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Evaluation of PFKFB3 inhibition in neonatal mice with LPS-induced acute lung
injury
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Acute lung injury (ALI) in neonates is stron?ly related to the dysfunction
of pulmonary vascular endothelial cells in which the cellular metabolism is highly dependent on
glycolysis, particularly regulated by 6-phosphofructo-2-kinase/fructose-2,6-biphosphatase 3
PFKFB3). We evaluated the effects of pharmacological PFKFB3 inhibition in a neonatal mouse model of
lipopolysaccharide (LPS)-induced ALI and in LPS-treated human pulmonary artery endothelial cells
(HPAEC). Inhibition of PFKFB3 exacerbates LPS-induced ALl with heightened vascular permeability in
neonatal mice, and suppressed gene expression of adhesion molecules, especially Claudinl, a tight
junction-related molecule in LPS-treated HPAEC. This suggests that the upregulation of PFKFB3 1n
response to inflammatory stimulus might play a crucial role to maintain the integrity of HPAEC and
is protective in neonatal ALI through preserving pulmonary vascular barrier function.
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