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Progress in the treatment of adult T-cell leukemia-lymphoma
using methods other than hematopoietic stem cell transplantation

Atae Utsunomiya

Summary Adult T-cell leukemia-lymphoma (ATL) is a peripheral T-cell malignancy with a poor
prognosis caused by human T-cell leukemia virus type-I. ATL is divided into four clinical subtypes,
i.e., acute, lymphoma, chronic, and smoldering, and the therapeutic strategy for ATL patients is
determined based on the clinical subtype. Prognoses for aggressive types of ATL, including the
acute, lymphoma, and unfavorable chronic types, are dismal when chemotherapy is used. Although
allogeneic hematopoietic stem cell transplantation (allo-HSCT) for ATL is expected to be the only
effective therapeutic option, it has several issues, including transplant-related mortality and relapse
after allo-HSCT. Recently, outcomes for patients with aggressive ATL have improved owing to the
development of new drugs, including molecular targeted drugs. The anti-CC chemokine receptor 4
(CCR4) monoclonal antibody mogamulizumab is effective for relapsed or refractory ATL, and
when combined with chemotherapy, it is effective for untreated aggressive ATL patients.
Lenalidomide is effective for relapsed or refractory ATL. Other new drugs, such as nivolumab,
HBI-8000, abacavir, and an EZH1/2 dual inhibitor, are currently being investigated for relapsed or
refractory ATL patients in Japan. Furthermore, immunotherapy approaches using peptide-based

vaccines or cancer testis antigen are also being developed.
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Diagnosis of ATL and Therapeutic Strategy

Positivity for anti-HTLV-1 antibody,
Diagnosis of mature T—cell malignancy, Monoclonal integration of HTLV-1

— Aggressive type

Acute Lymphoma

| Indolent type — ]

Chronic Smoldering
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Unfavorable chronic

Favorable chronic
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*chemotherapy: VCAP-AMP-VECP, CHOP14,
CHOP21, mEPOCH, ATL-G-CSF
=antiviral therapy except lymphoma type : AZT/IFN

\l/ \ultrawolet surgery, radiation
| CRPRSD | PD, Relapse

l

allo-HSCT if obtained remission and in good PS
*MAC: patient age up to 55 years
*RIC: patient age 50-70 years

ATLOFZHT & GHET IV T A L
CR: complete remission (5¢ 4 % fif)

Fig. 1

progressive disease (JE)

HE)

PS: performance status (—f%JIREE) ;

; PR: partial remission (745 % fig)
; allo-HSCT: allogeneic hematopoietic stem cell transplantation ([
MAC: myeloablative conditioning (‘&

=watchful waiting
=antiviral therapy : AZT/IFN
=skin directed therapy : topical steroid,

=molecular targeting therapy : anti-CCR4
salvage chemotherapy : mEPOCH,

hyper CVAD, clinical trial using new agents
*allo-HSCT:MAC, RIC
-palliative radiotherapy
*best supportive therapy

; SD: stable disease (A%) ; PD
Tl 7 i s A A2
TR SE A AT ALEE ) RIC:

reduced intensity conditioning (F-HEIEREELAY AT ALE ).
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Table 1 ATLIZX 3 % Frll3E#1 B 36
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HB-18000 (NCT02955589)
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DS-3201b (NCT02732275)
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ATL: adult T-cell leukemia-lymphoma, PD-1: programmed death-1,
HDAC: histone deacetylase, NHL: non-Hodgkin’s lymphoma.
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