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Analysis of the mechanisms underlying clonal hematopoiesis in patients with
acquired aplastic anemia
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Acquired aplastic anemia (AA) is a kind of autoimmune disease that is
induced by the cytotoxic T lymphocyte attack against hematopoietic stem progenitor cells (HSPCs)
although its exact pathogenesis remains unclear. In some patients with AA, a limited number of HSPCs

clonally proliferate and support hematopoiesis without showing a tendency toward the development of
hematologic malignancies. We investigated the mechanisms underlying such clonal hematopoiesis in AA
patients, and found that abnormal leukocytes that lack HLA class | alleles due to loss-of-function
mutations in limited HLA class | genes such as B*40:02 A*02:06 and B*54:01 are often detectable. Of
particular interest, 33% of the patients shared a common nonsense mutation across different HLA
alleles, that also causes the loss of corresponding HLA alleles and is therefore thought to serves
as a reliable marker of immune pathophysiology of AA.
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