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Role of inflammatory signaling in pulmonary arterial hypertension associated
with congenital heart disease
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Pulmonary arterial overflow associated with cardiac shunt induces pulmonary

arterial remodeling, while its precise molecular mechanisms are yet to be determined. We established
a novel murine pulmonary arterial overflow model. First, we resected left lung and induced

redistribution of the cardiac output to the remaining right pulmonary artery, consecutively we
exposed these mice to chronic hﬁpoxia for 3 weeks, which elicited pulmonar% arterial hypertension
and right ventricular hypertrophy. Using this murine model, we performed histological study and
Flow cytometry (FACS) analysis to track the population of lung inflammatory cells. FACS analysis
showed an acute but transient accumulation of F4/80 positive, Ly6C low M2 macrophages in
interstitial area. Depletion of these interstitial macrophages reduced pulmonary arterial
remodeling. These results indicate that pharmacological inhibition of M2 macrophages can be a
therapeutic target for the management of patients with PAH.
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