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The transcription factor C/EBPB is required for stress-induced
granulopoiesis which requires both proliferation and differentiation of hematopoietic
stem/progenitor cells (HSPCs). In this study, we focused on the three isoforms of C/EBP(B . Under
stress conditions, Cebpb-/- HSPCs exhibited impaired cell cycle activation and myeloid
differentiation at the early and late phases of regeneration, respectively. Novel flow cytometric
analysis revealed that among the three isoforms of C/EBP( , LIP was upregulated in HSCs prior to
LAP/LAP* during regeneration. Early upregulation of LIP promoted cell cycle entry of HSCs and
expanded HSPCs pool. Subsequent myeloid differentiation of amplified HSPCs was mediated by LAP/LAP*,

which were upregulated at a later phase of regeneration. Collectively, our findings show that
stress-induced sequential upregulation of C/EBPB isoforms is critical for fine-tuning the
proliferation and differentiation of regenerating HSPCs.
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