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Histone deacetylase inhibitor

Gene expression governed by epigenetic changes is crucial to the pathogenesis of cancer. Histone
deacetylases (HDACs) are enzymes involved in the remodeling of chromatin, and play a key role in the
epigenetic regulation of gene expression. Several classes of HDAC inhibitor (HDACI) have been found to
have potent anticancer effects in preclinical studies. HDACIs such as vorinostat (suberoylanilide
hydroxamic acid; SAHA), romidepsin (depsipeptide) and panobinostat (LBH589) have also shown
promise in preclinical and/or clinical studies against T-cell malignancies including ATL [56]. Vorinostat
and romidepsin have been approved for cutaneous T-cell lymphoma (CTCL) by the Food and Drug
Administration in the USA. LBH589 has a significant anti-ATL effect in vitro and in mice [54]. However, a
phase II study for CTCL and indolent ATL in Japan was terminated because of severe infections asso-
ciated with the shrinkage of skin tumors and formation of ulcers in patients with ATL. Further study is
required to evaluate the efficacy of HDACIs for PTCL/CTCL including ATL.

Monoclonal antibodies

Monoclonal antibodies (MoAb) and toxin fusion proteins targeting several molecules expressed on
the surface of ATL cells and other lymphoid malignant cells, such as CD25, CD2, CD52 and chemokine
receptor 4 (CCR4), have shown promise in clinical trials.

Because most ATL cells express the alpha-chain of IL-2R (CD25), Waldmann et al. treated patients
with ATL using monoclonal antibodies to CD25 [57]. Six (32%) of 19 patients treated with anti-Tac
showed objective responses lasting from 9 weeks to longer than 3 years. One impediment to this
approach is the quantity of soluble interleukin-2 receptor (IL-2R) shed by the tumor cells into the
circulation. Another strategy for targeting IL-2R is conjugation with an immunotoxin (Pseudomonas
exotoxin) or radioisotope (yttrium-90). Waldmann et al. developed a stable conjugate of anti-Tac with
yttrium-90. Among the 16 patients with ATL who received 5- to 15-mCi doses, 9 (56%) showed
objective responses. The responses lasted longer than that obtained with unconjugated anti-Tac
antibody [58,59].

Siplizumab is a humanized MoAb targeting CD2 and showed efficacy in a murine ATL model. Phase |
dose-escalating study of this agent in 22 patients with several kinds of T/NK-cell malignancy revealed
six responses (two CR in large granulocyte lymphocyte [LGL] leukemia, three PR in ATL and one PR in
CTCL). However, four patients developed EBV-associated lymphoproliferative disorder (LPD) [60]. The
broad specificity of this agent may eliminate both CD4- and CD8-positive T cells as well as NK cells
without effecting B cells and predispose individuals to the development of EBV LPD.

CC chemokine receptor 4 (CCR4) is expressed on normal T helper type and regulatory T (Treg) cells
and on certain types of T-cell neoplasms [17]. KW-0761, a humanized anti-CCR4 MoAb, with a defu-
cosylated Fc region, exerts strong antibody-dependent cellular cytotoxicity (ADCC) due to increased
binding to the Fcy receptor on effecter cells. A phase I study of dose escalation with four weekly
intravenous infusions of KW-0761 in 16 patients with relapsed CCR4-positive T cell malignancy (13 ATL
and three PTCL) revealed that one patient, at the maximum dose (1.0 mg/kg), developed grade (G) 3
dose-limiting toxic effects, namely skin rashes and febrile neutropenia, and G4 neutropenia [61]. Other
treatment-related G3-4 adverse events were lymphopenia (n = 10), neutropenia (n = 3), leukopenia
(n = 2), herpes zoster (n = 1), and acute infusion reaction/cytokine release syndrome (n = 1). Neither
the frequency nor severity of these effects increased with dose escalation or the plasma concentration
of the agent. The maximum tolerated dose was not reached. No patients had detectable levels of anti-
KW-0761 antibody. Five patients (31%; 95% Cl, 11%-59%) achieved objective responses: 2 complete (0.1;
1.0 mg/kg) and 3 partial (0.01; 2 at 1.0 mg/kg) responses. Three out of 13 patients with ATL (31%)
achieved a response (2 CR and 1 PR). Responses in each lesion were diverse, i.e. good in PB (6 CR and 1
PR/7 evaluable cases), intermediate in skin (3 CR and 1 PR/8 evaluable cases) and poor in LN (1 CRand 2
PR/11 evaluable cases). KW-0761 was well tolerated at all the doses tested, demonstrating potential
efficacy against relapsed CCR4-positive ATL or PTCL.

A subsequent phase II study of the agent given once per week for 8 weeks at 1.0 mg/kg to patients
with relapsed, aggressive CCR4-positive ATL was conducted [62]. Objective responses were noted in 13
of 26 evaluable patients, including eight CRs, with an overall response rate of 50% (95% CI, 30%-70%).
Median progression-free and overall survival were 5.2 and 13.7 months, respectively. The most common
adverse events were Lymphocytopenia {95%), infusion reactions (89%) and skin rashes (63%), which
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were manageable. Based on the results, this agent was approved by the Ministry of Health, Labor and
Welfare in Japan. Further investigation of KW-0761 for treatment of ATL and other T-cell neoplasms is
ongoing including a randomized phase 1 trial of VCAP-AMP-VECP (mLSG15) + mogamulizumab for
untreated aggressive ATL.

Other agents

Lenalidomide is an immunomodulatory agent, and was approved for multiple myeloma and
myelodysplastic syndromes associated with 5q deletions. Recently, a phase I study of lenalidomide in
patients with relapsed advanced ATL or PTCL was conducted in Japan [63]. Based on the development
of two DLTs (platelets <10,000/uL and Grade 3 fatigue in one patient and Grade 3 prolongation of QTc
interval in one patient), 25 mg daily per 28-day cycle was regarded as the MTD. Among the nine ATL
patients, three achieved partial responses (PR) with a hematological complete response in two pa-
tients, including the disappearance of skin lesions in one patient. Among the four PTCL patients, one
achieved a PR. Based on the preliminary evidence of antitumor activity in ATL patients, a phase II study
in patients with relapsed ATL has been started in Japan.

Bortezomib, a proteasome inhibitor, that has exhibited preclinical and clinical activity against T-cell
malignancies including ATL, is now under clinical trials for relapsed ATL in Japan [64]. Other potential
drugs for ATL include, pralatrexate, a new agent with clinical activity in T-cell malignancies including
ATL [65,66]. Pralatrexate is a novel anti-folate with improved membrane transport and poly-
glutamylation in tumor cells and high affinity for the reduced folate carrier (RFC) highly expressed in
malignant cells, and was approved by the FDA for peripheral T-cell lymphoma in 2009.

Prevention

Two steps should be considered for the prevention of HTLV-1-associated ATL. The first is the pre-
vention of HTLV-1 infections. This has been achieved in some endemic areas in Japan by screening for
HTLV-1 among blood donors and asking mothers who are carriers to refrain from breast feeding. For
several decades, before initiation of the interventions, the prevalence of HTLV-1 had declined drasti-
cally in endemic areas in Japan, probably because of birth cohort effects [13]. The elimination of HTLV-1
in endemic areas is now considered possible due to the natural decrease in the prevalence as well as
intervention of transmission through blood transfusion and breast feeding. The second step is the
prevention of ATL among HTLV-1 carriers. This has not been achieved partly because only about 5% of
HTLV-1 carriers develop the disease in their life time although several risk factors have been identified
by a cohort study of HTLV-1 carriers as described above [15]. Also, no agent has been found to be
effective in preventing the development of ATL among HTLV-1 carriers.
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W, SASIKIVEEINZREESTHD, KA
L, BHMNAERROZERT S THEEAIIRKE
UTREian/b, ZorREEIC, BEOHAMmAAMIC
RELTWEZENSTAINAREDHEREDBEE 1 H#
BXNTWizA, 1981 £1213 human T-lymphotropic vi-
rus type I (HTLV-1) 2ATL OFHETI AT IV A THH I &
MREINZ, 1992 F£iI21E, BERBEOKMETHOE
5, ATLOBREICE > TAME, o NNER, 8
HE, <TROBIOLRIHESEVRBIN, 0%
BEETHEEAMORECHVLENTNS (E D?,
HTLV-1 13, ATL & 0 #8513 {K W\ 2% HTLV-1 B 35 86
fE - BB MR M R (HAM/TSP), HTLV-1BH#E 7 R
TR, P <A HICE W HTLV-1 B R B A O
HWRTEH S, Ll s ® HTLV-1 BEEREDFIE
W3, BHEHEER ATL Th o> Th HTLV-1 BEFE D%
WKEoNTHY, REBOBREFIIAEITHZ > TRE
D HTLV-1 £+ U 7 TH BV,

EIBMEO ATLICH LTI, 1990 £ SR RS 3EIC
EDWTIREROBBOERRAR S L THRAICED 5
NTEZ, ATLOZFRENHLSNMNIINDHF T, ATL
MEOT7FVARENZ D TREZENE L RIREE
DHEFEDHEATND, RETIEATL OREEEN 5B
WETICDNWT, EHOTHE HEEOREE SO
fﬂ%ﬁﬁ@‘élmﬁo

HTLV-1 I2& % ATL D53 F&F & SERER D AEE
HTLV-1 ORBAEg & LT, Wil 2, Fiog

ENIAS AR & — ke migiEREE
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HENUERRERED I DNF SN TWS, HAM/TSP
eS8y ARICETHRICRET 25805 5705,
ATLRZDREBEORBEORLZENF Y U T THAH I &
BEMNS, BAEEELUARRBRENKEEEZEROD 1 DT
HBZENHEHEMER DY,

FEREHA, Y 700, FEEkiEns HTLV-1 @ en-
demic area TH 5, —F, HEPPETIE HTLV-1 F+
U 7D THTH S, endemic area 12 B W THIER
MR, BELDbEICES, e EbizE<ind,
INsiE, MBI ERENZETESRELD DS
HETHD, FEMEHEKICVRIBETEDEELS
NTW3, /-, BMETOEBRERITIIABHOER
D& (birth cohort effect) HEHET S, HTLV-1 D en-
demic area \Z3BV) 2 FHEEE TOH HTLV-1 HFiikG R
N, MARBREZLZNWTH W0EU L7+ 0—-F 5 LK
THEMIZH D ZENNDNDOHIMSHREINTH
D, FAEEMERLE LS - BREEROZNIN
WEESL TWB EHFEINTWSY,

H A Tl 1980 F£ACICHR B O F1 HTLV-1 Hiixk D X 7
U—Z 2 T DSBA I N2, WK S BEUIZIEEE
ENTz. HILV-1 O 0 BREREIIZEATHD, £
ATL BIEWC S A BEZOEMERNLELR Z &5
1980 ERICRENSZ 2 &S, HEADOZFHME TILE:
FLUER OR AR AN N, BRBESHLETHF Y
D7EEDREBRARTIEBLTL I ENTFERIENT
Z 7>, HTLV-1 ® endemic area ® 1 D TH B EIFICBYT
5F v U T IEmA\ORALIER OIS AFE - R TIE, R
DHUKIBEREZZNE TOR 20%0 545 3% & EFIITE
FTTCETWD, K3XDBERIIDOVWTIE, BHMATRE
BB Lo/l &b, BBBRETIIRL, BEE
B ENFEEEIND, 1987 EMB DI DEETII,
20 M T HTLV-L F 4 U 7 EENH 7,000 ATHHo =2
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EEFDBEINMATREEZRBIRLAZENS, 1,000
ADF v )7 ROFETE, 51213 ATL O EEFRIE
BOKISXTHD I EMD, 50 AD ATL FBIE % F15
TEREHEIN TS,

2 EO HTLV-1 F v+ U 7 OB (2006~07 ) 23,
FIEHER L T OH HILV-1 JikE R, S fiw S 1720,
WIE M (16 % ~64 5 119 77 6 T A 3,787 A
0.32% MBEME (B 0.30%, it 0.34%) THO, L
TAINAEREEID BOREN o (HBs Ag 0.6%,
HBc Ab 1.6%, HCV Ab 0.5%), HTLV-1 B1EZ1% 30 £
TD025% 715 60 TD 148% FTCIHFIFEBZVIT LR
LT /z, 1988 4 @ [El 4k OBHT & g9 % & HTLV-1
Fr 7HEIEEEEPOCHEERIESLTBD, 2
FrUTREEONMBERIE, FNEFNI120 AL
61% M5 108 AANE 6% ~NETL Tz, JuNHE
TREDERCH D20, BEEE-S DGR E D
HETIRO L AF v U 7ESHIMERICH 2 Z ENHRE
SNTHO, &HTATLIZH T 2 EMH - BERAE? S
DR O LIFEEORFEOLEESEHINTY
B, ULEDED RV EEHO N ER o EN DG,
RS BE & AAER R ARZERE, HAZE R
ZT—HICHILV-l FifkREZTO > & & L,

HAEIIZ 100 AAREDOF Yy U TNELL, BER
1,000 ADYATL 2 RIEL TWaA EHEFIN TN S,
HTLV-1 B3 6 ATL BIEE TIHSERBRNAICL 2 &
FEZHNDN, ATLIIREBREEZITK 60 F O BRI
ERRTHILV-L F+ )7 ORXICHIET S LMD, #K
EHERICIE B R E S B OB ET L XV TOA R b2
BIRETDHEHFINTVDS, Z0% IIFRBEER,
<TROB/ MR ATL OR2ERLDBE, BT
p53, p15INK4B, p16INK4A 72 & OEHIHEETF DR -
EROBENZOBEDA N N THDHIENRESN
TWwb, EZBEERICEBEIMEZHENTHZRELTD
RICBABEGTOREEETHIENHD, TOHEIR
BHICAEERIL L PBAR TH o, Comparative ge-
nomic hybridization 512 & % ATL O % / L B% O fEHT
Tid, 2R ATL TIBHS ATL K0 bEHLEE T
HBZE, UNBHETEIRMERER RSN —2D
EHEREEZETEIE, WDMDERY FRARY kAT
BDIENHEHENERST, A7 OT LAIEICEDH
RBHT T BRI < S NTRMETIE, FHilnEmsE
FOFOL 2FF—ERREAEKTH S MET LMlfaisIC
B 20T T D TSLC1 OHEBTIENRE SN TN DS,
I 5ITIIRILDOEZEH TOMENFITICLD, RN a—
LABEFHICXZ2IED 227 1 v 7 3Wfl 21 R %
2K 5 miR31 OFBULTA, BHEMOKHNSED S
1% NF-kB OEEWIRERGICED > TS Z &

HR R M ¥54:7

Bin&izo P,

HTLV-1 3o L b )V AR 1 IV 2 DRERL
EHEI—-RT2BETFMEET DM, ITRREDH
WIAINAERRRD, DAUBGTFEESRLEWY, 5
WA — K95 tax, rex 72 £, trans-activation 12 L D
TANVABBFOHRRE THEEEBRFOEE 2 HIH T
b, L LREENHRY Tax EAZ S D HILV-1 i34
FNTIEEAERFELTBEBSY, 8T ATLHED
et (ks ) LA® HTLV-1 70771 )V A DHE AR BERAL
IERICED S O FLTHBIEMS, HILV-LICE S
FENAEEIL, YOZXRFFRORETHALNTNS Y
WAFENALERKRES B EHBIESNTNSEYY, &
i, HTLV-1 @ LTR & pX B O F Aica— R
1% HTLV-1 bZIP factor (HBZ) 73R SN/, HBZ X
cJun, JunB 72 E D bZIP R A1 2 H T 3EERT &k
#9%, HBZZ, tax E B0 T TD ATL FEH| TH
BHINTndZ &, siRNAMEHTICE D ATL #ild O H#5E
RS B Z NS M ERD, S E OB
INDDOHBY,

ATLOFEERIZINE THREICRAEIN TV
Moz, JSPFAD (HZA® HTLV-1 Bl 2R — b #fFE
BHZEHE) AFZE T2 2 E OISR T 2002 F20 5 2008 F
ETOHIMIC 1,218 5 (B 426 #, 22tk 792 i) D
SEREMEF Y U Y DEIEZIC T+ 0 — 3D, BREEO
F v ) 7 OFKMIM HTLV-1 U )V ZAEIFEahsEmaA
T 55 aE—/100 kM MERZIK (PBMC) &IEEITIEIA
<, fHREN 1.6 ¥ —/100 PBMC Tdh - /=, BEE
OIANABEREECLELDDESRTEL (FRE
2.10 vs 1.39 I ¥ —/100 PBMC) (p<.0001), 40 &=L &
50 AL 40 BMAWEL D DEEICEL 2 (ENThH
p=.02 & 007)., F/=FHREIZATL 235555137205
Lo bEho 2 (hR{E 23 vs 1.3 2E—/100 PBMC)
(p=.005), 7+ 0O—7 v THIT 14 FIH ATL 25 L
7B, IS DEFDN—Z51 DI IVABITEE
& o= (range, 4.2~28.6 I —/100 PBMC)., &
D AR — NMZBIF B ATL FRE BRI DWW TLEE BT
Lir&Z A, BELBVWEFTHoEEYAINAE W%
PAL) oEmniz, S QO E), ATL OFIREE, #
E HTLV-1 FUARES MO FEBIBET TH 5 Z L0 RE
SN, 5B, BEWHSNE HTLV-I I LA BEZRS
THEHANOBERICE &8\ TO ATL FIE FRE DK
HHEED, SERBIESNZATLRBES YA 7F+ Y
ERBBRIAIND ZENEEND,

ATL D&

ATL BRI & > TABFMBEARE Rz o0, B
TEARIG W RB/S TR IR IR T % Rl s R fs hE R ik
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(allo-HSCT) DA TH 0, fDisimesfEs & b THED
TTPHRABRTHD, GFICELL, ERZREANDEHE
I, ERIE, RERENRN I ERENFEHRARR
BEEESATHE™,

ATL 2T HBEEORRBIE, INFETEITHART
T TE/~, 1970 £ 5, Japan Clinical Oncology
Group (JCOG) DV 2 /NEZ ) — 7 (1SG) Tld ATL
EELT7 VL v 7RI F U E (NHD I
U e iz B R B C A MM TN, UTOHIRNES
nNTns0,

1. fitd NHL SR UIBEEICK D &, Whip25E 11
£, B2EAROVWTNOLFEEETS, ATLIITSR
EfRE S LEFEHIETBMAY > NE, ATL SIS D
TR > \EIC8 5 2 & JCOGT801, 8101, 9701),
ZUTATL L OZBMNLEEMT TR TEARKE
HFTHo7=Z & (JCOG8701),

2. 1991 FEIZIZ ATL O 2 EHFEIC L 5 F DLEEBERK
REE L F DO HEARY, I S5ITETERTFOMTERIC
EOWT, WESEMRBINE ED?, 205
HICEDE, FEABRTHRTF L v 7 ATL
{BfER, O NER, FLTFEARAERT (LDH,
BUN £ 7))V 7 I OHEEME 25 DBHNO
ATL 2469} 23812, ATL ORI B KRR
DI EGRAGICE L TE = Z & (JCOGI109, 9303,
9801, 0907),

3. 1990 FERICELE THo 2 TU > T FOdRHEDT
FFARNTA P BFRIRICHAANTHE
DFBRIIHE LR 2 & JCOGI109).

4. NHL OF#EETH 5 CHOP @ 4 #liz, G-CSF &
FRIMEK - M/KES I 2P 2 Z EIC &k DIRERE
2ED, FINABIOEE S ZLAFY, T4 27
f/‘/ FANRTSF, TRV REHAAND D

&0, BB THADRRHREMESEEE R
ATL THEEB T 5 £ At & &K F & Blood Brain
Barrier 23R L & 5 & U7z LSG15 #ikDS, 5 2 4
AMBCTHEERREEZ R LEZZ & (JCOGI303) .,

5 ALK GCSF Hhif &g 24 L CHOP % 3 i
1ENS 2582 1 | EBEREZ & D7z CHOP-14 &
e LT mLSG15 (VCAP-AMP-VECP) #ikl13, #
HIZEN > =H DD, FLEMRE (40% vs. 25%; p=
0.020) &3 FE4AEFEE (24% vs. 13%; p=0.085)
TLE->EZEIIMS, BEZHITFEWICERTIE
7o TN ATL AT U TSR R 21T D B8 DR
BEN B2 & L L VCAP-AMP-VECP
BIEICLD3ELEFEHA TS 24% &, oEimes
BELOBARBTHZIEND, FHIBBEOBRRE
BEFBTHBHZE (JCOGI8OL).,
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W4, allo-HSCT 3, B dEEM (GVHD) &
KEDEERIBIIBADBHEA N ATLZRICE D EH
£TE GRR) NHIBTEZ L0HEN, FCHEAMSD
BHBRMEHERE L THRN TR S Allo-HSCT
Tid, BEAABO®E, Fr— B0V -2k E
Ty UL —2 a3 idbd, FiCATL SRS RS
ICEWIEMBFOTERNEEL RS, BEHEENA
FEPRRFZEHE D RAAIHE, #BHhIE TIIMbRRIT, e &
BOT T Ly 7 ATLICHT 2 B8 JEu 85 allo-
HSCT (NST) O feasibility study % 77 -1 JL 2 22872 cor-
relative study & & HICf7> TEZ, TOHH OB
RS, NSTHBHEZRICEERE ATLICTESZ &,
GVHD Zf£> EEHENDRNWT &, BHE#IZIE CTLIE
HERHEBEL, YAV AENHUSZEE2HEL TE
W, BRGNS 2 AW 2 HERSET T TH
5, —HBAOIAEMMEBESE T—F L2y —
T OB B A ROMIT T, ATL I3 d 3 allo-
HSCT Tl i i vy GVHD 285 EBREND L,
EHAEGENRELSNDT NI &, NST S hEm &I
EMEREEZDELLTNA I ENBEINTERRY,
ATL 123549 % allo-HSCT 1T 2 W T D4 5F A9 73 5 5K 7 B
i, WRERDEBFEHDESNTNWEEDES Tldk
W, BEETH O JCOG007 BRI, AERIIHT S
alloHSCT MZFDE WY AT IZBASRBEETH D0 E
MERIET 272912, BEINZS5BRUTONRT
Ly 7ATLEEORTERNHEL T, BALFEE
BRI L% R —0HRINZESICEREENS
BALE %% FA Vs 7z allo-HSCT & {78 5 —EDBEDH
& etz2ze XA MY AN POV THBILERE
HREET DT > AMEORIEE 2 HEBRTH 2,

Bif, BARSEOFE T 2000 F50n5 2010 Fic2h=
Niz2WHE U 2 )NER ATL @ 807 Fl& BT L, T
FHEIETIVASRE X 1172, Ann Arbor BRI, PS, @
#, TN TI, FEEIL SRED 5 RTOLEI
D 3% »ﬁ?b‘bﬂ, TOEFHM P RE MSD Piﬂiﬁ,
H, BURIBTENTN36,73,162 s BTH- Y,
—HJCOGLSG It kA7 7Ly T ATLIZHT 5 3D
DEEEREE JCOG9109, 9303, 9801) IZREF X $17- 276
BIOMATTIE PS & Ca MIEIC X BHAEHE T2
g oh, TOMSTIZ63 5 BE 1783 ATH o
7219, RiEREGROICR RO TORE, BEIH
M EBRRABRICBINL 2 EH, BETIHGERE Mg
B TCREINEH, W3 Nd Validation set Z 1N TF
CHERAMMERINTVWS, LirLAansmTFETET
FNHIZFERFECBONTHED S EAEEEH AR
15%EKMTHBDZ &5, FIAE “AlloHSCT Dk S 72
FHEEIEWHEENED 2 RBHEORB TR WES
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®1 ATLEBERFEEOZHHE CUH 225%%)

B

K f #54:7

FHEEE <THRDE it i U N pERL SRR

1 HTLV-1 Hifh*2 + + + +
1 2NEREC (X 103/ mm?®) *3 <4 24 <4
RE Y Bk =5%*7 +*8 =1% +*8
Flower cell 5 5 no +
LDH <15N <2N
WHE Cafl (mg/dD *¢ <11.0 <11.0
SR EER AR SN2 2 HIER No +
B R *

i 7

VAN il no yes

FFA o

TR no

PR AR no no

& no no

fazk no no

fg K no no

HLE no no

ZERIIBORE CTHE SN2 LA OFRITR N EERT,

N @ IE¥E LR

MBS RBERTEE T S8 BUN> fasR AL UefE EIE, LDH>fassshrefl bR, mE 7 73 > <fakEEE TR 1
DThmETHES

*2PA £ 5 it ELISA %% Western blot IO W T NMWTIHETH S Z &,
Immunofluorescence 35> Western blot iEiZ & 0, BYERGAHREINTNWS ZENEEL Y, HIETRESER TIL,
Southern blot 1 & ¥, HTLV-1 provirus @ ATL fifg DO AAH & FEET 5.

BIEEY ERERFE Y DONBREED Y /N EREMIE O EE O

*IBEEZERYIZE S 0 ix ATL #ifd

*SATL IZR #8972 flower cell DERDHNTH LN,

*EIE CafBIZLITORTRD B,
METIT I AE=24.0 (g/d) DBE - BEHILI I AE (mg/d) =8N T LE (mg/d)
ME7IVT I AE<40 (g/d) DIFE - BEAN U LE (meg/d) =7 TLE (mg/d) —0.8
(PAVT2 (g/dD) —4]

TRAEMAP QR S NBRNSB KRBT TROBEBHINDIUL, KED D WIICHBEN EERAMN
BIEMBRETH B,

SRR ORE Y NN 5B RHGTEEREAIFARREZHEIN 5 ICE, HBENICEERENERINLI LN
WETH D,

RaEn

B A TE IV, 5, ARl (7L Yy TATLIRRDZE) 5%
AR N KTRDE, FEARAFERZRN
BIER) ATL 1, ERETHREULFRNEMAL A
WIRENH D I & EEEOBMIEEREN N &n

Tl watchful waiting (EBRBEEFIIEEREREAD
RFEEOA THE) MERBFEEINTERY, ULn
L7 DO EMT#%IZFEEEIC watchful waiting X415 B fiig
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BN O MR B EICERXTRETH 27, R
BEOALRL Y MATLEEEZWRELTIE, KT
FU ONBERLAND ATL ICH T HEERED 1 DEH
BEINTVWLAHATRABEAN RN, > —T7 0
Ca kY RTVCOMAEER (FN/AZT EiR) W, &
YEVRHE T & 5 watchful waiting KD HEHTHE0EN
ERET DDA EERBMAEERAWES > ¥
LSS 3HEBAFE I N TS JCOG111D 419,
2 O B MAER OB EMAEIL, H CD20 Fiko
VHEIITOBRBTRESKEL, —HATLZED
THIREY > /BT T 5HERBILBENTH AN, BA
HTIEE, HBREEEINOHRBNEA TS, 7THEE
WROMBEEESUE Tdh 5 CC chemokine receptor 4
(CCR4) 1, EEHBRICIBWT, IL4, IL5, ILI3E®
RIEWEY 1 N > 2EAET S Th2 2 CD4 B~V
IN— T #iRE & % WIE Kl CD4 B~ )L/ — T g
BRECHRET L I EMHSNTHY, WE, 7V hE—
HRERREDT VIV F—HEBOSTENE L THEE
ENTVs, —FTHIREZICBVW T, ATLOKXE
¥, PICL & CTCL ® —#TORENHE=N, 1D
CCR4 BB D ATL & PTCLIZ & HIZBERMER &N TF
BRABEBTH o7z, ATL Tl CCR4 BRI EERE %
EHEEICRD -, FRREERREEEE R, B
D7 A—A %R T ETX KK EETREEH
(ADCC) #EEZVYF I TLDbHARED =
CCR4 & MEE / 7 bo—F L Hifk (Mogamulizumab)
MHATHEIN, CCRABHEOHER THEES X%
WHE1HARBRSTONEY, 77 Ly 7 ATLIS %
16 Fl 2RI 0.0l mg/kg M SHEEIRF SN,
U R L REETEREE S LB A
THY, PELTOWEEKREKEED 1.0mg/ke D 1
El, 4ERGNRANARE B0k, EYEBEIIRIFT
HO, ATLIZBT 2ELHEIEE 31% (CR2 I, PR2 #)
EHETHL, FBISRHIFEEICESEH L, 5=k
VT ® Mogamulizumab OB HEE AR E N 1.0
mg/kg D 1[E, 8HBLEDAr Va2 -tk ERE
T Lwi T ATLICHT 55 2 BTk, 07
074 —IV3E L HEBR SRR TH 57205, MALFTEER
DHEWHED RS Z 63% IO P, 26 FITOEHNEIS
13 50% GELZEPEIR %) THol, HIRFENT &
12, EPEEREBERDEN O EFAICHNTERD -
HEFTENM D, B 1HABRRRICY CRERELD S
KEMFRZICEH LT o, BRELERFRHSE 24
BEEOHRREZFNFNS2 AL BT ATH -
72o LAk & U Mogamulizumab 2 FE ¥ - #35D ATL I
LU T201245 AICHEBEER &/2o . BER, B
Y5 ® PICL/CTCLIC T 2 EADE 2 ik &, #

BT T L7 ATLIZHT S mLSG15 ik & O A D
BRERIZDWTOT ¥ AMEEE 2 HERBOETH TH 2,

DWEIE, ®REREEOL Y R ROHER - #TH
DATL E PTCLEWSRELEE 1 HEEBREEN B AN
SEEINEY, 28 Y1 7))L T 25mg & 21 HANR,
25mg % 28 BNk, 35mg % 28 HNARD 3 2K — KT
BRETEN, 35mgEH TE G4 Of/MMREA & G3 O
HERDE1HE GO QTc EE#5®H 7~ 1 4T DLT
NHBELEZDT, ZO 1D TOHED 25 mg & H WK
NERRMAREAREIN. TOMOFEITLFhERE D
BREDOMEBONETH OMUFEETH o7, ATLD 9
Bk 3 BN EMERD, D6 26 MKRFENTLEE
7, 1 FNIEERENEE L=, PTCL ® 4 Fld 1 FH
PR &7 7z, ATLIZH T 2HEBEDRMRZD 5N~
EMS, BIERWTERY /Ly JTATL 264 &L
e 2 B 25 mg A THBAE Nz, Bt
ATLICH U THENEHAED LT U R REHHS
ENHHBERERSEEIND,

TOMITHATATL I U THFE - TP o FRE
LT, FO0F7V—LaBMERORINTVIY, #
CD30 PR EMF 2T D EOEGHRTH S SGN35,
BERR LN O pralatrexate, T Y > /NERTCEE/R T > -
B )L X— P BEFE TH 5 Purine nucleoside phosphorylase
DOHEZEAR, X513V DOMDOREBEIEREND B,

B #&IC

IR A VA D HTLV-1 B FRRES I L= D
IZxt LT, ATLFIEY A7 D@ HTLV-L % U 7ICH
TEDZFORETH T ONWTONAEIIRERTH S, 7
F Vw7 ATL 358 7t # ik & allo-HSCT TE O
TFRIIKELDDH HMMRAR L L THOISIMERIER I b
NTARETHB, 1> RL2FMATLICH LU TIEEED
AtEE{L T 5 £ T watchful waiting DVEHEIRE TH D,
FOEMTFRIZNT LS EFTIERWV, ATL BENS
LS 5, W78 & watchful waiting @ H I 6L
B9 DIREEN, R - 7 TREICES2X0BEVWERHE
DET, BAELFRBEEEAVWTHEINS Z ENE
E RN

EE D COl (conflicts of interest) BISR ! KR I RENEICHE
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