Weaning is a highly stressful period for piglets, which become more susceptible to diverse diseases. At the intestinal level, weaned piglets show severe inflammatory responses that impair the gut epithelial barrier and predispose them to pathogen colonization and invasion. In post-weaning piglets several E. coli strains cause diarrhea leading to the reduction of production performances and the increased use of drugs. In order to limit and mitigate the impact of E. coli infections in postweaning piglets, we developed a new oral vaccine to be easily administrated to the animals via drinking water. The vaccine is based on heat-inactivated enterotoxigenic E. coli strains expressing F4 and F 18 fimbriae for 26 days. The efficacy of our vaccine has been preliminarily evaluated in terms of mucosal anti-F4 and anti-F18 lgA production in the saliva (lgAF4sal and lgAF18sal) by ELISA analysis and the number of lgA-secreting cells in mesenteric lymph nodes (lgAcell) by ELISPOT assay. The level of lgAF4sal was significantly higher in vaccinated piglets compared to the unvaccinated control ones, whereas no differences were observed for IgAF18sal. Based on the increment of lgAF4sal production the vaccinated animals were classified as low, medium and high responders. Interestingly, only high responders showed a significant increase in the number of lgAcells. These encouraging preliminary results suggest a possible efficacy of our new vaccine and highlight diverging immune responses to different E. coli fimbrial antigens. This work was supported by the Italian Ministry of Health: Grant n. PRC2019001 
