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IgLON

IgLONs are members of the immunoglobulin superfamily of cell adhesion proteins implicated in the
process of neuronal outgrowth, cell adhesion and subdomain target recognition. IgLONs form
homophilic and heterophilic complexes on the cell surface that repress or promote growth depending
on the neuronal population, the developmental stage and surface repertoire of IgLON family
members.

In a study, Sanz et al. identified a metalloproteinase-dependent mechanism necessary to promote
growth in embryonic dorsal root ganglion cells (DRGs). Treatment of embryonic DRG neurons with
pan-metalloproteinase inhibitors, tissue inhibitor of metalloproteinase-3, or an inhibitor of ADAM
Metallopeptidase Domain 10 (ADAM10) reduces outgrowth from DRG neurons indicating that
metalloproteinase activity is important for outgrowth. The IgLON family members Neurotrimin (NTM)
and Limbic System-Associated Membrane Protein (LSAMP) were identified as ADAM10 substrates that
are shed from the cell surface of DRG neurons. Overexpression of LSAMP and NTM suppresses
outgrowth from DRG neurons. Furthermore, LSAMP loss of function decreases the outgrowth
sensitivity to an ADAM10 inhibitor. Together our findings support a role for ADAM-dependent shedding
of cell surface LSAMP in promoting outgrowth from DRG neurons *.
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