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The exploration of new drug for the treatment of Notch-active tumor cells.
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It was_known that more than 50% of human T-ALL have activating mutations
that generate constitutive active form of of NOTCH1. However, the gamma-secretase inhibitors
(restrain the ﬁroteolysis of Notch receptor) have never been widely administrated because of their
toxicity. We show that Lmo2, frequently expressed in hematopoietic stem cells and a high-risk
subtype of T-ALL with stem cell-like features (ETP-ALL), contributes to the maintenance of their
differentiation potential toward T cell lineage and its repression induces their cell death with
Notch signaling. Lmo2 is adaptor protein in transcriptional complex and preserve cell viability via
Bcllla and Bcl2. Moreover, the reduction of Lmo2 in originally established murine ETP-ALL-like cells

also leads growth arrest. These results raise the possibility that Lmo2 is a potent target of newly
identified drug for ETP-ALL.
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