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	Sites Involved
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	Background / Significance
	Eosinophilic Esophagitis (EoE) is an emerging allergic disease that is increasingly being recognized among pediatricians, and other physicians. It is a condition that affects the esophagus and has been rising in incidence over the past decade. The main EoE symptoms may mimic gastroesophageal reflux disease (GERD) and can vary depending on the age of the child. Diagnosis of the disorder is dependent on the patient’s clinical manifestations and histologic findings on esophageal mucosal biopsies. Patients with EoE have concurrent allergic diseases making genetics particularly interesting, to decipher allergy causing genes and variants and to distinguish the ones causative and/or contributory to EoE.
The Cincinnati Children’s site has genome-wide genotype data on nearly 2,000 subjects with EoE. The group has a long-standing history of discovery of new EoE risk loci and understanding genotype-dependent biology at these loci. The current study is mature and many of the analyses and findings have been finalized. 

The goal of the analyses that use eMERGE I-IV data will be to identify the relationship between genetic variants contributing to EoE and those increasing allergic sensitization and risk of other atopic disease. We anticipate that 95% of the cases of EoE that are in eMERGE I-III are already captured in our current study, so the purpose of the eMERGE collaboration is focused on identifying controls.

	Outline of Project
	1. GWAS with adjustment for other atopic diseases
· Case definition: 

a) Identify by ICD codes (ICD9=530.13, ICD10= K20.0) 
b) Positive Biopsy report: Presence of 15 or more eosinophils per high power field (hpf) on esophageal biopsy 

· Coexistent condition and further  subgrouping:

             Presence or absence of 
a) asthma 
b) atopic dermatitis 
c) allergic rhinitis 

d) IgE- mediated food anaphylaxis
e) Extra-esophageal eosinophilic gastrointestinal disorders

f) atopy in general 
· General Control: all subjects with no evidence of esophageal disease (exclude those with ICD 530 to 538) or eosinophilic diseases or esophageal malignancy (150.xx)
All participating authors:

1. Contribute ideas

2. Edit the manuscript 

	Desired

Variables (essential for analysis

indicated by *)
	· *list of cases and controls after implementation of EoE  algorithm for eMERGE ( all phases, I II or III)
· *Covariates data including:

Age, age of onset, gender, race, ethnicity, all other ICD9 codes, height, weight (if available BMI), and Medications.



	Planned Statistical Analyses
	· GWAS
· Mendelian Randomization

· Individual-level genetic burden analysis



	Ethical considerations
	None, Proposed analyses of de-identified GWAS data is not intended for return of individual results.

	Target Journal
	Nature Genetics

	Milestones**
	1. by June 2022: Approval of concept sheet
2. by August 2022: quality assessment and incorporation of eMERGE I-III data into the analysis 
3. by October 2022: manuscript developed and sent to co-authors
4. by December 2022: manuscript submitted to journal
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