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            Abstract
Eosinophilic esophagitis (EoE) is a food allergy–associated inflammatory disease characterized by esophageal eosinophilia. Current management strategies for EoE are nonspecific, and thus there is a need to identify specific immunological pathways that could be targeted to treat this disease. EoE is associated with polymorphisms in the gene that encodes thymic stromal lymphopoietin (TSLP), a cytokine that promotes allergic inflammation, but how TSLP might contribute to EoE disease pathogenesis has been unclear. Here, we describe a new mouse model of EoE-like disease that developed independently of IgE, but was dependent on TSLP and basophils, as targeting TSLP or basophils during the sensitization phase limited disease. Notably, therapeutic TSLP neutralization or basophil depletion also ameliorated established EoE-like disease. In human subjects with EoE, we observed elevated TSLP expression and exaggerated basophil responses in esophageal biopsies, and a gain-of-function TSLP polymorphism was associated with increased basophil responses in patients with EoE. Together, these data suggest that the TSLP-basophil axis contributes to the pathogenesis of EoE and could be therapeutically targeted to treat this disease.
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                    Figure 1: Experimental mouse model of EoE-like disease.[image: ]


Figure 2: TSLP-TSLPR interactions are crucial for the pathogenesis of EoE-like disease.[image: ]


Figure 3: EoE-like disease development is independent of IgE.[image: ]


Figure 4: Basophils promote EoE-like disease.[image: ]


Figure 5: Neutralization of TSLP or depletion of basophils ameliorates established EoE-like disease.[image: ]


Figure 6: The TSLP-basophil axis is active in human subjects with EoE.[image: ]
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