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Hematopoietic stem cells (HSCs) comprise a heterogeneous population.
However, the mechanisms involved in maintaining this heterogeneity remain unclear. Here, we show
that SATB1, a genome organizer, is involved in regulating the heterogeneity of HSCs. In conditional
SATB1-knockout mice, SATB1 was indispensable for self-renewal and lymphopoiesis of adult HSCs. HSCs
from SATB1/Tomato-knock-in reporter mice were classified based on SATB1/Tomato intensity.
Transplantation, transcriptional and cell culture studies revealed stronger differentiation towards
the lymphocytic lineage with high SATB1 levels, whereas SATB1- HSCs followed the myeloid lineage.
Importantly, the SATB1- and SATB1+ HSC population were interconvertible upon transplantation. These
results suggest that SATB1 levels regulate the maintenance of HSC multipotency, variations in which
contribute to HSC heterogeneity.
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