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Abnormal endosomal traffic induced by Samd9/9L causing myelodysplastic
syndromes and inherited bone marrow failure
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Samd9 and Samd9L éhereafter Samd9/9L) are leukemia- and MDS- suppressor
genes on 7q. Recent studies have indicated that gain-of-function mutations cause multiple organ
failure including inherited bone marrow failure syndromes that are now designated as 'Samd9/9L
syndrome™. Using Crispr/Cas9 technology, we established and analyzed a mice model carrying one of
the causing mutations. The endocytosis of ligand-bound growth factors, as well as transferrin
receptors was perturbed in the bone marrow, testis and kidney. In addition, enhanced lysosome

function promoted cytokine receptor metabolism.
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