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Eosinophilic gastrointestinal diseases (EGIDs) are
chronic inflammatory disorders of the gastrointestinal
(GI) tract characterized clinically by the presence of
gastrointestinal symptoms and histologically by eosi-
nophilic predominant inflammation of the Gl tract, in
the absence of an identifiable secondary cause. Eosi-
nophilic esophagitis (EoE) has relatively high and gro-
wing global prevalence, estimated to be 74.42 (95%
ClL, 39.66-109.19 cases per 100,000 inhabitant-years
in the period 2017-2022 (1). EGIDs beyond the esop-
hagus are rare and ill-defined diseases. With intention
to define and classity these diseases better, a special
international task force of 92 experts from various
fields (gastroenterology, allergy, pediatrics, patholo-
gists, researchers) was formed. We published new
nomenclature for non-EoE EGIDs based on the loca-
tion of eosinophilic inflammation and the organ invol-
ved in the inflammatory process: eosinophilic gastritis
(EoG); eosinophilic enteritis (EoN) with subcategories
of eosinophilic duodenitis (EoD), eosinophilic jejunitis
(Eo)), eosinophilic ileitis (Eol); and eosinophilic colitis
(EoC) (2). When clinically known, subclassification of
the different layers of the GI tract should be also des-
cribed as mucosal, muscular or serosal. Frequently,
a term eosinophilic gastroenteritis (EGE) appears in
a literature, which includes both EoG and EoN. We
recommend to use more accurate recent nomenclature
in future publications.

We do not have accurate data on incidence and pre-
valence of EGIDs beyond the esophagus because most
publications to date have focused on case reports and
small retrospective series. Estimates of prevalence
based on information from insurance databases in
North America, over a 2-year period (2009-2011)
with data from more than 75 million individuals (ages
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0-64 years) suggest that the prevalence of EoG, EGE,
and EoC is 6.3 per 100,000, 8.4 per 100,000, and 3.3
per 100,000, respectively (3). Another important pro-
blem is that defined and internationally accepted cri-
teria for making a diagnosis exist only for Eok, while
for the other EGIDs very different definitions have
been used, especially regarding numbers of eosinophils

in the biopsies.

Therefore, one of the main goals of the first interna-
tional international guidelines for diagnosis and treat
ment of EGIDs beyond EoE was to establish uniform
diagnostic criteria, including the number of eosinop-
hils per high power field (4). Although this paper is
focused on pediatric population, it includes data from
adult patients and presents the first international
consensus on this topic. Similarly to EoE, both clinical
symptoms and histologic inflammation are required

to establish the diagnosis.

Symptoms and signs depend on part of GI tract and
layer of the wall affected. They are not specific for
non -EoE EGIDs, and alternative conditions should
be considered before the confirmation of the diagno-
sis. Abdominal pain, GI bleeding, vomiting and diarr-
hea are most frequent. Loss of apetite, weight loss and
hypoproteinemia may be present in some patients.
When muscular layer is affected mechanical obstruc-
tion and motility problems appear. The typical sign of
serosal involvement is ascites. Its analysis reveals fea-
ture of exudate with high number of eosinophils.

Althogh elevated eosinophil blood count may be pre-
sent in some patients it is neither frequent or specific.
Endoscopy with multiple biopsies is fundamental for
EGIDs diagnostics. Endoscopy may show deep ulcers
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that can bleed and even perforate through the gastro-
intestinal wall, shallow mucosal erosions, diffusely
friable and bleeding-prone mucosa, thickened gastric
or small bowel folds, pronounced nodularity or granu-
larity, to mucosal edema and redness. However, even
more frequently macroscopis appearance of the mu-
cosa is normal and only histologic examination reveals
eosinophilic inflammation (5). In patients with mus-
cular layer involvement, narrowing of the lumen can
sometimes be seen, and several cases of gastric outlet
obstruction mimicking pylorostenosis have been re-
ported. Sometimes surgical full bowel wall thickness
biopsy is needed to establish diagnosis.

Unlike the esophagus, which does not contain eosi-
nophils, the immune milieu of the gastrointestinal
(GI) tract distal to the esophagus contains a resident
population of eosinophils. Therefore, when preparing
diagnostic criteria for non-EoE EGIDs, we focused on
studies dealing with normal numbers of eosinophils
in different parts of GI tract to establish threshold
numbers for histologic diagnosis. They are represen-
ted in a Table 1.

Etiopathology of majority of EGIDs is poorly under-
stood. While EoE is clearly predominantly Th2 me-
diated immune disorder triggered by environmental,
mostly food allergens, it seems that very diferent
immune mechanisms play the role in other EGIDs
(4). The role of food allergy in the pathogenesis of
EoG, EoN, and EoC is likely as diverse. some patients

respond to dietary avoidance treatment, a non-Igk-
mediated food allergy may be responsible, whereas
the others require the use of topical or systemic ste-
roids, suggesting an alternative inflammatory response.
Etiopathology of EoC is the least well understood. Its
molecular profile is not consistent with Th2 inflamma-
tory pattern, however, a clinical series has identified
patients with non-Igl-mediated food allergic reactions.

Topical steroids, proton pump inhibitors (PPls)as well
as elimination diets are recommended first-line the-
rapy for EokE, both for induction and maintenance of
remission (6,7). Better understanding of underlying
immune mechanisms is leading to development of
new drugs targeting specific immune pathways. Anti-
114 and anti-I-13 monoclonal antibody dupilumab
is the first biologic drug that gain regulatory approval
for the treatment of EoE, while several other new
drugs are in the pipeline (8). As all non-EoE EGIDs
are rare, all data about efficiency of different thera-
peutically approaches have been extrapolated from
case reports and case series (4). Systemic oral steroids
have been effective in inducing clinical and histologi-
cal remission in non-EoE EGIDs, however, there are
no date on selection criteria of which patients should
be treated with oral steroids, nor on the optimal dose
or duration of treatment. There is much less evidence
about the efficiency of topical steroids, but they may
be usetul in selected patients. Elimination diets may
also induce clinical improvement or remission in a

proportion of patients with non-EoE EGIDs but there

Table 1. Suggested threshold peak eosinophil counts for the diagnosis of non-EoF-EGIDs

Site Consensus threshold Consensus threshold
peak eos/0.27 mm? HPF peak eos/mm?
Stomach > 30 > 110
Duodenum > 50 > 185
Terminal lleum > 60 > 220
Cecum and Ascending Colon > 100 > 370
Transverse and Descending Colon >80 > 300
Rectum and Sigmoid Colon > 60 > 220
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are very limited data on histological response. Case
series suggest that avoidance of cow’s milk may be
effective in some children. Equally than in EoE
patients, there is no evidence to support the use of
food allergy tests to guide dietary restriction therapy.
At this moment there is insufficient data to make a
recommendation for or against the use of antihista-
mines, leukotriene inhibitors, mast cell stabilizers,
PPls, immunomodulatory or biological drugs as treat-
ment of non-EoE EGIDs. Endoscopic dilation and
surgery may be considered in selected cases with
significant objective signs of obstruction.

The natural history of non-EolX EGIDs is uncertain.
Some patients may have waxing and waning courses
while the others seem to permanently cured. There
are no studies that have examined the role of mainte-
nance treatment in patients with non-EoE EGIDs.
Therefore, the potential benefits and risks of long-

term treatment should be discussed with patients.
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