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            Abstract
The long-term survival of patients with acute myeloid leukemia (AML) is dismally poor. A permanent cure of AML requires elimination of leukemic stem cells (LSCs), the only cell type capable of initiating and maintaining the leukemic clonal hierarchy. We report a therapeutic approach using an activating monoclonal antibody directed to the adhesion molecule CD44. In vivo administration of this antibody to nonobese diabetic-severe combined immune-deficient mice transplanted with human AML markedly reduced leukemic repopulation. Absence of leukemia in serially transplanted mice demonstrated that AML LSCs are directly targeted. Mechanisms underlying this eradication included interference with transport to stem cellâ€“supportive microenvironmental niches and alteration of AML-LSC fate, identifying CD44 as a key regulator of AML LSCs. The finding that AML LSCs require interaction with a niche to maintain their stem cell properties provides a therapeutic strategy to eliminate quiescent AML LSCs and may be applicable to other types of cancer stem cells.
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                    Figure 1: In vivo activation of CD44 by administration of H90 inhibits AML cell growth in NOD-SCID mice.[image: ]


Figure 2: Differentiation of immature blasts induced by H90-mediated CD44 activation in vitro and in vivo.[image: ]


Figure 3: Selective inhibitory effect of H90 on SL-IC.[image: ]


Figure 4: Inhibition of AML cell homing and transendothelial migration by CD44 ligation.[image: ]


Figure 5: Alteration of migratory behavior of primitive AML cells due to H90 treatment.[image: ]
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