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Elucidation of mechanisms under prothrombotic state with aging
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Elevated expression of plasminogen activator inhibitor-1 (PAI-1), a key molecule
in developing thrombosis, was demonstrated in plasma and several tissues of a murine model of aging,
e.g., 12-month-old or 24-month-old mice and klotho mutant (kI/kl) mice, in comparison with young mice.
Renal glomerular fibrin deposition was also detected in aged mice and klotho mice, suggesting that aged
mice are hypercoagulable due to the high expression of PAI-1. Endotoxin challenge and restraint stress
induced PAI-1 gene expression together with renal fibrin deposition in a murine model of aging. High
expression of PAI-1 mRNA corresponded to vascular endothelium and smooth muscle cells, hepatocytes, renal
tubular epithelial cells, adrenomedullar cells, cardiomyocytes, and adipose cells in aged mice in respons
to those stimuli. Thus, aged animals may be hyperresponsive to prothrombotic stimuli through the higher

induction of PAI-1 gene compared to young counterparts.
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