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The NELL1 gene was originally identified in craniosynostosis patients as
being specifically upregulated within prematurely fusing sutures. Because of its potent
osteoinductive activity, NELL1 protein may be useful for bone regeneration therapy. However, there
is little knowledge regarding NELL1 receptors and NELL1-mediated signaling pathways. IAs a result of

exploring the NELL1 receptor and elucidating the signal transduction mechanism, we identified
Roundabout 2 (Robo2), which is mainly expressed in mesenchymal cells, as a novel receptor for NELL1.
Furthermore, we elucidated the mode of ligand-receptor binding only under acidic conditions and
suggested that it may act as a new bone formation signal.
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