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CXCL12-CXCR4

Comprehensive exploration of intracellular factors essential for HSC regulation
via the CXCL12-CXCR4 axis
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It remains unclear how CXCL12 responsiveness is regulated in hematopoietic
stem cells and acute leukemic cells. Using a CRISPR screen, we discovered that cBAF regulates the
migratory response of human T-ALL cells to CXCL12. cBAF maintains chromatin accessibility
genome-widely at RUNX1 binding sites, ensuring RUNX1 binding at these sites, and is required for
expression of RUNX1-regulated genes, such as CXCR4 and CDK6; therefore, cBAF inhibition negatively
impacts migratory response toward CXCL12 and cell proliferation. These results suggest cBAF as a

promising therapeutic target.
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Canonical BAF complex is essential for the RUNX1-driven oncogenic transcriptional program in human T-cell acute
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