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Understanding the role of necroptosis in hematopoietic stem cell aging and
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Age-related functional decline in hematopoietic stem cells (HSCs) is one of
the main reasons why the hematopoietic system ages. In this study, we investigated the role of
necroptosis, a form of programmed necrosis whose molecular machinery has recently been identified,
in HSC functional decline upon inflammation and aging. By analyzing mutant mice deficient for the
necroptosis effector MLKL, we found that activation of MLKL drives age-related functional decline in

HSCs and disease progression of myelodysplastic syndrome (MDS). Our results identify MLKL as a key
mediator of age-related functional attrition in HSCs and ineffective hematopoiesis in MDS, and pave
the way for developing new strategies to control aging and age-related diseases in the hematopoietic

system.
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