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Maladaptive repair of proximal tubular epithelial cells (PTECs) after acute kidney injury
(AKI) promotes the acquisition of a cellular senescence phenotype which contributes to
fibrosis and the development of chronic kidney disease (CKD). A type lamins are
alternative spliced products of the LMNA gene and are essential components of the
nuclear lamina. Lamin A/C accumulated in the nuclear lamina in the proximal tubules of
CKD patients. In the mouse exposed to kidney injury, PTECs with senescent characteristics
had increased laminA/C in their nuclear lamina. Treatment with an inhibitor of prelamin
A/C processing, prevented laminA/C accumulation and eliminated PTECs with senescent
characteristics resulting in attenuated inflammation. In summary, inhibition of LMNA
synthesis during the recovery phase of AKI, with eliminates maladaptive repairing cells
and results in less fibrosis and progression from acute to chronic injury.
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