indolent ATL [Z313 5 BapRitER

KIEED Indolent ATL 1253 B H A THD TDEEK
BN, BEERES IV —7 JCOG) DV > /SEIE
THEFGHEINTWS JCOGPCIRB: HM1), ZDiEk
TIRERZE IRV TROEZER /- Indolent ATL

DS, T5HREBTEERELBETRENRENT
WEEBEENSRE LT, BEOEEREEAARTHARS
NTND WW EEEEANS DI/ETATL DR THE
i~ Indolent ATL ICEHE L INTWDB IFN/AZT BHED S
¥ MEE T ARRBR TH B,

Indolent ATL BE DO —EIIRIRNEZELTHBD, ER
ETHANGILT D2 LR KEN EEFT D &
5, JEEFHITEEREOEME ) AR E &R
KWW ahaZEMiEhofz, L LERDOEBERD
50 90 FlD < TRBE L IBHE QBRI T, 54,

37 (1449

_68_



— B K m #&-

104F, 15 FTOREFES & EA KR EGEIENE
NEN, 47, 25 14% & 46, 21, 8% TH D, 4£EFER
K75 b—ida, BEHFHREFTREN DY, —
75, FEEDWBHND 5 OB FEMBET 17 H DL TR
B E 72 3B R O IFN/AZT Bk O TR, BEn
TREF S ET, EHFEAT10% L THoll &
"5, JCOG-PCI08 BERAEHHE E N1,

FFE T, RIBED indolent ATL BEEZHHREL
T, IFN/AZT fkns, 1EHEBRETH D WWEELD b
FRATHLNENERIET 5D, 28 MEE T
ABRZETD, EEEBIZEINY N GEiEL) £5
B, BREMERREEYESTH S, ARBR TR
watchful waiting D 2 £4&1 N> MEFES % 60% &
REL, IFN/AZT BRI ZNIC 20% F[E 2 BEhidH 5
E U7z, BEKUERMS%, B 70%, BEH1IR 3 4F,
EFEM2ELL, MBEALET 46T ERAKE
Lize SHITIRMMIMESLLT, 2FRECOVWTESR
MEREZ T L, BERRISEEFREFRT N4
N—H—Z2MBATEIEBEELTNS,

RERRABIE, T 20 EITRT SN e B EE S
HIEIC &> T, BIEATL I U CHBEAE D720 IFNa
LAZT Z2Hn5, BE BEERTMEHEL REEE
BEMREETOEL - RBHORBTH 5, HBER
BELIFRERBEOMLENWI TEF AR RIHTEN
i, 3 e BEFEAICEHEMNTTATL IIHT 3
IFN & AZT DFEEE EOBISLR OEEE, #REEHA &)
REBIN) ZHIEL W3,

Gonditioning regimen

2) Aggressive ATL (2349 3 B fREtER

Aggressive ATL XK 2 BHEREE LTI, BAT
R ATRMEFBRREM E 32 NICE [ =BV TO Allo-
HSCT, #A TEZNIIMATY »NERLN T
IFN/AZT BN BTN TS (E D9,

aggressive ATL IZ 3§ 2 F iR EIE Ok 2 B
U, JCOG V) 2INEED — T3 2 HI6t L D e ik
MEE 970 ERI VMR L TIT > TEREY, iz G-
CSF % Bt U3k E 2 £ F /= CHOP-14 # % & VCAP-
AMP-VECP ik & D% I AHEER JCOGI801 T, HiE
RN - Ie TR B EIE EAFEEMN EE S Tk
HeBERELUTHM L, L LEERBO R g
WA 13 2 B & D& M ES B IEE & bR THERRED T
RAETHD, (LFEEOHDIREBRIEICIIFRERNS 2 &
EZBNTVWBED,

I, FEEnBRMaBEEER @lo-HSCT) i, &
ERINTRNEER X ATL R L 0 EFEFE
HTEDLOWMED, EICHENSHRN TN ZOS),
Allo-HSCT Tit, #HEATLEDRE, RF—, %fifao
V=R ET7 VI —adldb, iz ATLITEHE
HEERE TN T &0 6 BN AT LB O JEREERY
REILBREDTRNEETH S,

BEEFHESABRIFEILO MY, BHIETITgkss
iz, HRERAYEERE O Aggressive ATL T4 2 B8k
W A9 allo-HSCT (NST) @ Feasibility Study % w71 )l
A2 Correlative study & & HI2fTF> TE R, Z0DF)
HOHBERN S, NST HSHRHNERICEEF ATL 17

oo @000 0

: lrjng/kg/d PBSCT
or @@ F Ay X LG
glsug/kg/d 1 HTLV-17Rf L AER
.2m l l 1 l

1]

B89 : RATHREMEY V/UEATL)ORHERH D W\ &Y > CERE

e LT, SMFFRRNALBREZ B\ AR nE BB
ZITV, NBREDEDEE RLMERTT D,

WR: BEEH DN V/IERATLEE T, EBEEEREICK ST,
WRONCETCIY bO—JLUBBERIT, HLAMBER —FDMEIA
MigE R > —EH T BEH (50~ T0REF49mU T THSESE5H0).
FERIMHED | 2E24EX

BRERK L ERBEPR - 3561, 5ERH

2 BATHEAMEY >NE (ATL) xtd 2 REREnSMEcLs
BREFRNBERRORE | ZMERARSE I 1855 (ATLNST-3)

_69_



Conditioning regimen

Flu £
30 mg/m2/d @ Gy

ivBU

3.2mg/ke/d EZIPEN:¥:3
HTLV-17 094/ L AER

TBI2Gy

bbb

B8y aURS3VEYUVIERORA THBRSMmME v/ GEEMIEN LT,
BHFERENIABZ AV EMGEHEHBEOR2MERIT D,

W AERHDINIYUVIERATLEE T, EBEERECE T
BIRMCRELEPRYUECIY RD—ILENTWBER T,

B ME R —% B SV (50~65m 1349 T TREDEREEHD).
TEMFIED : BIER100BE S TOEEND100BHUADTEEF X 5ERK
FEEGIB L ETBEAR ¢ 1561, 246

B3 MRATHEAMEY > /NE ATL) Kxd 2 EmGEHFAEEHBE

)

R

m #®52:

10

BT A EHERENABREORSEEZRT 25 [HERR ATL

NST-4)
allo-HSCT || M et |
=i DEBmE i
[ Fr—EE
Natonsct| [gamamc |
ATLL 53 B ER U gm st m e : BEETELAER
ML DB Pl B« | memmamm(s) 1 sEzoms

whmEsT |

BARR

allo-HSCT : Fl#&:& M Hia s iE

4 A THRBEmE - U >/ EICH Y 5 B MBER AL EEL Z W FEE
eI 2 A BAAEIREICE T 5% LHEHE JCOG0907)

T&EDZ &, GVHD 243 EERENDRNWI L, BHE
BT CTLEMNHBEL, YA NVABKBLAZ &%
WELTERL2Y, 2N 22 THERR?2 IR
T2 DOBRABAETH TH 2.

ATL 33 % alloHSCT 12D W T DA EE A9 72 B8 BR 3t
B, HEREBDBEFSELSN TN DA TR
VW, B4 10FRY JCOGO07 BB TR, FEBICHT
alloc-HSCT MZDFE N AT ICRESBREBEETH 2NE

MERIETZ2DHIT, 20 ML L 55 BELT O #) 5
Aggressive ATL B&F 2 MK & LT, BEAEEE
(VCAP-AMP-VECP) ®#BfAL =%, RI—DHEEIN
TSR MER R AL E: E W allo-HSCT 25E -
795, ZO—EOREOFMELEEEEZEA NS
Va2 hO—=)VTHBEREE KT 2T ¥ LML
BEMEBRTH D, FEHMMEBIL 3 FLEHFES, F
TESERIE 130 45, BHEHM S EZTFEL TS,

39 (145D

__70_.



- R MW & -

ATL BEDERMEANDSIEEICD T

HRONINEREDRFICH DL DI, LRETHS
HARIZBWTHEDOT/DEMREEDRDIT, o
IEE EHARTHIERIC &> TATL OBERFSHICITER
MREW, IR LELDK, EEEMSTEE S -
HTLV-1 BEXKO—E & LT, ATL it d 2 Bk
EWETSEHENEREEINDDH B, HTLV-L F+ 1
7, ATL, HTLV-1BSEMERE HAM) BEOFH &»
SOEETI, INETHOTAIABEEREEL bR
TATFTHo 2 HILV-L RO ThH, BIeH/ RS
THDATL ORBEEHRBEIEREHED 1 D2ELTHY
5Nz, ZORNEWLET H-DDEHIBMEE UTER
UFD2009 74+ MNSILB Aoz, 1 DIRES
%184 HP @ HTLV-1 (& s THIMBEIE Y1) i
B9 % %MW (http: //www. mhlw. go. jp/bunya/kenkou/
kekkaku-kansenshou29/) TH D, ##4E, Fv U7, ®
I ERERE, X8E BREEYEERRICLTHE
o EREERER, oyl - F3E, BERED Y
CUEERELTVS, 5 1Dk ATL/HAM i2D W
TO HTLV-1 RIS RIZEBERIC L 2 HTLV-1 By —
E R (hitp://htivijoho.org/index.html) TH D, BHO
HTLV-1 iCBEE 4 2 R 682 —TaIcRET 3 &
EDBIT, BE - BEFREENSE L7215 EEEEER,
RUIFAERICDOWTHIBIRL, B/ EREE I 8
REVDTBHZEE2EMELT, HTLV-1 BEEER O
B, WRESOH, FEMN, EEEEEE EERRE
BHREENFL TS,

HEGE2ACREERBENABRNEEED
ATL FERRE BT RIS R T [ATL B O ERIZE S
REZRZDD) I )— N AFADREFE] 1220 T
DRFNFESN, LR L& ATL o389 5 BB R a5,
SORRHEOHRBEOHEIIDNWTIHRHEL, BEFEY Y
W= DD DEMEEED Tz, EleRHIEREDREICH
LI, INnSORDOHFETREOHSAMSFESE, Mo
BNRLE TR EBEEEOEMEN WS EEA ATL
PEOEBLEBALELT, TOEEE ATL BEO
ERERTIZE S IR~ D72 T B e DI L 7=,

&%

EMEFEE O F THHEETH D ATL ITHT HI55E
EORFICIE, EB - BIELHE, 2L TEIZHENTO
BAREBNEE TS S, BEATL 2850 THRESC
HMUTHE, BRRBRICEDERNOHE, HHBEERD
BNSTHD, HEINTVS,

ATL B3, HTLVIF Y U T DHLNLEATNS LD
BEWFIEREEIEOBRICIE, WRBEICH T &%

(1452) 40

BRI CER - HRBEICHT2HE, FRBEEDE
RSB EATH D, FEEENSRIEINDDH D BE
SINEEDEFIED X > T, ATL K9 2 ERKR 5
DEBR—=Z0T v TU, &0 BERBEENRR I,
DRI IRt E N D T L 2D,

EED COl (conflicts of interest) BIIR : AR RENEIZEE
UCiclsEizl

* W

1) Uchiyama T, Yodoi J, Sagawa K, Takatsuki K, Uchino H.
Adult T-cell leukemia: clinical and hematologic features of 16
cases. Blood. 1977; 50: 481-492.

2) Poiesz BJ, Ruscetti FW, Gazdar AF, Bunn PA, Minna JD,
Gallo RC. Detection and isolation of type C retrovirus par-
ticles from fresh and cultured lymphocytes of a patient with
cutaneous T-cell lymphoma. Proc Natfl Acad Sci U S A. 1980;
77: 7415-7419.

3) Miyoshi I, Kubonishi I, Yoshimoto S, et al. Type C virus
particles in a cord T-cell line derived by co-cultivating normal
human cord leukocytes and human leukaemic T cells.
Nature. 1981; 294: 770-771.

4) Hinuma Y, Nagata K, Hanaoka M, et al. Adult T-cell leuke-
mia: antigen in an ATL cell line and detection of antibodies to
the antigen in human sera. Proc Natl Acad Sci U S A. 1981;
78: 6476-6480.

5) Yoshida M, Miyoshi I, Hinuma Y. Isolation and characteriza-
tion of retrovirus from cell lines of human adult T-cell leuke-
mia and its implication in the disease. Proc Natl Acad Sci U S
A. 1982; 79: 2031-2035. :

6) Shimoyama M. Diagnostic criteria and classification of
clinical subtypes of adult T- cell leukaemia-lymphoma: A
report from the Lymphoma Study Group (1984-87). Br J
Haematol. 1991; 79: 428-437.

7) Ohshima K, Jaffe ES, Kikuchi M. Adult T-cell leukemia/lym-
phoma. In: Swerdlow SH, Campo E, Harris NL, et al. eds.
WHO Classification of Tumours of Haematopoietic and
Lymphoid Tissues. 4th Edition, Lyon, IARC Press; 2008: 281-
284.

8) Tajima K, Hinuma Y. Advances in Adult T-Cell Leukemia and

HTLV-I Research. Gann Monograph on Cancer Research.

1992; 39: 129-149.

Blattner WA. Epidemiology of HTLV-1 and associated dis-

eases. In: Blattner WA, ed. Human Retrovirology: HTLV.

New York, Raven Press; 1990: 251-265.

10) Okamoto T, Ohno Y, Tsugane S, et al. Multi-step carcinogen-

esis model for adult T-cell leukemia. Jpn J Cancer Res. 1989;

80: 191-195.

RIBR ATL o )L R B IR RSB LB i h B ik i 5

2. BIBE ATL 1 VA BB IEE i hE% (APP)

9

=

11

~

_71_



12)

15)

16)

17

18

WMEE~20 FEDHWPH~. 2008.

Iwanaga M, Watanabe T, Utsunomiya A, et al. Human T-cell
Jeukemia virus type I (HTLV-1) proviral load and disease
progression in asymptomatic HTLV-1 carriers: a nationwide
prospective study in Japan.-Blood. 2010; 116: 1211-1219.
Takatsuki K. Adult T-cell Leukemia. New York, Oxford
University Press; 1994,

Gill PS, Harrington W Jr, Kaplan MH, et al. Treatment of

adult T-cell leukemialymphoma with a combination of

interferon alfa and zidovudine. N Engl J Med. 1995; 332:
1744-1748.

Bazarbachi A, Plumelle Y, Carlos Ramos ], et al. Meta-
analysis on the use of zidovudine and interferon-alfa in adult
T-cell leukemia/lymphoma showing improved survival in the
leukemic subtypes. J Clin Oncol. 2010; 28: 4177-4183.
Tsukasaki K, Hermine O, Bazarbachi A, et al. Definition,
proghdstic faétbrs; treatment, and response criteria of adult

“T-cell leukemia-lymphoma: A proposal from an international

consensus meeting. J Clin Oncol. 2009; 27: 453-459.
Yamamoto K, Utsunomiya A, Tobinai K, et al. Phase I Study
of KW-0761, a Defucosylated Humanized Anti-CCR4 Anti-

_body, in Relapsed Patients With Adult T-Cell Leukemia-

Lymphoma and Peripheral T-Cell Lymphoma. J Clin Oncol.
2010; 28: 1591-1598.
Takasaki Y, Iwanaga M, Imaizumi Y, et al. Long-term study of

-indolent adult T-cell leukemia-lymphoma. Blood. 2010; 115:

_72__

19)

20)

21)

22)

23)

24)

B PR In ®52:10

4337-4343.

Tsukasaki K, Utsunomiya A, Fukuda H, et al. VCAP-AMP-
VECP compared with biweekly CHOP for adult T-cell leuke-
mia-lymphoma: Japan Clinical Oncology Group Study
JCOG9801. J Clin Oncol. 2007; 25: 5458-5464.

Fukushima T, Miyazaki Y, Honda S, et al. Allogeneic hema-
topoietic stem cell transplantation provides sustained long-
term survival for patients with adult T-cell leukemia/lympho-
ma. Leukemia. 2005; 19: 829-834.

Okamura J, Utsunomiya A, Tanosaki R, et al. Allogeneic
stem-cell transplantation with reduced conditioning intensity
as a novel immunotherapy and antiviral therapy for adult T-
cell leukemia/lymphoma. Blood. 2005; 105; 4143-4145.
Tanosaki R, Uike N, Utsunomiya A, et al. Allogeneic hema-
topoietic stem cell transplantation using reduced-intensity
conditioning for adult T cell leukemia/lymphoma: impact of
antithymocyte globulin on clinical outcome. Biol Blood
Marrow Transplant. 2008; 14: 702-708.

Hishizawa M, Kanda J, Utsunomiya A, et al. Transplantation
of allogeneic hematopoietic stem cells for adult T-cell leuke-
mia: a nationwide retrospective study. Blood. 2010; 116:
1369-1376.

Harashima N, Kurihara K, Utsunomiya A, et al. Graft-versus-
Tax response in adult T-cell leukemia patients after hema-
topoietic stem cell transplantation. Cancer Res. 2004; 64 391-
399.

41 (1453)



