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Table 3
Results of sequential chemotherapeutic-trials of untreated patients with ATL (JCOG-LSG).
J7801 j8101' ]8701 19109 J9303 JCOG9801
LSG1 LSG1/LSG2 LSG4 LSG11 LSG15 mLSG15/mLSG19
Pts. no. 18 54 43 62 96 57 61
CR (%) 16.7 27.8 419 283 355 404 24.6
CR + PR (%) 51.6 80.6 72.0 65.6
MST (months) 75 8.0 7.4 13.0 12.7 10.9
2 yr. survival (%) 17.0 31.3
3 yr. survival (%) 10.0 219 236 12.7
4 yr survival (%) 8.0 11.6

CR: complete remission, PR: partial remission, MST: median survival time.

the CR rate was significantly lower for ATL than for B-cell NHL and peripheral T-cell lymphoma (PTCL)
other than ATL (P < .001). The MST of the 54 patients with ATL was 6 months, and the estimated 4-
year survival rate was 8%.

In 1987, JCOG initiated a multicenter phase II study (JCOG8701) of a multiagent combination
chemotherapy (LSG4) for advanced aggressive NHL (including ATL). LSG4 consisted of three regimens:
(1) VEPA-B (VEPA plus bleomycin), (2) M-FEPA (methotrexate, vindesine, cyclophosphamide, predni-
sone, and doxorubicin), and (3) VEPP-B, (vincristine, etoposide, procarbazine, prednisone, and bleo-
mycin) [10]. The CR rate for ATL patients was improved from 28% (JCOG8101) to 43% (JCOG8701);
however, the CR rate was significantly lower in ATL than in B-cell NHL and PTCL (P < .01). Patients with
ATL still showed a poor prognosis, with an MST of 8 months and a 4-year survival rate of 12%.

The first phase II trial (JCOG9109) with a pentostatin, which was considered to be a promising agent
showing responses against relapsed/refractory ATL as a single agent, -containing combination (LSG11)
as the initial chemotherapy [38]. A total of 62 untreated patients with aggressive ATL (34 acute, 21
lymphoma, and 7 unfavorable chronic type) were enrolled. Among the 60 eligible patients, there were
17 CRs (28%) and 14 partial responses (PRs) (overall response rate [ORR] = 52%). The MST was 7.4
months, and the estimated 2-year survival rate was 17%. The prognosis of patients with ATL remained
poor, even though they were treated with a pentostatin-containing combination chemotherapy.

In 1994, JCOG initiated a phase II trial (JCOG9303) of an eight-drug regimen (LSG15) consisting of
vincristine, cyclophosphamide, doxorubicin, prednisone, ranimustine, vindesine, etoposide, and car-
boplatin for untreated ATL [39]. Dose intensification was attempted with the prophylactic use of
granulocyte colony-stimulating factor (G-CSF). In addition, non—-cross-resistant agents such as rani-
mustine and carboplatin, and intrathecal prophylaxis with methotrexate and prednisone were incor-
porated. Ninety-six previously untreated patients with aggressive ATL were enrolled: 58 acute, 28
lymphoma, and 10 unfavorable chronic types. Approximately 81% of the 93 eligible patients responded
(75/93), with 33 patients obtaining a CR (35%). The overall survival rate of the 93 patients at 2 years was
estimated to be 31%, with an MST of 13 months. Grade 4 neutropenia and thrombocytopenia were
observed in 65% and 53% of the patients, respectively, whereas grade 4 non-hematologic toxicity was
observed in only one patient.

To confirm whether the LSG15 regimen would be considered as the new standard for the treatment
of aggressive ATL, JCOG conducted a phase III trial comparing modified (m)-LSG15 (Fig. 1) with CHOP-
14 (cyclophosphamide, hydroxy-doxorubicin, vincristine [Oncovin], and prednisone), both supported
with G-CSF and intrathecal prophylaxis [37]. A total of 118 patients were enrolled. The CR rate was
higher in the mLSG15 arm than in the CHOP-14 arm (40% vs. 25%, respectively; P =.020). The MST and
OS rate at 3 years were 12.7 months and 24% in the mLSG15 arm and 10.9 months and 13% in the CHOP-
14 arm {two-sided P =.169, and the hazard ratio was 0.75; 95% confidence interval (CI), 0.50 to 1.13}. In
mLSG15 vs. CHOP-14, rates of grade 4 neutropenia, grade 4 thrombocytopenia and grade 3/4 infection
were 98% vs. 83%, 74% vs.17% and 32% vs. 15%, respectively. Three treatment-related deaths (TRDs), two
from sepsis and one from interstitial pneumonitis related to neutropenia, were reported in the mLSG15
arm. The longer survival at 3 years and higher CR rate with mLSG15 compared with CHOP-14 suggest
that mLSG15 is a more effective regimen at the expense of greater toxicity, providing the basis for
future investigations in the treatment of ATL [40]. The superiority of VCAP-AMP-VECP in mLSG15 to
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Fig. 1. Regimen of VCAP-AMP-VECP in mLSG15. VCAP = vincristine (VCR), cyclophosphamide (CPA), doxorubicin (ADM), prednisone
(PSL); AMP = ADM, ranimustine (MCNU), PSL; VECP = vindesine (VDS), etoposide (ETP), carboplatin (CBDCA) and PSL. * MCNU and
VDS are nitrosourea and vinca alkaloid, respectively, developed in Japan. A previous study on myeloma described that carmustine
(BCNU), another nitrosourea, at 1 mg/kg is equivalent to MCNU at 0.8-1.0 mg/kg. VDS at 2.4 mg/m? can be substituted for VCR,
another vinca alkaloid used in this regimen, at 1 mg/m? with possibly less myelosuppression and more peripheral neuropathy which
can be managed by dose modification.

CHOP-14 may be explained by the more prolonged, dose dense schedule of therapy in addition to 4
more drugs. In addition, agents such as carboplatin and ranimustine not affected by multidrug-
resistance (MDR)-related genes, which were frequently expressed in ATL cells at onset, were incor-
porated [ 10]. However, the MST of 13 months in VCAP-AMP-VECP (mLSG15) still compares unfavorably
to other hematological malignancies, requiring further effort to improve the outcome.

Interferon-alpha and zidovudine

In 1995, Gill and associates reported that 11 of 19 patients with acute- or lymphoma-type ATL
showed major responses (5 CR and 6 PR) to a combination of IFN and zidovudine (AZT) {41]. The ef-
ficacy of this combination was also observed by Hermine and associates; major objective responses
were obtained in all five patients with ATL (four with acute type and one with smoldering type) [42].
Although these results are encouraging, the OS of previously untreated patients with ATL was relatively
short (4.8 months) compared with the survival of those in the chemotherapy trials conducted by the
JCOG-LSG (7-8 months) [43]. Since then, several small phase Il studies using AZT and IFN have shown
responses in ATL patients. The therapeutic effect of AZT and IFN is not a direct cytotoxic effect of these
drugs on the leukemic cells. Enduring AZT treatment of ATL cell lines resulted in the inhibition of a
telomerase, reprograming the cells to a p53-dependent senescence [44].

Recently, the results of a “meta-analysis” on the use of IFN and AZT for ATL were reported [45]. A
total of 100 patients received interferon-alpha and AZT as initial treatments. The ORR was 66%, with a
43% CR rate. In this worldwide retrospective analysis, the MST was 24 months and the 5-year survival
rate was 50% for first-line IFN and AZT, vs. 7 months and 20% for 84 patients who received first-line
chemotherapy. The MST of patients with acute-type ATL treated with first-line IFN/AZT and chemo-
therapy was 12 and 9 months, respectively. Patients with lymphoma-type ATL did not benefit from this
combination. In addition, first-line IFN/AZT therapy in chronic- and smoldering-type ATL resulted in a
100% survival rate at a median follow-up of 5 years. However, because of the retrospective nature of
this meta-analysis based on medical records at each hospital, the decision process to select the ther-
apeutic modality for each patient and the possibility of interference with OS by second-line treatment
remains unknown. A prospective multicenter phase III study evaluating the efficacy of IFNJAZT as
compared to watchful-waiting for indolent ATL is to be initiated in Japan.

Researchers from the UK reported the results of a retrospective analysis in 73 patients with
aggressive ATL (acute ATL, 29; lymphoma ATL, 44) and suggested that chemotherapy with concurrent/
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sequential IFNJAZT as initial treatment might improve survival for both the acute- and lymphoma-
types of ATL compared with chemotherapy alone [46].

Recently, a phase II study of the combination of arsenic trioxide, IFN, and AZT for chronic ATL
revealed an impressive response rate and moderate toxicity [47]. Although the results appeared
promising, the addition of arsenic trioxide to IFN/AZT, which might be sufficient for the treatment of
chronic ATL as described above, caused more toxicities and should be evaluated with caution.

Allogeneic hematopoietic stem-cell transplantation (allo-HSCT)

Hishizawa and coworkers reported the results of a nationwide retrospective study in 386 patients
with ATL who underwent allo-HSCT between 1996 and 2005 with several kinds of conditioning reg-
imens [48]. The 3-year OS for the entire cohort was 33% (95% CI, 28%-38%). Multivariable analysis
revealed 4 recipient factors for a poor prognosis: older age (>50 years), male sex, status other than CR,
and use of unrelated cord blood compared with use of HLA-matched related grafts. Treatment-related
mortality was higher among patients given cord blood transplants; disease-associated mortality was
higher among male recipients or those given transplants not in remission. Among patients who
received related transplants, donor HTLV-1 seropositivity adversely affected disease-associated mor-
tality. Using the same cohort, it was recently found that the development of mild-to-moderate acute
GVHD confers a lower risk of disease progression and a beneficial influence on survival among
allografted patients with ATL [49].

In addition to conventional allo-HSCT, Okamura and associates reported the results of consecutive
multicenter feasibility studies of reduced-intensity allo-HSCT against ATL [50]. Analysis of the com-
bined data from both studies disclosed that grade I-II acute GVHD was the only factor that favorably
affected OS and PFS and the long term prognosis after RIST was promising [51].

More recently, an expanded cohort of the above studies was analyzed for a comparison of mye-
loablative conditioning (MAC) and reduced-intensity conditioning (RIC) for allo-HSCT [52]. Although
no significant difference in OS between MAC and RIC was observed, there was a trend indicating that
RIC contributed to a better OS in older patients. Regarding mortality, RIC was significantly associated
with ATL-related mortality compared to MAC.

The minimal residual disease after allo-HSCT detected as HTLV-1 proviral load was much less than
that after chemotherapy or AZT/IFN therapy, suggesting the presence of a graft-versus-ATL effect as
well as graft-versus-HTLV-1 activity [47].

It remains unclear which type of allo-HSCT (myeloablative or reduced intensity conditioning) is more
suitable for the treatment of ATL. Furthermore, selection criteria with respect to responses to previous
treatments, sources of stem cells and HTLV-1 viral status of the donor, remain to be determined. Recently,
a patient in whom ATL derived from donor cells developed four months after transplantation of stem
cells from a sibling with HTLV-I was reported [53]. To evaluate the efficacy of allo-HSCT more accurately,
especially in view of a comparison with intensive chemotherapy alone, a prospective multicenter phase
Il study of mLSG15 chemotherapy followed by allo-HSCT is ongoing (JCOG0907).

New agents for ATL

Purine analogs

Several purine analogs have been evaluated for ATL. Among them, pentostatin (deoxycoformycin)
has been most extensively evaluated as a single agent and in combination as described above [38].

Other purine analogs clinically studied for ATL are fludarabine and cladribine. Fludarabine is a
standard treatment for B-cell chronic lymphocytic leukemia and other lymphoid malignancies. In a
phase I study of fludarabine in Japan in which 5 ATL patients and 10 B-CLL patients with refractory or
relapsed-disease were enrolled [54], 6 grade 3 non-hematological toxic events were observed among
the ATL patients. A PR was achieved only in one of the 5 ATL patients and the duration was short.
Cladribine is among the standard treatments for hairy cell leukemia and other lymphoid malignancies.
A phase 1I study of cladribine for relapsed/refractory aggressive-ATL in 15 patients revealed only one
PR [55].
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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 lymphoeid 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
ytirium-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 MoADb targeting CD2 and showed efficacy in a murine ATL model. Phase I
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% Cl, 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 II 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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A THEAMmME - U/ E (ATD) 14 1977 &I
i, BALRKIVIRBEINEZREERTHD, MAIH
L, FEMRIEFROZEE T2 THEEALR &
LCR#BENALY, ZOREIC, BEFOHAMMSAMIC
RBELTWEIZ ENE T I AR EDRBERDESHH#H
HENTW/=5, 1981 41213 human T-lymphotropic vi-
rus type I (HTLV-1) 23 ATL DBHE T AN ATH DI &
MREI Nz, 1992 I3, BRKRFREOR#MEFHROE
M5, ATLOBEHZARIC K> TEMR, U NER, 12
HR, <TRDBIOBRLFUSENREIN, F0#%
HEETHESHORECHNENTWVWS Gk D2,
HTLV-1 13, ATL & 0 SEISEWAHS HTLV-1 B8 3 & 5
iE - BVEHERRPE S BB (HAM/TSP), HTLV-1 BE#E T K
TR, Py A N2\ HTLV-1 B s RRGeE B 4
HWRTHH D, LnL IO HTLV-1 BEEERORIE
13, BB EHEEL ATL Th > TH HTLV-1 BHE D5 %
WIRENTHO, KEBOBEFIEREICDR > TEE
BEHED HTLV-1 v U 7 TH DY,

HIATED ATL IS LT, 1990 4850 5 fs B 43 41T
ETDWTHEEOBFENERRE S U THRENICED S
NT&E. ATL O3 FRENHSNTEINSHT, ATL
MDY F L ABENWA D5 TFREEREN & UiREE
OHFEDEATND, RETIEATL OREEE N 5B
BEETIZDONWT, RFOTHE BEEOREZ PO
g a?,

HTLV-1 2 & 3 ATL ONFER & SRR AKE
HTLV-1 OB E LT, Wil %58, Ficf

ENIASABISE > & —RFk  iREER
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HENURRREEDO3IDNRASNT WS, HAM/TSP
MmN S8y ABIGETHIIET 528 E0H 20,
ATLZEDBEORBBORLENF YV T THB I L
mEMS, BHEXEUAAREBRNIBERERO 1 DT
HBIENHENERDTY,

FEEBAR By 7 U%, HFERiEns HILV-1 @ en-
demic area TH 5, —F, EERHFETII HTLV-1 F+
U 73D THTH 5. endemic area IZ B W THKE
HERIZ, BEIDOBLEIZES, & EbIIE<R5,
INBIE, BRBICLBKERENLZETERELIDBE
BETHY, FLMBELIC)RAINETEDEEZLS
NTWwa, X7z, &RHE TCORBERICIIABHOER
DiEW (birth cohort effect) HBE59 5, HTLV-1 @ en-
demic area IZ B 5 FEHE TOH HTLV-1 FikE %
0, AARBRZLAEWTD 0EU LT+ O0—-F 5 &K
THEEIICH D ZENN DONOHBMSMEINTH
0, FHERPEPLELRFRE BREEROELNIN
KBEELTWS EfEEINTNSY,

H ATl 1980 I HR I B D #7 HTLV-1 iR D X &7
U—Z 27BN % B &S BRE3IIEELE
IN7z, HILV-1 O EABEREEIEBATH Y, £i=
ATLREICRBARREORMEBRNLERZ &N
1980 FERICRINAEZZ EN D, BARDZFEME Tl3fE
FLEW O A2 SN, BRABEEDE Ty
U7 EEDEL EBEEATEED TS ENFRENT
& 7=, HTLV-1 ® endemic area ® 1 D TH B EIFIZBL
BF ) TIHBA\ORALEHONTAEE - R TIE, &
DFURIGERREZ TN E TOR 20% 5 54 3% EHITE
FTTETWD, H3XDOBEITDNTIE, BHMATRE
BELAN /22 ENS, BIBBRETIIRL, BEE
BPRENHEEIND, 18TENSOTDEETI,
20 £ T HTLV-1 F v U TR 7,000 ATH - 7= Z
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LEFOSEMATHREEZERLZZENS, £ 1,000
ANDOF ¥ U T ROFETE, 51 ATL OEERE
BRI SR THDH I LMD, 50 AD ATL F4E 2 FBh
TEREHEFINTNDSY,

2 E O HTLV-1 ¥ v U 7 O B4R (2006~07 4) 73,
FIEIER 3% T O HTLV-1 kSR 0 s #EE xh 729,
P EER i (16 5% ~64 &%) 119 5 6 F A H 3,787 A
0.32% M3 tE (BE 0.30%, Zik 034%) THOD, FR
TANWAERERID SO0 EN o= (HBs Ag 0.6%,
HBc Ab 1.6%, HCV Ab 0.5%), HTLV-1 BiE#i3 30 1€
TD0.25%M 5 60 fLTD 1.48% £ TIEHIFEKRIC LR
L TWw/z, 1988 FE D[k DfEHT & g9 5 & HTLV-1
FrUT7HRBEEEZPOLCHECHSLTRD, 2
Fr U TEEFOMBERIE, ThEN 120 FAE
61% M5 108 AANE 46% ~NET L Tz, JuloiE
TREVERNCHZ D00, EEHECHE S E O
HER TR UL AF+ U 7 ENEINERCH 2 Z 03RS
ENTHY, %D TATLIZH ST B EEE - FERMEE? S
DR OHEE IR IEOHFAEDLEESERH N TY
5, UEDEOIBHENREHON LR -2 &5,
JEEFEE & AAERRARERE, BAZEOTRE
BT—RBICHILV HilkgEEITOI L& L,

HAIZIZ 100 FAEEDF v U 7 NEEL, BER
1,000 ASATL Z2RIEL TWB EH#EEIN TN 5,
HTLV-1 Beein 5 ATL BE E TIRIEEERENAICLSD &
EZHNDM, ATL IR REREEITH 60 £ OE KR
ERTHILVA F v U7 DOEBICRET LI ENG,
FHEFENICIIBEE S BREOEETFL NIV TOAXR M E
BTRETDEHEEINTNDS, FOL IR,
< TR0 B/BHER ATL 02RO HE, BEE T
p53, p15INK4B, p16INK4A 72 & DIEIIHEE T D RE -
TROEENZOBEDAIXRNTHDEIENWEIN
TW5, EEERICEEE EZBHINTVERFETS
BICHABETOREZETHIENHD, TOHEIR
BHlicatEl L PEBAB TH o/, Comparative ge-
nomic hybridization 12 & % ATL ® % J L B% DR
T, AR ATL TIHEHR ATL X0 bEMRRET
HBE, VNBERTREMBEERESTENY -2
BHEREE2E29T52E, WDORDFRy FARy b2
HEZEMRHOMERD I, YA/ OT7 LTIEICEDH
R TR MRIC 5 RTANE T, i EmEE
FoFOL >FF—YREETHZ MET CflifaEEIC
BB FTHD TSLCL DRIBTLENREIN TN S,
S SIZIEREDZEFITORENMRITICED, RUa—
LBETHICEPTED 23271 v 7 BB EII R E

&5 miR31 ORBUX T, BREMOBHISED S

1% NF-kB OEERYSIEMERIZBED > T D Z L1458

BR PR M #®54:7

EnEio D,

HTLV-1 i3t L SO oA ) ARSI 1 IV A DR
ERZ2I—-RTBBEFMERTIHN, ITAREON
ATAIVAERRIEY, BABGBTFEZEIRNY, 5F
BMNI— RY 5 tax, rex 72 E13, trans-activation 12& D
TAINABEFOHRSTEERBRTOERE % HHEHT
S, UL LaEENEn Tax EAZ S HILV-L 134
AERNTIFEAERBRLTBSY, IS5ITXATLHED
efafky ) A® HTLV-1 7071 )b 2 DR AR BIRLL
WBESICEID S O FATHBZEMS, HTILV-LIZE S
FNAERIL, YUZARFFUORETHMLNTNE T
WAHENALERIKRES BRDEHHEINTNELY, &
it, HTLV-1 ® LTR & pX SO~ A F AHICa—F &
1% HTLV-1 bZIP factor (HBZ) M EIE 3 #17-, HBZ &

“cJun, JunB/nED BZIP RAA L 2E T HEHMEBERT L4

495, HBZ1Z, tax E BB DTN TO ATL EF TH
BEINnTWwsZ &, siRNAMBITIZE O ATL #ifa O 158
KRBT ZENHLNERD, BB OBEEI RN
Iho0H3Y,
ATLOREBEREBINETHREIZRESI N TWR
Mo 7z, JSPFAD (HZA® HTLV-1 B3y a5k — b 350
BRIEHE) BHSE Tl 2E OMAUFRE T 2002 £ 5 2008 4
FTOHMIC 1,218 f1 (B % 426 #, 22k 792 ) D&
SEBEMEF P 7ARIMEIC 7+ 0 -3, B
F v U7 OFRMIMHATLV-1 U4 NV ZER O S &N A
T 55 I E—/100 KM B iZEk (PBMC) & IEHITIBIA
<, R 1.6 I —/100 PBMC TH o /=, BiRkE
OUANABIERCZELD BBHETES (PRE,
2.10 vs 1.39 I ¥ —/100 PBMC) (p<.0001), 40 &%t &
50 AL A0 MABEI VD BDFRICEN D (FNEN
p=.02 & .007)., E/-FHEREIC ATL 23H 5B A3 \E
EXvbEho/z (bRl 23vs 1.3 I E—/100 PBMO)
(p=.005), 74 0O—7 v FHIZ 14 HiH ATL 2 REL
7=/, INEOEMOR—=ZAFA DI NAEETEE
IZE Mo 7= (range, 4.2~286 1 —/100 PBMC), =
O aAR— MBI B ATL BEERIC D W TS E BT
Lidls, BOHBBRWETTHIoEETIILIE U%
PAE) oiEhic, S 40 RREAL), ATL OFREE, #
[E HTLV-1 iR ENHMORBEEF TH 5 Z ENRE
TN, SR, BEMNES HILV-L DA VW AEE2ES
THEAOBERICEI E W T O ATL RIE T iE D ER R
BHRERN, SERESNEZATLEESVA7F )7
ENRICBITIND ZENEENS,

ATL D&

ATL R AC & o THEFMBARE R DM, B
TEARIG W RE IR BRI IR 9 2 FAEE m e Ml R iU
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(allo-HSCT) oA TH O, hOEMmEBESE & L THED
TPHERETHD, GRmBEILEL, EEERB~OEH
fEm, EEME, SEREMRNIERENTERARR
EREINTWA"Y,

ATL I3 2I8BEOBEHIL, CNETERHAET
ThhTER, 1970 £4X0 5, Japan Clinical Oncology
Group JCOG) @YU »)NEZ V— 7 (SG) Tl ATL
EEQT7 Ly TIERTF Y NE (NHL) Tkt
Uk 7 BR R B E AR THON, UTOHRMNES
nNTnso,

1. i NHL ERICHEERICE D E, WHhHE 1 #
f, B2 HADONWTHO{FEETS, ATLIZESR
EfRR - 2AEFEIETBRIEY > /NE, ATL LSO
THIlEY > NJEIC% D 2 & (JCOGT801, 8101, 9701),
ZLUTATL L OBWNLERMBIT TR TRARK
HFTH-o-7/=Z & JCOG801),

2. 1991 FEIZIZ ATL 0 2 EHFAEIC K 5 F DEHIREEIR
R L TOEZRE, X5 TFRETOMITHERIC
HEOWT, mEMENREINZ & DY 0
HICHEDE, FERARERTHET VL w7 ATL
{BER, U NER, 2L TFHRAEKF (LDH
BUN £/l 7V T ONREME 2FDE@%EHD
ATL 29} 2RI, ATL OAHITHT 2 ERAR
=PI RICERB L TERZZ & JCOGI109, 9303,
9801, 0907),

3. 1990 FERICHEETH > LT 7 F O RFEDT
FHFaARNTA T OB EEERRICHEAAALTHZ
DFFEHEL N>/ E JCOGI109),

4. NHL OE#ERETH 5 CHOP @ 4 #liZ, G-CSF &
FRILER - /MR ZHAT S5 2 Ik DIGERE
B, MINAKIORIEES AT >, T 2T
P2, ANVKRTSF L, ThRIBERAAANDZ
L&D, BEBEETHhrOPFREREMSSHEHER
ATL TEFI] T 2 LK% & (=T & Blood Brain
Barrier # 7R L & 5 & U7z LSG15 kA, #E 2
RBCHEYEREEERLEZZE JCOGI303),

5. MU GCSF, #ifm& 8% 0tH L CHOP % 3 iT
1ENS 2 I 1 B &EERE L&D CHOP-14 &
tb# L T mLSG15 (VCAP-AMP-VECP) #ikl3, #
HIEEN 72 DD, SELEMREK (40% vs. 25%; p=
0.020) &2 3EEFEE (24% vs. 13%; p=0.085)
TEE->ZZEMS, BEIIKFEFNICERETRE
o 7S ATL I U TILSEB k21T 5 BE OFLE
BEN—IREN L2 &, L L VCAP-AMP-VECP
BRIRCE D 3FEREFEHETH 24% &, &
BELOVOBARRTHDHIEMNS, HHBEEZEOHEE
NRAFBTHBHZ L JCOGIKL),

— 638~

4R, alloHSCT i, BHEFAEER (GVHD) &
WL D HEERBITENPBHEA N ATL 218 IC &k 0 B
BE (BB B TED EO®RED, EICHANSD
BHBBEER S L THRN TS, Allo-HSCT
T, BHEMLEBEO®RE, RF— #HEOY—2/kE
WUy UL—>arPldd, FiCATL 3B ERE
WWENWZEMLFOTRNEE LD, BEFEHENA
FEPREFZSHE D RAATIE, FEBE TR, ELBASE
EO7 VL w7 ATLIZHT % BB eI £/ allo-
HSCT (NST) O feasibility study % ™7 1 )L R 878 cor-
relative study & & H > T&E R, TOWH DORRE
BNS, NST MBS ZEICEERE ATLICTES 2 &,
GVHD #f£5 EBEHENDRNWI &, BHEZICIE CTLIE
HERHEL, JANAENRBELDIILEHEL TS
=19 WERBEnEBWEE 2 HEABRNESTTTH
%, —HHAOAAEMMEBEYR T—F > —
T ORI 728 H BT Tid, ATL 239 3 allo-
HSCT Tl bhspgiE vy GVHD 25 S BERN DR L,
EHAERNE NPT NWI &, NST AT EEHEIC
EMEREZEZBEO L TVWAIENREINTEERY,
ATL I2 %9 % allo-HSCT 12 D W T DR EE Y 72 R IR 2t B
3, HBRELIZBFEENPESNTVNS RS TR
W, BEETF O JCOG0907 & BklT, AEBIZHT S
alloHSCT MNZDENWY XV IZAEIREETH 20K
MERIET B0, BEINZSS5BUTOMNRET 7
Ly 7 ATLBEORTENGE LT, #EA[LEEE
ERIAL7Z%, RIP—DHRI NS ICEBIENR
RTALE % % RV /2 allo-HSCT # {79 2 —EDBREDH
St EetEE A N AN AL hO—)LTh DILEE
FEEWET 2IET ¥ LMLOMREERIEE 2 B TH 2.
i, BASEOHEET 2000 455 2010 FICBH S
N/=RMER &) )N ERATL O 807 fl =&t L, T1%
FHRIETIHNIZE X N/-, Ann Arbor BEFERH, PS, 4
g, TITI, WAL 2EAOSEHTOLEICEK
D3FITHTHN, FOEFHEPRME MSD 1ZE,
H, BURIBTENTEN36,73, 162 n ATH o729,
—FH JCOGISG Iz kBT 7L w i 7TATLIZHTS 3D
DEEFRFE JCOGI109, 9303, 9801) IZ&&FX Nz 276
BIOMBATTILIPS & & CaMEIC X DEAEHB T 28
a6, TOMSTIE63 7 HE 1783 HTH o
7219, MIFIESEICEEROESTORE, BHEILH
MEERABRICBINU 268, B TREEREDEEER
HTRE I NS, Wb Validation set 2 W TF
DHERENEREN TS, LrLENSHTFHTHEITE
FNHEECFEEGBHIIBLTHZO 5 EEFEHST
BXEBTHDIEnS, FlAIE “Allo-HSCT D& S 7
BHEEREVWSBENED SBRBEEOEF TR WER
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K1 ATLERRFHEOBEHE CUK 228%)

i E E <THRDE [ AEith DINAY:E R =Y

i HTLV-1 Hifk*? + + + +
U 2 NERE (X10%/mm®) *3 <4 24 <4
B 2 INERE =5%*7 -+ *8 =1% +*8
Flower cell * 5 ‘ no +
LDH <15N =2N
WIE Cafl (mg/dl)*® <11.0 <11.0
FR AT R AR E Nz ) NEIER No -+
RN BE *

il 7

U > NE no yes

FHEX no

i R no

AR R no no

(= no no

a7k no no

- no no

HILE no no

ZERIMORRE THE S N B LG ORI W T & &2RT,

N : IE¥{E LR

MFEARRFEETDEER  BUN> JEEREEM IR, LDH> fEsk M LR, mig 7V 73 > <hasBEAEM TR 1
DTHmMETEHE

*2PA 33 B ik ELISA % Western blot ZEOWTNMATHEETH B I &,
Immunofluorescence %> Western blot 512 £ 0, BHEMIGIHERINTNWAS Z ENEE LW, BlIErTEE ik T,
Southern blot {12 & U, HTLV-1 provirus @ ATL i~ DO A A S ZFERT 5,

BEFEY NEREREE Y DINEREED R O£ DM

* FERESERIITBA 5 v ie ATL il

*SATL 472 flower cell RO LN TH LN,

*OHEIE Ca fHIZLAT O TR 5,
ME7IVT I EZ4.0 (g/dD DBE  HEHNINVILE (mg/dD) =BT LE (mg/d)
ME7IVT I NE<4.0 (g/d) DB - BWEAIN I AE (ng/dD =8IV LME (mg/d) —0.8
(P73 (g/dD) —4]

ORI O RE Y D )ERM BB R TLTRDBEBHEINDITIE, KEDDWEHICHEGENICIEERENHERIN
L5ZENUETH S,

*ERAYIM AR DRF YU > /NERAS 5% KT TR - I3AME L 2H I NI, HEENICERRENMRINS Z &8
PBETHB,

B 2HHTETRVWRN, 5, AlElL 7Ly TATLRADZE) T5F
ARV KRTROE, FHRABRRTZHE~IEY Tid watchful waiting (EREEFEEERLEREAD
BHED ATL, EBRETHHELRRNENLLL  BRIFEOATER NE#REEINTERY, Lk

WEENH D & EHEOBRMARERESTVWI ES LT ORYTFRIZFKIC watchful waiting =912 B #fifia
—639—
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Y >N EBRREICERTRRTH 27, %
BEOARLMATLEEFEZGREL T, BT
13U S SERILIA D ATLIC T 2EEBRED 1 D EH
BRENTOSNHAETIREBRERAN WA > —T 0
Ca Y RITVCOMAERE (FN/AZT EER) B, Z
#EW B T H 5 watchful waiting KD B EHTH B0 EH
ERATH-HICKEEEBIMHIEZH WSS
LMEEE SAERBARIEEI N TS JCOGIIIDY,
4 @ B GRS OREMRAEIL H1CD20 Hifko Y
VFEIRTOBETRESHELE, —HATLEED
THIREY >/ BEICH T S FERRILEN TV D, BA
STIEE, FIREREINOHERENEATHS, 7THIEE
BROMAEE PR TH B CC chemokine receptor 4
(CCRY) 1%, EEHEBITBNT, 114, IL5 13 %D
RIEVET A1 M A1 % EET D Th2 B CD4 BB~
IN— T MR H 2 Wi hI#EE CD4 Bt~V /X — T #ifgic
BROKCRHATZ ZEBMHAISNTHEY, e, 7 hE—
HEERBEDT LINF—EEROSFENEL THEE
ENTW3, —4 THIlEE BT, ATL Dk%
¥, PTICL & CTCL O—# TORBEMNHESN, 1D
CCR4 BBED ATL & PTCLIZ E BIZEEMM L L THF
BARETHo7=, ATL Tid CCR4 BB R ERE %
EHEEICRO ., MEMKEEREGEEE R D, FEHE
D7 IA-A BT ERLOTIRKEEMBREEE
(ADCC) EMHEZUYFIITLIOBDEEREDZH
CCR4 & hMLE / 7 1 —F )L Hifk (Mogamulizumab)
WHATHFEIN, CCR4BMEDOHERE T MRES 25
E RS TTONREY, 7Ly 2T ATLI3 fil %
1 16 Bl B X IZ 0.01 mg/kg » S EBENKRFT T N,
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12 50% (SEEEHEE 31%) ThHolz, EKFENT &
12, BRHEIEWRES EREDRD O ERIC LN TED -
EGITEMN o . 2B LHEEBRRFIRRIC) DNERELD D
REMBEICED LT oz, BEBREFIS &4
FEEOFRBEIZFNTNS2H2HE 3T HHATH-
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1 JCOGD#E#X
(http://www.jcog.jp/basic/profile/organization.html & ¥ 5| %)

1978 1980 1085 1990 1995 2000 2005 2010
LSG6 LSG14  LSG22
———p ——p  —>
JCOG8905 JCOGI305 JCOGI705
1se5  LsG10 LSG16
LBL/ALL JCOG8702 JCOGE004 JCOGY402
DLBCL-R-CHOP
- e
LSGY vs. mLSG4 JCOG0601
Agg-NHL LSG1 MLSG4 1SG19 vs. LSGR0
g > JCOGY002 JCOGO505 LSG17 vs. LSG19 DLBGL-ASCT
JCOG7801 LSG — 2y —
LSG vs. LSG2 SG4 £SG18, JCOGE809 JCOG0908
G JCOG8701 JCOGO506
JCOG8101 Jégé;;; P MOLASGT
s JCOGO508 JCOG0406
ind-B-NHL R-CHOP vs. R-CHOP-14
" L s
JCOG0203
ATL LSG11 LSG15 mLSG15vs. mLSG19_ ATL-allo-SCT
JCOGO109 JCOG9303 ~ JCOG9801 " JCOG0907
RT/DeVIC
N -
KIT-ML JCOG0211-DI
@ LSG8 L.SG13 vs. mLSG8 Mamt-IFN/PSLX BD/TD
JCOG8906 JCOGE301 JCOGO112 JCOG0904
VAD-ASCT
> X
JCOG0005-DI

2 JCOG-LSGIZ &2 1) »/NREFICX T 2 kY L ERARHER
HL ! Hodgkin lymphoma, LBL/ALL : lymphoblastic lymphoma/acute lymphoblastic leukemia, Agg-NHL : ag-
gressive non-Hodgkin lymphoma, Ind-B-NHL : indolent B-cell non-Hodgkin lymphoma, ATL . adult T-cell leu-
kemia-lymphoma, NK/T-ML : NK/T-cell lymphoma, MM : multiple myeloma (SCERY X b B HE)
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[(RUF ) vopE]
8905 HEATHA® Y F VIR A2 C-MOPP/ABVDEE(1SG6) | 1T | 79 |CREA, BEE, Takenaka T, et al
9305 FEHIK Y F UEICT T 5 ABVDEE (LSG14) II | 128 |CREIE, {HEBIIHM | Ogura M, et al
9705 HEATHIR V¥ v (IB, 1B, I, IVEA, F 7-idbulky) iz | 1T | 72% CREI4 (CR+CRu) | Ogura M, et al
xF3 % ABVHEE & BREHE 5 (non-bulky EHI OPREI O
FRAFIE R & bulky mass)
(77 Vv vosfE]
7801  EME vosfEICHT A2 VEPA(VCR, CPM, ADM, PDN)#w: | 1T | 100 Shimoyama M, et al
8101 FEARTYF U yNEIIH T HAVEPA(VCR, CPM, ADM, | rIII | 163 Shimoyama M, et al
PDN)###: vs VEPAM (VEPA+MTX) #&:Drandomized trial
8701 #EATEAIER U F ) Y NE(T, B) 1244 A VEPA/M-| 11 |338|CRE|4A, B 44, |Fukuhara S, et al
VEPA/VEPP-B (1LSG4) EFEHHE
9002 H#EFTHInonATLTB X OB ) U N[EA S E L VES | 111 | 447 | A EIR Kinoshita T, et al
1k b Bt Bk (LSG9 vs mLSG4) .
9203  70R%LL 765 K DO HEITAnon-ATL T&BY /3 E% % | I | 45 |CREIE, AGFElE | MizorokiF, et al
L L@ 7o b a— )V (LSG-16)
9505 High¥ & Uhigh-intermediate risk®aggressive lymphomalZxf | II | 70 | Zf# %14 (CR+PR) |Itoh K, et al
T % 2 DDdose-intensified CHOP#E [ G-CSFF itz 512 & A
Biweekly-CHOP# 1% (LSG19) & High-CHOP# : (LSG20) ]
9506 High$ & Uhigh-intermediate risk®aggressive lym-| Il | 43 |AfFiAH /NEESEFIRN, (E e
phomalZ#f 3 Aup front AHSCT?Dphase II study
9508 EATH], hEEMEI R F ) YSEDowE X Wow- | 1T | 213 | AFFHIR (5 4F) Ogura M, et al
intermediate V) X 7 B (25t 9 5 CHOPH#EE
9809  #1fTHAaggressive lymphomalZxf$ %standard CHOP & | rII1 | 323 | fEH% & A= 7 1 i Hotta T, et al
dose intensified CHOP & o Ve &1L 85t By
0601 RGEMEITIRY A 7OV T AMKMEE Bk >~ | oI | 360 | 3 A 17 2R B#kp
NI A R-CHOPE I BT A Rituximab D 5- 2 &
Va— Vo EENE LT 5 A0 I/ HRE
0908 &Y A7 DLBCLIZ* % B A L (R-CHOP-14#1% | 1l ALY | BfP
% 7213R-CHOP-14/CHASER# ) & K&t (LEED)
DEREICET 5 7 v ¥ 2 bEE AR
(MR ) o/ E]
0203  RIGEEITHEMLE BAIE Y »MEICx 5 2 HCD200U B E+ | r11/ | 300 |11 AH @ Z=xhEl& B ERFR
k&% [Rituximab +standard CHOP(R-S-CHOP) vs Rituximab+ | III T AR ; B AT
Biweekly CHOP R-Bi-CHOP) ] @ 7 » # A {b i 1/111 Atk
[INKHfE ) > 73fE]
0211-DI FHHERFBEINK/THIRE V) > 7 SHE 1233 2 fghiig# & | /11 33 |14H | MMl (DLT, | RANEIE, 132
DeVICH % & D [RRefF L O 1/11 AR ER MTD)
A 2 FAHFEE
DEZAE & S DIPPA - VE -V DA A= TN
8702 B AALL® & Ulymphoblastic lymphomalZxt$ A LSG5#E | 11 | 51 |CR=R Kobayashi T, et al
(VEPA-L#H: & M-VEPAFEDZSEIETE) O 8% 11 H Bk
9004 B AALL® L Ulymphoblastic lymphomalZxt$ 24k | 11 | 147 |3 SEEFEIE Tobinai K, et al
g0 1A ER (LSG10)
9402 AR YoMERMIFS L U oS3 CoNEIC | I | 115 VAR (5 4F) | AT
9 L@ b a— L (55 I AHRER)
(A T Ml B MR/ ) > 7 NE]
9109 R A THIFEHMAR/ ) >~/ SEATL) I3 A3 70 b | 1T | 62 |[CRES Tsukasaki K, et al
I — )V (LSG11)
9303 R A THIBLEIMMAR/ ) > /SfE (ATL) 1239 536870 b | 11 | 96 |EFEE Yamada Y, et al
a— ) (LSG15)
9801 WA T#BEEMR/ Y >~/ 3E (ATL) \2x3 AVCAP/AMP/VECP | 11 | 118 | A fF 11 Tsukasaki K, et al

# ik (mLSG15) & Biweekly CHOP(mLSG19) i< & % 26 I AHER
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0907 A THIEEME - V) 7SI 55 Bnk sy i A=A HA R Bk
B % B 7 R S R R A & ML AR A TZTRTR
T 5% I AHRAER
1111 A THEAMmE - ) B354 ¥ —7x0 I TE AT HA R BT
Yo/Y KT U REE & Watchful Waiting &£ D 8
HIM T v % oL B
(Z5RMERENE]
8906 EMEE HIME (AT A COP-MP#EE: (1LSGS) I | 81 |ExEE Takenaka T, et al

9301 &3S ME BEME O EAE AL B ER (LSG13/mLSGS) L | 210 | A= fEEA RS

0112 ZRMEMETT A EREAREENRE P15 & Li-nterferon- | 1111 | 34 | MEIEEATFEIME
o, prednisolonelZ & 5 #ERHEEDE M AR > ¥ 1AL B ER

0005-DI %515 BEME 2449 A VADIEE: B & OV H Ok Ry sl
f Bl K &AL 258 O Phase 11 study

0904 T - B - BRI S R E BB IS A bortezomib +DEX | rII
(BD) & thalidomide + DEX(TD) @ 5 » ¥ L 4v % 11 AR

SRS T A A P

Takenaka T, et al
BRI

* AT RS RICED (BT T TOBHEEH

Aggressive NHL
All IPI, age<70, PS<3

|

Randomization
Stratification: Institution, IP! (L+LI/HI4+H)

|
! l

S-CHOP Bi-CHOP
Every 3 weeks Every 2 weeks
X 8 courses X 8 courses

standard new

a 02

Progression-free survival

1.0
%)
& 08
06 S-CHOP Median PFS=2.83Y
e _(n=161) 8Y %PFS=41.5%
£ 04 i
2 Bi-CHOP
O g2 (n=162) Median PFS=256M
a 8Y %PFS=38.4%
00123 4 5 6 7 8 9 10
Years after randomization
% Planned dose: doxorubicin
1.0 .
0.8
s S-CHOP
£06 (n=160)

8 0.4
S0

,,,,,,, - (n=160)
00530 20 30 40 50 60 70 80 90 100 110
Achievement quotient/planned dose (%)

3 JCOG9809 : EfTHaggressive lymphomalZ3dd standard CHOP &dose intensified CHOP

& DEFA{CIEEGER

NHL : non-Hodgkin lymphoma, IPI . International Prognostic Index, PS . performance status,

PES : progression-free surviva, MDS : myelodysplastic syndrome

TLUTATVY, V) ooS3EsRiEY) v SE L ATLR &
RIEMET M) N EXFHEARTHL L%
Ho»iZL, 2080BEN LEEICET
(JCOG7801, 8101, 8701) .

727 Ly Y 7NHLIZx LTS 2,5 3 #Lo
TEEREDSTFHROWE LR E 2\ 2 & HT19904
AR DEERRER 7V — 7B X ULSGY bR &
NIZZEIZL Y, HIRCHOPASEEH e E & S /-
(JCOG9002)+% . [mEE#AIC, DLBCLE: F & L7~
77 Ly ¥ 7NHLOF#Fll & BRLICInterna-

(SCHkY & 0 5 HEE)

tional Prognostic Index(IPI) " TH 5 Z & 4%
RENTHE, ENANOERAE TIE LR
AT&5 X927k ->7:GCSF & BREMHME
HE(ASCT) 12 & BIBHEREDT v T2 L B FHRD
UEEAHIRELY. Lo LT /L v & 7NHL
2339 AJCOGIR09AER Tk, CHOP-14F£ DR
EAfFES (PFS) "CHOPE: % LRSS, FA Y
PHOEBORBRERER L7722 Db, 1E
PR % 545§ % dose-dense L E DO FEMI 12—
AEHELE7(X3).
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JCOG9809:4 Bk CCHOPIZCHOP-147%°f & 7%
MolzZ &, 20025 AL E1172GELA (Groupe
d’Etude des Lymphomes de ’Adulte, France) ®
B CDLBCLIZX L TCHOPIZ < TR-CHOPAS
SHEFES(0S) ZHELZZ LMD, JCOGTIE
TG OR-CHOPIZ s 5 i6RE R BR T A 7:0
12, FRFPHRY A7 (L/LDEEEY A7 (HI/
H) 2 % % 512200648 0> 5 & 20094E5 5 2 DD
ERZBIME L7279, BIEIIRIBECD205 1 DLBCL
12379 ARCHOPHREIZBIT A ) VX 2 7TDE
B GEERHL T A7200D T v 7 2405 /U4
AE(JCOG0601) TH Y, BA1ED) vF I~
7X8[Ek 3BT L OCHOP% ¥ % KERIA
EORW-CHOPZS, V¥ w7 DfAfiEEx &
BIIED 5 2 LI & ) EHEEEDOR-CHOPIZ X
TPFSOUER 6T 0% RGET 5 (K 4). %

MEAR 5655 %15

#Fid, KGEDOCD20BER ) A 7 DLBCL%A 315
L LT, ASCT# 9 KELSEH: (LEED#E )
W2 o TITD U v U< T FE AL E
& LT, CHOP-14/&3: & CHOP-14/CHASERE
DWTNHELE D % F 72 5 FHlEEH OPFS THIMT
557 ¥ 2 b5 T HAER(JCOG0908) TH 5
(X 5).

DLBCL k& {&EME B #ifz ) >~ 3fE& (IBML) ©
HREOFRE L VEIRETH LI ENLT Ly
VT BY VSENLGEEES N Y MVHEREY
VOSEEICH LT, FROKRD S FOF LW ERE
EN7) Y F v T e HORM MBS
A O KELZEF:DLE I HHEE (JCOG0406) 78
EHHThH b,

VEABEAMREB ) //\E ¥ CD20 (+) DLBCL
20~798%, IPI: /LI, KAE HI, H U X 7 8% (age adjusted IPI)
T § E# 20 EBSRLLT
4 £ v
#&E%, bulky mass, Fi#h 1 X IN (7 \
I [
v } I i
R-CHOP RW-CHOP BB
Bi-RCHOP#E %
ABE 33—X
Bi-RCHOP#& % v
6a-2A BE:
CHASERE &
30—2X
! ' }
PD Auto-PBSCTHtH
il { v KE{bFHEE (LEEDHEX)
70k O—ILAEKRT _ ¢‘
. CROIBE, HME: CHEAREANS PR - 1 SR IER
7O kA AR T S OPRS & OB RO AR IFRT
BRELEL v v
+ Bulky mass N\ DBIMEHERE 2 1TH &0 R . EET CEAHE
- EHEME | Zrituximabls K AR EETHh W

4 JCOGO0601 .

& L5 24 LAESE N FERER

IPI : International Prognostic Index, PD : progressive dis-

ease, CR . complete response, PR . partial response

(http://www.jcog.jp/basic/org/group/lsg.html & V) 5[H

)

BEETHEY ZIBEOUEAM
A#REE B #fZ /NBEICHE § B R-CHOPEAIC
H1F BRituximabDIwE X 7 1 — VDT & BRY

5 JCOGO0908 : & X UDLBCLICX T 2 EALL
%% (R-CHOP-14 & % /- I R-CHOP-14/
CHASERE %) &£ KE{b¥ %% (LEED) DEH
MICEET 25 4 L1EE || FBEER

DLBCL : diffuse large B-cell lymphoma, IPI : Interna-

tional Prognostic Index, PR . partial response, IFRT :

involved-field radiotherapy

(http:/ /www.jcog.jp/basic/org/group/lsg.html X Y 5|
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(WABD 7 7Ly 7)) v oSHE &8 UiasREI @ 0.2 ATL
L5k, wbsE LM, 2o 0.0 : : : : : .
DIVERETY, ST & SAAEHAT B Al © T s O

Fa ) voNBE, ATLUAL O THERE Y »oSfEICE 5
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i b FRAREEF CH- 722 & (JCOG8701) ATL ! adult T-cell leukemia-lymphoma

(K 6). (SCHRY & 0 B
(2) 19914F I IFATLO Z EFHE IS £ 2 € DEHk

T ERRRE & FRIATOBITHRICEDNT, (4) NHLOHZEE IR TdH 5 CHOPD 4 HIZ, G-

RIS ARE L, ZORBSHEICESE, & CSF & FRIMER - M/MREgIL % T2 2 &2k D
PRI, ) VOSEER, 2L CFRBRARRTEED BERELYED, TZLAFY, EyFYy, &
TBYER & 35212, ATLO &S 5 ERREER % L VETIF Y, ThEY FEEAANTVCAP-
Fedkim B2 E R LT & 722 & (JCOG9109, 9303, AMP-VECP# #7035, [ L { G-CSF%HtH LCHOP
9801, 0907) . %3 1EDS 25812 1[0 L IAEREL SO

(3)1990ERNTEETH o727 ) 7 Fa s 7:CHOP-U4ICEaEHR L &3 FEFHEGTL
PELHMAAATLZDOFHRIIUEL 2h o7 flo7-Z 8128, ATLICH L TIE3EER1T S

2 £ (JC0G9109). Y6 O BETRIR /S —IEREL L 7277, VCAP-AMP-
Aggressive ATL, age<70
acute-, lymphoma- or unfavorable chronic
Randomization VCAP-AMP-VECP compared with biweekly
Stratification; Institution, PS (0, 1/2~4) CHOP for adult T-cell leukemia-lymphoma:
I Japan Clinical Oncology Group Study JCOG9801
l l 1.0 Hazard ratio=0.75 (95%Cl: 0.50~1.13)
CHOP-14 VCAP—AMP : one sided P=0.085 (0.029 after adjustment
—VECP 3 of charact. at reg.)
v 08
X8 X 6 © & MST=13M

Wlth G"CSF and lT Wlth G‘CSF and IT g 0.6 \, syr °/oOS=24% CR rate

X 3 of Ara-C, MTX X 3of Ara-C,MTX § o4 %&H — VCAP-AMP-VECP (n=57) 40%

and PSL and PSL g > , —Bi-GHOP (n=61) 25%
standard new o s . p=0.02

MST=11M
3yr %0S=13%
0.0
0 1 2 3 4 5 6 7
Years after randomization
L ’

7 JCOG9801 : Ak A T #BZEINFR/ ) > /NIEIZ3 9 5 VCAP/AMP/VECPE A (mMLSG15) &
Biweekly CHOPHE % (mLSG19) 12 & 25 11l #HERER

ATL : adult T-cell leukemia-lymphoma , PS : performance status, G-CSF : granulocyte colony-stimu-

lating factor, IT : intrathecal, MTX : methotrexate, PSL : prednisolone, MST : median survival time,

OS ! overall survival, CR : complete response (SCHRY & 0 B IHSE)
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EEEET S T8 EKAEATL
HBdWIT
FHRABRATF2H & & VVBHEKAEATL
20/l E, 75T

PR N |4
EIMIREEF | Ex, RE (<78 B/ISMHE), F§# (39m LI T/40/mLILE)

A B . watchful waiting ({Z%£555%) B B | IFNwAZTEZ (RERAEE)

B WASED : IFNo 300H8f, 1 B 1 BE T

AZT 600mg, 1 H 3 HRZORR

BAEED . IFNo 600HEAI, 1 H 1 BIETFiEs

AZT 600mg, 1 B 3 BEROARR

Y 0 IFNoo 3007Bifr, 1 B 1 EETESH

AZT 400mg, 1 B 2 BERECOAR

70 M- LR EPIERMEIC 70 ba—JLBESRIERREIC
MUY DET, AENRE BT DET, AEME

9 JCOG1111 A TMEEMmME - ULNEBICHTZ1>2—Tz0 o/ FTIHHE
& & Watchful WaitingfEE DS 11 85 > 4 L{EHEEEER
ATL : adult T-cell leukemia-lymphoma, IFNo : interferon-alpha, AZT : zidovudine
(http://www.jcog.jp/basic/org/group/lsg.html & ¥ 51 HZ)
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$ 5allo-HSCTAS ZF D@\ Y A 7 12 RA S G
THDLPEDERIET H 72012, 208 -551%
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