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Body: Slug is a transcription factor driving the trans-differentiation of endothelial cells (EC) into
mesenchymal cells in a mechanism called endothelial to mesenchymal transition (EnMT).This process,
which may play a role in the intimal thickening of pulmonary arteries in COPD, can be potentiated by an
inflammatory environment. The aim of this study was twofold, first to evaluate the expression of slug in EC
of pulmonary arteries from COPD patients and second to asses in vitro the gene expression profile related
with EnMT in cultured EC exposed to inflammatory cytokines. The expression of slug was studied by
immunohistochemistry in arterial sections of isolated pulmonary arteries from COPD patients (n=4) and
controls subjects (n=5). The number of positive endothelial cells was related to the luminal perimeter. In the
other set of experiments, human pulmonary artery endothelial cells were incubated in presence of TNFα
(10ng/ml) for 24h and the gene expression of EnMT markers were measured by real time PCR. The number
of EC showing positive immunostaining to slug was higher in COPD arteries than in controls healthy
subjects (1.63±1.35 cells/µm vs 0.41±0.72 cells/µm; p<0.05), respectively. TNFα increased significantly
(p<0.05) two and three fold the expression of slug and snail, whereas VE-cadherin decreased. The
expression of the transcription factor slug is increased in endothelial cells of pulmonary arteries from COPD
patients, suggesting that these cells might contribute to vascular remodeling by an EnMT process, which
might be initiated or amplified by inflammatory cytokines. Supported by grants 10/02175, and SEPAR-2009,
MMM is recipient of Sara Borrell contract from ISCiii.
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