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Molecular mechanism of osteocyte senescence by mitochondrial retrograde
signaling
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During the process of age-related bone loss, osteocyte mitochondrial
dysfunction activates a retrograde integrative stress response-ATF4 axis, which induces nuclear
structural changes through reduction of nuclear lamina proteins (Lamin A and Lamin B) and
upregulation of sclerostin, a regulator of bone metabolism. This is one of the molecular mechanisms
mediating mitochondrial retrograde signaling and osteocyte senescence.
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