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Elucidation of the mechanism of ATLL development and identification of leukemic
stem cell profiles using a mouse model
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We analyzed mice transfected with the viral gene HBZ (HBZ TG), mice
transfected with a CARD11 mutation that activates the TCR-NFk B pathway (CARD11mut TG), and mice
with a combination of these abnormalities (compound TG). HBZ TG and CARD1lmut TG cause a slow onset
of lymphoproliferative disease, and compound TG causes a rapid onset of lymphoproliferative disease
with T cell infiltration of organs, and that these mouse models recapitulate ATL pathology.
Compound TG showed increased expression of a variety of proliferation-related gene sets and
recapitulated approximately 80% of the aberrant gene sets found in human acute type ATL specimens,
suggesting that NFk B activation associated with mutations in TCR-NFk B pathway molecules and
expression of the viral gene HBZ form the molecular basis of ATL.
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