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Gene mutations in hematopoietic stem cells of chronic lymphocytic leukemia
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Chronic lymphocytic leukemia (CLL) is a mature B cell malignancy, which has been
considered to originate from mature B cells. We reported that even in CLL, very primitive hematopoietic
stem cells (HSCs) should be involved in the pathogenesis of CLL. In this study, we tried to identify the
somatic mutations acquired in primary CLL cells, and test whether such somatic mutations could be
detected within HSCs of the CLL patients. We found that some of the identical somatic mutations acquired
in CLL cells could be traced back to CD34+ human hematopoietic stem progenitor cells (HSPCs) and myeloid
cells of the CLL patients. These results collectively suggest that early mutations associated with CLL
pathogenesis should be acquired and accumulated within the self-renewing HSCs in human, and these
SEEormal pre-leukemic HSCs play a significant role in the multi-step leukemia progression processes of
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