Interestingly, both GS- 1101 (CAL-101 (now GS-1101) a reversible small molecule inhibitor of PI3Kdelta) and Ibrutinib (irreversible BTK inhibitor) appear to mobilize CLL cells from the lymphatic niches to the circulation, resulting in significant and
sustained leukocytosis that probably reflects disruption of signaling that mediates adhesion of CLL cells to the microenvironment, including the CXCL12-CXCR4 axis.
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