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Analysis of mechanisms underlying preferential commitment of hematopoietic stem
cells with del(13q) in patients with autoimmune hematopoietic failure
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To clarify a role of OLFM4, a gene located in the commonly deleted region of

13g, in the preferential commitment of hematopoietic stem cells (HSCs) with del(13q) in patients
with autoimmune hematopoietic failure, we examined the effects of OLFM4 knockout or knockdown in a
leukemia cell line TF-1 and CD34+ cells derived from iPS cells or from cord blood. The OLFM4 gene
downregulation promoted erythroid differentiation of both TF-1 and CD34+ cells induced by TGF-f .
Similarly augmented erythroid differentiation was observed in HSCs that underwent the knockout of a
GPI-anchored protein CD109. Haploinsufficiency of OLFM4 as a result of del(13q) may thus explain the
preferential commitment of HSCs with del(13qg) in bone marrow failure patients with paroxysmal
nocturnal hemoglobinuria-phenotype cells.
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