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Eosinophilic esophagitis” (EoE) do we need
diagnostic guideline update??

Abstract

EoE guidelines have been first published in 2007 and updated in 2011. The main motive
for the update was the description of a new entity closely related to EoE under the name
of “PPI- responsive Eosinophilic Esophagitis” (PPI-REE) after the publication of first
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guidelines. The two guidelines, however, remained almost the same in their main diagnostic

steps apart from the emphasis on differentiation of PPI-REE as a distinct sub entity from
EoE in the new guidelines. They both ignored two important issues; standardization of the
size of hpf of the microscope to avoid errors in cell counting and emphasis on the value of
biopsies from other parts of gut at least in research studies. We came to the conclusion, after
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a short review of the various guidelines that some update is needed and some questions

have to be answered more clearly in both in clinical and research fields.
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Abbreviations: REE, responsive cosinophilic esophagitis;
EC, eosinophilic colitis; EGE, eosinophilic gastroenteritis; GERD,
gastroesophageal reflux disease

Introduction

EoE has recently become under focus. It was traditionally
thought to be a rare disease with prevalence less than 1 % of the
general population in many studies."? However, it is by no means
rare in the endoscopy units where its prevalence jumps to 5-16 %
of patients undergoing upper endoscopy.’” This simply means
that this entity should always be put in mind in patients with
esophageal symptoms as dysphagia (up to 100%), acute food
impaction (50% of emergency cases), heartburn (10-100%) and less
commonly NCCP. All these symptoms are non-specific and occur
in such diseases as achalusia, GERD and peristaltic abnormalities.
It is believed that the incidence of EoE has increased twenty three
fold in the last 30 years but it is quite unknown weather this marked
increase is real or simply due to increased awareness or due to both.
EoE is the commonest of a family known as Eosinophilic GI disorders
which include, in addition, Eosinophilic gastroenteritis (EGE) and
Eosinophilic colitis (EC). As Eosinophilic GI disorders may involve
any pant of gut from the esophagus to the rectum, EoE may occur
alone or in association with other Eosinophilic lesions in the gut.
EoE, however, most commonly occurs as an isolated lesion, at least
according to our present state of knowledge.

Definition

In' Liacouras defined EoE as a chronic inflammatory condition
characterized by esophageal dysfunction, diffuse Eosinophilic
infiltration of the esophageal mucosa and absence of other causes
of esinophilia. It is thus considered a kind of chronic Eosinophilic
inflammation related to asthma and other allergic conditions. It
is thought to be an immune-mediated disease triggered by food or
an environmental antigen stimulating. The immuno-inflammatory
response.’

First diagnostic guidelines

EoE was first described as an entity in 1993 but it was only in 2007
when its first guidelines were published as follows:

1) Symptoms related to esophageal dysfunction.

2) Diffuse Eosinophilic infiltration of the esophageal mucosa (at
least 15 esinophils / hpf'in at least one esophageal biopsy).

3) Exclusion of GERD either by a negative PPI test or by negative
pH metry. Other causes of esinophilia apart from GERD should
be also excluded.

4) It was stressed that the symptoms and the endoscopic
appearances of EoE are all non-specific, not to mention that
normal endoscopy is found in 7-10% of cases.”® Esophageal
esinophilia occurs in other conditions as GERD, Crohn’s disease,
achalusia , malignancy, connective tissue disorders, food allergy
and infectious®’ For this reason diagnosis of EoE depends on
Eosinophilic cell count and not on the mere presence of esinophils
in the mucosa. It is clear that the guidelines focused on exclusion
of GERD in particular probably because it was the commonest of
the list of the differential diagnosis.

Discovery of PPl-responsive esophageal esinophilia
(PPI-REE)

After publication of the first guidelines, PPI-REE was described as
a new entity or sub entity which was identical to EoE in its clinical,
endoscopic and histological features. It differs only in its good
response to PPI although it was not associated with acid reflux. The
mechanism of this therapeutic response remains unknown. It is not
precisely known weather PPI-REE is a variant of EoE, a variant of
GERD or a totally new entity. It was clear after this new advance that
modified guidelines are needed

Updated guidelines 2011 (6)
I. Symptoms related to esophageal dysfunction.

II. Diffuse Eosinophilic infiltration of the esophageal mucosa (at
least 15 esinophils/ hpf in at least one esophageal biopsy) with
few exceptions.

1. Esinophilia isolated to the esophagus.

IV. Exclusion of other causes of esophageal esinophilia particularly
PPI-REE by PPI therapeutic test which became a mandatory
diagnostic step. (40my BID for 2 weeks). The focus on exclusion
of PPI-REE was because it can easily be misdiagnosed as EoE
and because it was found to constitute up to 30% of EoE family.*!
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Evaluation of the guidelines

Guidelines 2007 and guidelines 2011 agree almost completely on
the definition of EoE and the main diagnostic steps. They differed only
in the main differential diagnosis that has to be carefully excluded.
While guidelines 2007 stressed on GERD exclusion either by PPI test
or pH-metry, guidelines 2011 stressed on exclusion of the new entity
PPI-REE by PPI test. The option of pH-metry was not considered in
this respect. On the other hand, both guidelines ignored two important
issues, the first is the need for a standard lens power to avoid counting
errors, and the second is the need to take biopsies from other parts of
gut to avoid missing co-existent Eosinophilic lesions. Since the cost-
effectiveness of routine biopsies from other parts of gut is unknown
at the present time, we recommend this procedure to be routine only
in research studies to begin with. Later on this practice may become
popularized if found cost effective. This differentiation between
isolated EoE and EoE associated with Eosinophilic gastroenteritis
is important because it has a bearing on the therapeutic strategies.
In addition, we believe that pH-metry should not to be excluded
completely from the updated guidelines as it is still important in
differentiating of PPI-REE from GERD. Other issues of controversy
include the diagnostic value of systemic allergic diseases and the
potential role of capsule endoscopy.

Standardization of the lens

Various studies support the concept of standardization of the
size of hpf of lens which depends on the model and the maker of
the microscopes. It varies from 0.12 to 0.44mm. It is possible that
a count that falls below the diagnostic threshold in one microscope
may be above the threshold in a different one." The lack of consensus
on the size of hpf, can result in 23 fold variability in the description
of esinophil density and therefore can affect the diagnosis and the
follow-up.'?

Gastro duodenal biopsies

To my mind, researchers working on EoE should take biopsies at
least from the stomach and the duodenum in addition to the esophagus
and so should be aware of the diagnostic guidelines of Eosinophilic
gastroenteritis (EGE) which comes next to EoE in prevalence. The
guidelines of EGE states that the diagnosis depends on infiltration
of the mucosa by dense aggregates or sheets of esinophilis, with
potential extension into the muscularis mucosa and submucosa, and
with esinophil count>30 /hpfin at least in 5 hpfs.'>!*It is clear that the
Eosinophilic count in EGE is much higher than in EoE because the
gastric and the bowel mucosae normally contain esinophils but the
normal esophageal mucosa does not.

Eosinophilic colitis

This is the least common of the family of Eosinophilic GI
disorders. Since no guidelines have been published so far'® we do
not recommend routine biopsies of the colon in clinical practice.
Diagnosis depends on the presence of excess Eosinophilic in the colon
more than in other parts of gut.

Conclusion

YES. We need guidelines update especially for research studies.
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The new guidelines should not ignore standardization of the lens and
gastro duodenal biopsies. pH-metry should not be ignored as it has a
place in differention of PPI-REE from GERD.
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