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Innovations in anti-CCR4 antibody therapy based on elucidation of molecular
dynamics of CCR4 mutants

Hiramatsu, Hiroaki
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In this study, | anal¥zed genetic mutations in ATLL patients before and
after treatment with mogamulizumab. C-terminal deletion mutant of CCR4, which is observed in around
30% of ATLL patients, was found to induce ligand-dependent anti-apoptotic signals, and several
proteins were identified that may bind to CCR4 of C-terminal deletion mutant specifically. Analysis
using pre- and post-treatment PBMCs from ATLL patients who acquired resistance during Mogamulizumab
treatment revealed that CCR4 mutations associated with resistance occurred only after treatment.
Among them, CCR4 with mutations in transmembrane regions could be localized to the cell surface by
adding a small molecule compound that binds to CCR4, restoring the cytotoxic activity of
Mogamulizumab, indicating its potential as a future combinatorial drug.
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