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Insights into the function of senescent osteoblast in fracture repairing.
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Age-related osteoporosis was characterised by the loss of osteoblast Menl;
osteoblast-specific induced KO of Menl was consistent with the phenotype of patients with
age-related osteoporosis. Histomorphologically, femurs from MenlKO mice showed reduced osteoblast
activity and increased osteoclast activity, a feature of age-related osteoporosis; Menl loss induced

cellular senescence via activation of mTORC1 and suppression of AMPK, which was restored by
metformin treatment. In an ectopic-forming bone model, Menl deficiency caused senescent cell
accumulation and osteoporotic bone formation, which were ameliorated by metformin. In an inhibited
fracture repair model, the results suggest the effectiveness of senescent cell removal in
pseudoarticular treatment.
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