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Role of Allergin-1 ligand in the food anaphylaxis model
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Mast cells play a central role in type 1 allergic reactions mediated by
allergen-1gE-bound Fce RI signaling. Allergy inhibitory receptor 1 (Allergin-1) inhibits Fce
RI-mediated signaling in mast cells and plays a vital role in suppressing systemic and cutaneous
anaphylaxis and allergic airway hyperresponsiveness, but the ligand for Allergin-1 has not yet been
identified. Here, we found that a putative ligand for Allergin-1 was expressed on extracellular
vesicles isolated from bone-marrow-derived dendritic cells. We identified Annexin A5 as a functional

ligand for Allergin-1 by biochemical and mass-spectrometry analyses. Annexin A5 bound to human and
mouse Allergin-1 and suppressed IgE-dependent degranulation from mast cells. Local Annexin A5
administration to the ear skin ameliorated passive cutaneous anaphylaxis in wild-type, but not
Allergin-1-deficient, mice. Thus, Annexin A5 is a functional ligand for Allergin-1 that ameliorates
type | hypersensitivity.
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