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Elucidation of the pathogenesis of HTLV-1-related diseases and exploration of
new therapeutic strategies using genetically engineered mice
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We created and analyzed mouse models of adult T-cell leukemia/lymphoma
caused by human T-cell leukemia virus (HTLV-1). HBZ transgenic mice (HBZ-Tg) showed chronic
inflammation and lymphadenopathy in about 10% of mice by 48 weeks of age. In mice transduced with a
driver mutation, CARD11E626K, about 50% of the mice showed lymphadenopathy at 24 weeks of age. In
mice with both HBZ and CARD11E626K, about 70% of the mice showed lymphadenopathy at 24 weeks of age.

They also showed infiltration of T-cells into various organs and shortened survival. Based on these
models, researches on the pathogenesis of ATL and the novel therapies targeting the driver mutation
are ongoing.
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