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Tribl is an important adaptor that connects the MAP kinase pathway with C/EBPa in
leukemogenesis
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Tribl is a collaborator of Hoxa9/Meisl in AML and it by itself induces AML
through enhancement of MAP kinase signaling and degradation of C/EBPa. Biological phenotypes of
Hoxa9-immortalized cells with different Tribl expression status, Tribl hi, Tribl lo and Tribl null, were
compared. Proliferation, DNA synthesis and pERK was increased in the Tribl hi cell. Genome-wide
DNA-binding region of Hoxa9 and C/EBPa were then assessed in Tribl hi, Tribl lo and Tribl null and
potentially important Hoxa9 and C/EBPa target genes were searched in nearest neighbor genes of their
binding peaks of which expression was 1.5-fold up- or down-regulated by Tribl overexpression. Cdk6, Kit,
Cd44, and Cd34 are such Hoxa9 target candidates up-regulated by Tribl. Also, Idhl, Tet2 and Vcaml are
down-regulated genes. These results suggested that Tribl might alter cell cycle progression and
differentiation by modulating Hoxa9-mediated transcriptional program and by repressing C/EBPa target
tumor suppressor genes.
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