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Patho?hysiological analysis of pulmonary hypertension regulated by Senescence
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We developed a mouse model of hypoxia-induced pulmonary hypertension (PH)

and found significant reduction of p53 expression in the lungs.

Our in vitro experiments with metabolomic analyses and the Seahorse XF extracellular flux analyzer
indicated that suppression of p53 expression in PASMCs led to upregulation of glycolysis and
downregulation of mitochondrial respiration, suggesting a proliferative phenotype resembling that of
cancer cells. It was previously shown that systemic genetic depletion of p53 in a murine PH model
led to more severe lung manifestations.
Although certain results were reported in experiments using pulmonary hypertensive mice, research
using human specimens did not proceed due to difficulties in conducting sufficient research
activities as a result of retirement and transfer of the research team.
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