
      [image: image1.jpg]


                                                                                                                 

Title: Altered dynamics of IgA secretion in Crohn’s disease 

Eva Michaud1, Nicolas Rochereau1, Blandine Chanut1, Fabienne Jospin1, Katell Bathany2, Xavier Roblin1, Jean-Marie Schmitter2, Stéphane Paul1.

1 GIMAP/EA3064, Université de Lyon, CIC 1408 Vaccinology, F42023 Saint-Etienne, France
2 CBMN/UM5246, Centre de Genomique Fonctionnelle, Université de Bordeaux, Bordeaux, France
Crohn’s disease (CD) is a chronic inflammation characterized by a progressive and relapsing loss of epithelial intestinal integrity. NOD2 polymorphisms were correlated to its occurrence and CD patients show severe dysbiosis of the commensal flora. Secretory immunoglobulins A (SIgA), the main intestinal antibodies, sample the commensal flora and identify colitogenic strains. They undergo reverse transcytosis (RT), a transport from the lumen to the subepithelial area, via M cells. Of the human IgA1 and IgA2 subtypes, only IgA2 can undergo RT, by binding Dectin-1 and Siglec-5 via its N-glycosylation motifs. Previous results from our team showed increased RT levels in CD patients and that NOD2 is negatively regulates Dectin-1 and Siglec-5. We hypothesize that CD IgA2 might have altered glycosylation motifs that increase its handling by Dectin-1. We have also assessed an in vivo therapeutic assay to counteract Dectin-1 binding to IgA during acute colitis episodes in mice. Surprisingly, we show that CD IgA1 is highly N-glycosylated and is able to perform RT, both of which control IgA1 is not. No differences were observed for IgA2, however CD IgA2 showed a general loss of specificity for common glycan motifs.We have also cloned B cells from CD surgical resections to assess repertoire diversity, a previously undocumented question. Finally, two bacterial glycans, Zymosan and Pullulan, prevented Salmonella-induced colitis in mice with over 85% survival rates. These coincided with lower inflammatory markers. We are currently developing 16S-based microbiota studies to assess the impact of both IgA1 and IgA2 on CD patients’ microbial diversity. 
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