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Introduction
Reactome is open-source, open access, manually curated and peer-reviewed pathway database. Pathway
annotations are authored by expert biologists, in collaboration with Reactome editorial staff and crossreferenced to many bioinformatics databases. A system of evidence tracking ensures that all assertions
are backed up by the primary literature. Reactome is used by clinicians, geneticists, genomics researchers, and molecular biologists to interpret the results of high-throughput experimental studies, by bioinformaticians seeking to develop novel algorithms for mining knowledge from genomic studies, and by
systems biologists building predictive models of normal and disease variant pathways.
The development of Reactome is supported by grants from the US National Institutes of Health (P41
HG003751), University of Toronto (CFREF Medicine by Design), European Union (EU STRP, EMI-CD), and
the European Molecular Biology Laboratory (EBI Industry program).
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Elastin, the highly insoluble core protein of elastic fibers, is secreted as a soluble protein monomer referred to as tropoelastin. Under physiological conditions the monomers phase separate and coalesce into
spherical packages (Clarke et al. 2006), a process known as coacervation. Packages of accumulated elastin are delivered to fibrillin-based fibres in a mechanism that is correlated with cell migration during embryonic development (Czirok et al. 2006). A transglutaminase cross-link between domain 4 of tropoelastin and domain 16 of fibrillin-1 (FBN1) may stabilize initial deposition (Clarke et al. 2005). Elastin is subsequently cross linked by members of the lysyl oxidase family via lysine residues, resulting in mature, insoluble fibres (Sato et al. 2007, Wise & Weiss 2009).
Fibulin-5 (FBLN5) expressed by vascular smooth muscle cells plays an essential role in the formation of
elastic fibres, mediating interactions between elastin and fibrillin (Yanigasawa et al. 2002, Freeman et al.
2005). FBLN5 binds tropoelastin but not mature elastin (Zheng et al. 2007), regulating coacervation
(Yanigasawa et al. 2009). FBLN5 can bind FBN1 monomers and fibrils (Freeman et al. 2005), but it is not
clear whether this is necessary for elastin polymerization. FBLN5 also binds elastin cross-linking enzymes lysyl oxidase like (LOXL)-1, -2, and -4 (Hirai et al. 2007). Overexpression of Fbln5 increases elastin
deposition and formation of desmosine cross-links (Nonaka et al. 2009). EMILIN can affect the process of
elastic fibre formation (Bressan et al. 1993). It binds elastin and fibulin-5 and appears to coordinate their
common interaction (Zanetti et al. 2004).
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