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Molecular mechanisms through which SAMD9/9L mutants cause bone marrow failure

INABA, Toshiya
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Samd9 and Samd9L (hereafter referred to as Samd9/9L) are genes known to
suppress AML and myelodysplastic syndromes (MDS) located on chromosome 7q. Recent studies have
revealed that gain-of-function mutations in SAMD9/9L lead to multiple organ failure, including
inherited bone marrow failure syndromes now designated as "SAMD9/9L syndromes™. Through our
research, we have developed mouse models lacking the Samd9L gene or carrying a mutated Samd9L, which

accurately mimic 79-AML/MDS or SAMD9/9L syndromes. In this study, we investigated hematopoietic
cells isolated from these mice and discovered that the mutated Samd9L disturbs TGFf signaling
pathways through previously unidentified mechanisms, contributing to the development of
SAMD9/9L-related human diseases.
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