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Abstract

Epicardially derived cells (EPDCs) delaminate from the primitive epicardium through an epithelial-to-mesenchymal
transformation (EMT). After this transformation, a subpopulation of cells progressively invades myocardial and valvuloseptal
tissues. The first aim of the study was to determine the tissue-specific distribution of two molecules that are thought to play a
crucial function in the interaction between EPDCs and other cardiac tissues, namely the Wilms' Tumor transcription factor
(WT1) and retinaldehyde-dehydrogenase2 (RALDH2). This study was performed in normal avian and in quail-to-chick
chimeric embryos. It was found that EPDCs that maintain the expression of WT1 and RALDH2 initially populate the
subepicardial space and subsequently invade the ventricular myocardium. As EPDCs differentiate into the smooth muscle
and endothelial cell lineage of the coronary vessels, the expression of WT1 and RALDH2 becomes downregulated. This
process is accompanied by the upregulation of lineage-specific markers. We also observed EPDCs that continued to
express WT1 (but very little RALDH2) which did not contribute to the formation of the coronary system. A subset of these cells
eventually migrates into the atrioventricular (AV) cushions, at which point they no longer express WT1. The WT1/RALDH2-
negative EPDCs in the AV cushions do, however, express the smooth muscle cell marker caldesmon. The second aim of this
study was to determine the impact of abnormal epicardial growth on cardiac development. Experimental delay of epicardial
growth distorted normal epicardial development, reduced the number of invasive WT1/RALDH2-positive EPDCs, and
provoked anomalies in the coronary vessels, the ventricular myocardium, and the AV cushions. We suggest that the proper
development of ventricular myocardium is dependent on the invasion of undifferentiated, WT1-positive, retinoic acid-
synthesizing EPDCs. Furthermore, we propose that an interaction between EPDCs and endocardial (derived) cells is
imperative for correct development of the AV cushions.
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