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Functional analysis of SAMD9/9L mutations in hematopoiesis and generation of a
novel humanized SAMD9/9L mouse model
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Samd9 and Samd9L (Samd9/9L) are located in 7q and are genes responsible for
79-/MDS. "Samd9/9L syndromes™ are a currently established large subgroup of the inherited BM failure
(IBMF) syndromes. Patients with Samd9/9L syndromes carry a gain-of-function mutation in the
Samd9/9L genes. We established mice carrying a Samd9LD764N g/f mutation that exhibit IBMF.
Evaluation of hematopoietic function in the Samd9L mutated mouse revealed significant reduction in
lymphocytes due to differentiation defects of B cells from the Pro-B cell stage onward, along with
accelerated cell cycle progression in hematopoietic stem cells. Furthermore, abnormalities in TGFB
signaling mediated by Samd9L mutations were identified in hematopoietic stem cells.
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