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expression varies among patients, with an overall
expression rate lower than 50% in one study but
not in another [140, 141]. ATL cells frequently
express CD52 as compared to other PTCLs. The
humanized anti-CD52 monoclonal antibody
alemtuzumab is active against CLL and PTCL as
a single agent. The combination of alemtuzumab
with a standard-dose cyclophosphamide/doxoru-
bicin/vincristine/prednisone (CHOP) regimen as
a first-line treatment for 24 patients with PTCL
showed promising results with CR in 17 (71%)
patients, 1 had a partial remission, with an overall
median duration of response of 11 months and
was associated with mostly manageable infec-
tions but including CMV reactivation [142].
Major infections were Jacob—Creutzfeldt virus
reactivation, pulmonary invasive aspergillosis,
and Staphylococcus sepsis.

ATL cells express CD52, the target of alemtu-
zumab, which was active in a preclinical model
of ATL and toxic, to p53-deficient cells, and sev-
eral ATL cases successfully treated with this
agent have been reported [143-145].

Siplizumab is a humanized MoAb targeting
CD2 and showed efficacy in a murine ATL model.
P1 dose-escalating study of this agent in 22
patients with several kinds of T/NK-cell malig-
nancy revealed six responses (two CR in LGL
leukemia, three PR in ATL and one PR in CTCL).
However, four patients developed EB V-associated
LPD [146]. The broad specificity of this agent
may eliminate both CD4- and CD8-positive T
cells as well as NK cells without affecting B cells
and predispose individuals to the development of
EBV lymphoproliferative syndrome.

CCRA4 is expressed on normal T helper type 27
and regulatory T (Treg) cells and on certain types
of T-cell neoplasms [63, 94]. KW-(0761, a next
generation humanized anti-CCR4 mAb, with a
defucosylated Fc region, exerts strong antibody-
dependent cellular cytotoxicity due to increased
binding to the Fcy receptor on effecter cells [147].
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 3 PTCL) revealed that
one patient, at the maximum dose (1.0 mg/kg),

developed grade (G) three dose-limiting toxic
effects, namely skin rashes and febrile neutrope-
nia, and G4 neutropenia [148]. Other treatment-
related G3-4 toxic effects 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%
CI, 11-59%) achieved objective responses: two
complete (0.1; 1.0 mg/kg) and three partial (0.01;
2 at 1.0 mg/kg) responses. Three out of thirteen
patients with ATL (31%) achieved a response
(two CR and one PR). Responses in each lesion
were diverse, that is, good in PB (six CR and one
PR/seven evaluable cases), intermediate in skin
(three CR and one PR/eight evaluable cases), and
poor in LN (1 CR and 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. Recently,
results of subsequent phase II studies at the
1.0 mg/kg in relapsed ATL, showing 50% of
response rate with acceptable toxicity profiles,
were reported [149]. Also, a phase II trial of sin-
gle agent KW-0761 at the 1.0 mg/kg in relapsed
PTCL/CTCL and a phase II trial of VCAP-AMP-
VECP combined with KW-0761 for untreated
aggressive ATL are ongoing.

Other Novel Agents

Pralatrexate (Folotyn) is a new agent with potent
preclinical and clinical activity in T-cell malig-
nancies including ATL [150--152]. The agent is a
novel anti-folate with improved membrane trans-
port and polyglutamylation in tumor cells and
high affinity for the reduced folate carrier highly
expressed in malignant cells. Other potential
drugs for ATL under investigation include a
proteasome inhibitor, bortezomib (Velcade),
and an immunomodulatory agent, lenalidomide
(Revlimid) [153~155].
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Table 8.3 Strategy for the treatment of Adult T-Cell Leukemia-Lymphoma

Smoldering- or favorable chronic-type ATL

»  Consider IHCIUSIOII m

° Symptomatic patients (skm lesions, opportumsﬁc mfectlons etc D Consuier 'AZT/IFN or Watch and Walt o

° Asymptomatic patients: Consider Watch and Wait
Unfavorable chronic- or acute-type ATL

e It outside clinical trials, check prognosélc factors: (in?:ludmg chmcal and molecuiar factors 1f p0551b1e)

—~ Good prognostic factors: consider chemotherapy (VCAP-AMP—VECP evaluated by a phase I trial agamst
biweekly-CHOP) or AZT/IFN (evaluated by a meta-analysis on retrospective studies)

— Poor prognostic factors: consider chemotherapy followed by conventional or reduced mtensiwty allo-HSCT

Lymphoma—type ATL B

° Ifoutside chmcal tnéls consider chemotherapy (VCAP—

_ (evaluated by retrospective and prospective Japanese analyses, respectively).

tial therapy Consider convennonal or reduced intensity al]o HSC’I'

° Check prognostic factors (including clinical and molecu}ar‘factors 1f posmble) and response to chemotherapy

-~ Good prognostic factors and good response to  initial therapy Consider chemotherapy followed by

observanon

— Poor prognostic factors or poer respome to initial therapy Consider chemotherapy foilowed by conventional

or reduced intensity allo-HSCT

[Based on data from Tsukasaki K, Hermine O, Bazarbachi A, et al.: Definition, prognostic factors, treatment, and
response criteria of adult T-cell leukemia-lymphoma: A proposal from an international consensus meeting. J Clin Oncol

27:453-459, 2009.]

Prevention of ATL

Two steps should be considered for the prevention
of HTLV-1-associated ATL. The first is the preven-
tion 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. 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 (Joint Study of Predisposing
Factors for ATL Development) [83]. Also, no agent
has been found to be effective in preventing the
development of ATL among HTLV-1 carriers.

Ongoing Clinical Trials

Clinical trials have been paramount to the
recent advances in ATL treatment, including
assessments of chemotherapy, AZT/IFN, and
allo-HSCT. Recently, a strategy for ATL treat-
ment, stratified by subclassification, prognostic

factors, and the response to initial treatment as
well as response criteria was proposed (Table 8.3)
[57]. The recommended treatment algorithm for
ATL is shown in Fig. 8.2. However, as described
in this chapter, ATL still has a worse prognosis
than the other T-cell malignancies [156]. There is
no plateau with an initial steep slope and subse-
quent gentle slope without a plateau in the sur-
vival curve for aggressive or indolent ATL treated
by watchful waiting and with chemotherapy,
respectively, although the prognosis is much bet-
ter in the latter [14, 61]. A prognostic model for
each subgroup should be elucidated to properly
identify the candidate for allo-HSCT which can
achieve a cure of ATL despite considerable treat-
ment-related mortality. Although several small
phase II trials suggested IFN/AZT therapy to be
promising, no confirmative phase III study has
been conducted. Furthermore, as described in the
other chapters in detail, more than ten promising
new agents for PTCL/CTCL including ATL are
now in clinical trials or preparation. Future clini-
cal trials on ATL as described above should be
incorporated to ensure that the strategy as shown
in Table 8.3 is continually updated to establish
evidence-based practical guidelines.

._.36.._
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RN SH LIRS, BRI ATL (graft-versus-ATL : GVATL) #hEAEH L R RHEK
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555, € L CHMIMEMIBHNILEIL50~70 8 CGEMEOHEIZ6RIET) 2HRETHI LN
EHRLBRABTCRITDR TS 9%, B4, MFEHTLV-1% v U7 FFr—»256d allo-HSCT
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