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Defucosylated Anti-CCR4 Monoclonal Antibody
(KW-0761) for Relapsed Adult T-Cell Leukemia-Lymphoma:
A Multicenter Phase II Study

Takashi Ishida, Tatsuro Joh, Naokuni Uike, Kazuhito Yamamoto, Atae Utsunomiya, Shinichiro Yoshida,
Yoshio Saburi, Toshihiro Miyamoto, Shigeki Takemoto, Hitoshi Suzushima, Kunihiro Tsukasaki,

Kisato Nosaka, Hiroshi Fujiwara, Kenji Ishitsuka, Hiroshi Inagaki, Michinori Ogura, Shiro Akinaga,
Masao Tomonaga, Kensei Tobinai, and Ryuzo Ueda
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Purpose

AdSIt T-cell leukemia-lymphoma (ATL) is usually resistant to conventional chemotherapies, and
there are few other treatment options. Because CC chemokine receptor 4 (CCR4) is expressed on
tumor cells from most patients with ATL, KW-0761, a humanized anti-CCR4 monoclonal antibody,
which markedly enhances antibody-dependent cellular cytotoxicity, was evaluated in the treat-
ment of patients with relapsed ATL.

Patients and Methods

A multicenter phase Il study of KW-0761 for patients with relapsed, aggressive CCR4-positive ATL
was conducted to evaluate efficacy, pharmacokinetic profile, and safety. The primary end point
was overall response rate, and secondary end points included progression-free and overall survival
from the first dose of KW-0761. Patients received intravenous infusions of KW-0761 once per
week for 8 weeks at a dose of 1.0 mg/kg.

Results

Of 28 patients enrolled onto the study, 27 received at least one infusion of KW-0761. Objective
responses were noted in 13 of 26 evaluable patients, including eight complete responses, with an
overall response rate of 50% (95% Cl, 30% to 70%). Median progression-free and overall survival
were 5.2 and 13.7 months, respectively. The mean half-life period after the eighth infusion was
422 * 147 hours (*+ standard deviation). The most common adverse events were infusion
reactions (89%) and skin rashes (63%), which were manageable and reversible in all cases.

Conclusion

KW-0761 demonstrated clinically meaningful antitumor activity in patients with relapsed ATL, with
an acceptable toxicity profile. Further investigation of KW-0761 for treatment of ATL and other
T-cell neoplasms is warranted.

J Clin Oncol 30. © 2012 by American Society of Clinical Oncology

poside, carboplatin, and prednisone), resulted in
median progression-free (PFS) and overall sur-

Adult T-cell leukemia-lymphoma (ATL) is an ag-
gressive peripheral T-cell neoplasm caused by hu-
man T-cell lymphotropic virus type I. The disease
is resistant to conventional chemotherapeutic
agents, and there currently exist limited treatment
options; thus, it has a poor prognosis.'™ A recent
phase IIT trial for previously untreated patients
with aggressive ATL (acute, lymphoma, or unfa-
vorable chronic type) age 33 to 69 years demon-
strated that a dose-intensified multidrug regimen,
VCAP-AMP-VECP (vincristine, cyclophospha-
mide, doxorubicin, and prednisone; doxorubicin,
ranimustine, and prednisone; and vindesine, eto-
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vival (OS) of 7.0 and 12.7 months, respectively.’
This remains unsatisfactory compared with re-
sponses in other hematologic malignancies. Allo-
geneic hematopoietic stem-cell transplantation
has evolved into a potential approach to treating
patients with ATL over the last decade. However,
onlyasmall fraction of patients with ATL have the
opportunity to benefit from transplantation, such
as those who are younger, have achieved sufficient
disease control, and have an appropriate stem-cell
source.>” Therefore, the development of alterna-
tive treatment strategies for patients with ATL is
an urgent issue.
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