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Elucidation of the Mechanism of Functional Decline of Aged Hematopoietic Stem
Cells and Attempts to Restore Their Function.
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In this study, HSCs were collected from young, middle-aged, and aged mice,
and single cell RNA-sequence analysis was performed to elucidate the molecular mechanisms of
age-related functional decline in the transcriptome. The analysis revealed that the dysfunctional
HSCs observed in aged mice were already manifested in middle-aged mice, and that the molecular
chaperone Clusterin (Clu) was highly expressed in these mice.

Analysis of Clu reporter mice revealed that Clu-positive cells dominantly increase with age and
that age-related hematopoietic defects are attributable to Clu expression.
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