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HB-EGF plays an indispensable role in suppression of cell proliferation in
mouse valvulogenesis. However, ligands of the EGF receptor (EGFR/ErbBl), including HB-EGF, are
generally considered as growth-promoting factors, as shown in cancers. We investigated the role of
ErbB receptors in valvulogenesis in vivo using ErbBl- and ErbB4-deficient mice, and an ex vivo model

of endocardial cushion explants. We found that HB-EGF suppresses valve mesenchymal cell
proliferation through a heterodimer of ErbBl and ErbB4, and an ErbBl ligand(s) promotes cell
Broliferation through a homodimer of ErbBl. Our study demonstrates that opposing signals generated
y different ErbB dimer combinations function in the same cardiac cushion mesenchymal cells for
proper cardiac valve formation.
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