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INTRODUCTION

Over the past 10 years, eosinophilic esophagitis 
(EoE) has become one of the most discussed diseases 
among pediatric gastroenterologists and allergists in 
the United States. EoE is a disease found in children 
and adults characterized by a severe, isolated eosino-
philic infiltration of the esophagus that is unresponsive 
to acid blockade but instead responds to the removal of 
dietary allergens. There is historical evidence that EoE 
has existed for more than 25 years.1 

Prior to 1995, patients with symptoms of gastroesoph-
ageal reflux (GER) or dysphagia who had histologic evi-
dence of esophageal eosinophils were usually diagnosed 
with gastroesophageal reflux disease (GERD). This ap-
proach was supported by Winter et al, 2 who showed a 
correlation between the presence of esophageal eosino-
phils and reflux esophagitis.3 In 1995, pediatric gastro-
enterologists recognized that patients presenting with 
symptoms of GER and a large number of esophageal 
eosinophils instead had an alternate disorder, EoE.4 The 
majority of these patients were being misdiagnosed with 
and improperly treated for severe GERD. 

EoE is an emerging worldwide disease. It has recently 
been documented in many European countries as well 
as in Australia, Brazil, and Japan.5–8 Recent epidemiologic 
studies suggest a rising incidence in the United States in 
both children and adults, with at least 1 case occurring in 
every 10,000 children each year.9 While pediatric gastro-
enterologists have been interested in EoE for more than 
10 years, awareness among adult gastroenterologists has 
increased only over the past 3 years.10 Since EoE was first 
recognized as a separate entity over 10 years ago, there 
has been an increasing number of articles in the medical 
literature relating to the etiology, clinical presentation, 
and treatment of EoE in both children and adults. This 
manual reviews the literature on EoE in pediatric pa-
tients, with a focus on diagnosis and management.

ETIOLOGY

The cause of EoE remains controversial. Proposed 

causes include food allergy, environmental allergy, aero
allergens, primary autoimmune disease (ie, a subset 
of eosinophilic gastroenteritis [EG]), and severe, un-
controlled acid reflux disease. However, it is important 
to differentiate between the pathologic description 
of esophageal eosinophilia and the disease process of 
EoE. Esophageal eosinophilia can occur as a response 
to any gastrointestinal inflammatory condition, includ-
ing parasitic disease, GER, autoimmune disease, and in-
flammatory bowel disease. In contrast, EoE is a unique 
entity and should be considered whenever a severe, 
esophageal eosinophilia exists despite the use of acid 
blockade with proton pump inhibitors (PPIs).11,12

Since 1982, esophageal acid exposure has been 
linked to the presence of esophageal eosinophils 
(usually < 5 eosinophils per high-power field [HPF] 
[400×]).2,3 Rarely, large numbers of esophageal eosino-
phils have been associated with prolonged acid expo-
sure.13 In general, however, esophageal eosinophilia 
caused by GER resolves with the use of PPIs. Several 
studies over the past 10 years have revealed a persistent 
esophageal eosinophilia despite aggressive acid block-
ade or the performance of a Nissen fundoplication.14 
These reports suggest that acid exposure is not the only 
cause of esophageal eosinophilia. 

Although aeroallergens have been implicated as a 
cause of EoE in mouse models and anecdotally in some 
case reports, there are no clinical studies to show that 
they play a role in EoE in humans.15 Some investigators 
have proposed a nonallergic cause for EoE,16 suggesting 
that an underlying autoimmune abnormality may be 
the basis for the disease. However, no studies or clinical 
evidence suggests that EoE is a primary autoimmune 
disorder. In addition, most investigators consider EoE 
a separate entity from EG,17 given the lack of consistent 
resolution of EG with an elimination or elemental diet 
compared to the excellent response of dietary treat-
ment in patients with EoE. 

Most cases of EoE appear to be caused by food allergy. 
Two types of EoE have been proposed: an immediate 
IgE-mediated and a cell-mediated delayed food allergy. 
Although a few patients have been shown to have an im-
mediate IgE-mediated food allergy, the preponderance 
of patients have a cell-mediated, delayed food allergy in 
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