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Body: BACKGROUND Pulmonary arterial hypertension (PAH) is characterized by a progressive increase in
pulmonary vascular resistance leading to right heart failure and death. Pulmonary endothelial cells (P-ECs)
are well known as producers of cytokines and chemokines essential in the recruitment of inflammatory cells
to the lungs, and a constitutive activation of the nuclear factor-kappa B (NF-κB) signaling pathway in P-ECs
has been recently described in PAH. RelA lysine-310 acetylation of NF-κB generates a specific docking
sites for bromodomain-containing protein 4 (Brd4). We hypothesize that Brd4 through an NF-κB-dependent
mechanism contributes to the hyperproliferative and proinflammatory phenotype in P-ECs in patients with
PAH. AIM The aim of the study was to evaluate the in vitro effect of Brd4 inhibition using the selective
inhibitor JQ1 on proliferation and apoptosis in P-ECs. METHODS AND RESULTS The effect of JQ1 on
P-ECs proliferation was established by assessing the incorporation of BrdU. We found a strong
anti-proliferative effect of JQ1 in P-ECs (Fig. 1A). We also demonstrated that JQ1 induces caspase-3
activity in P-ECs resulting in increased apoptosis (Fig. 1B).

CONCLUSION Selective Brd4 inhibitors, such as JQ1, may represent novel therapeutic agents for the
treatment of PAH. Further work is necessary to explore this hypothesis.
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