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Background

The receptor for macrophage derived chemokine (MDC)
and thymus- and activation-regulated chemokine (TARC)
CC chemokine receptor 4 (CCR4) is over expressed in sev-
eral T-cell malignancies including HTLV-1 related ATL
where approximately 90% of malignant cells have been
shown to over express this chemokine receptor. The HTLV-
1 transactivator gene (Tax) does not directly induce CCR4
expression. Rather, expression of CCR4 is controlled by the
constitutive activation of several transcription factors in
HTLV-1 infected cells. Inhibiting the expression of these
transcription factors with small-interfering RNAs has been
shown to block CCR4 expression and also reduce prolifera-
tion of the affected cells. Patients with CCR4 positive ATL
are more likely to have skin involvement and shorter overall
survival (OS; median 9.5 months) compared with CCR4-
negative (20.6 months) patients. Mogamulizumab is a defu-
cosylated, humanized, monoclonal antibody with enhanced
antibody-dependent cellular cytotoxicity (Potelligent®)
against primary ATL cells that bind to CCR4.

Methods

This study includes patients with previously treated ATL,
excluding smoldering type, who have relapsed or are
refractory after at least 1 prior systemic therapy. CCR4
expression is not required for eligibility. Patients are ran-
domized (2:1 ratio) to either mogamulizumab or Investi-
gator’s choice (pralatrexate; gemcitabine plus oxaliplatin;
or dexamethasone, cisplatin and cytarabine) and stratified
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by disease type (ie, acute, chronic, and lymphomatous).
Patients who progress on the Investigator’s choice regi-
men may cross over to treatment with mogamulizumab.
The primary endpoint is the overall response rate. Effi-
cacy evaluation is based on the Tsukasaki criteria and
includes assessment of lymph nodes, extranodal masses,
the spleen, liver, skin, peripheral blood, and bone mar-
row. Safety analyses and an exploratory evaluation of
mogamulizumab exposure-response relationship will be
performed. The study is being conducted in the US,
Europe, Martinique and South America. As of 19 February
2015, 67 of 70 planned patients have been randomized.
Clinical Trials.gov identifier: NCT01626664.
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