Is There a Link?
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Background

We have previously reported, and others have confirmed, an inverse relationship
between eosinophilic esophagitis and Helicobacter pylori gastritis.

Other conditions affecting the stomach can include reactive gastropathy,
autoimmune atrophic gastritis, chronic inactive gastritis, and intestinal metaplasia.
However, the relationship between esophageal eosinophilia and these other
causes of gastric pathology has not been explored.

Figure 1 — This biopsy specimen shows the characteristic histopathologic features

of eosinophilic esophagitis, with more than 60 eosinophils per high-power field
(HPF, 237 u?).

Methods

We used the Miraca Life Sciences database to extract histopathologic,
demographic, and clinical information from all patients with esophageal and
gastric biopsies obtained between 1.2008 and 6.2012; those with upper Gl cancer
or esophageal surgery were excluded.

Patients were arranged in 5 strata according to the numbers of eosinophils per
nigh-power field (eos/HPF) in their esophageal squamous mucosa (<15, the
controls; 15 to 45; 46 to 60; 61 to 75; and > 75).

The prevalence of common gastric histopathologic diagnoses was determined
according to the updated Sydney System.

Conditions of interest included: a) normal mucosa; b) H. pylori gastritis; C)
chronic inactive gastritis; d) reactive gastropathy; e) intestinal metaplasia; and 1)
autoimmune atrophic gastritis.

Aims

The present study tests the hypothesis that chronic inactive gastritis (CIG) ana
intestinal metaplasia (IM), conditions known to result from H. pylori infection might
also be less common in EoE patients.

In contrast, we suspected that reactive gastropathy (RG) and autoimmune
atrophic gastritis (AlG), which are largely unrelated to H. pylori infection, would be
independent of esophageal eosinophilia.
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Figure 2 — Autoimmune atrophic gastritis: gastric corpus with atrophy of the
oxyntic glands and extensive pseudopyloric metaplasia.

Results

There were 212,982 unique patients with both esophageal and gastric biopsies.

204,525 had <15 eos/HPF in the esophageal epithelium (median age 57 years,
range 3 months - 104; 42.0% M),

8457 had =15 eos/HPF (median age 45 years, range 1 -96; 62.2 % male).

Thus, patients with >15 eos/HPF were younger (p<.0001) and more likely to be
male (OR 2.34 95%(Cl 2.24 - 2.45; p<.0001)
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Study Highlights

* This study confirms the inverse relationship between Eok and H.
pylori and its sequelae.

* Surprisingly, conditions that are clearly unrelated (RG) or
uncertainly linked to H. pylori (AlG) were also less likely in patients
with EoE.

* Qurepidemiologic data are inconsistent with the concept that
H. pylori-negative gastritis represents a subset of H. pylori-positive
gastritis in which organisms are not seen (‘missed infections”).

* The possibility that the reduced acid reflux (due to hypo- or
achlorhydria) in patients with AlG may limit eosinophilic infiltration
in the esophageal mucosa deserves to be further explored.

Figure 3 — A normal gastric mucosa was significantly more common in patients
with EoE than in patients with <15 eos/HPF (23% versus 18%; OR 1.35 95%(C| 1.28 —
1.42; 0<.0001).

H. pylori gastritis and, as expected, its associated conditions (ClIG and IM) were
inversely related to EOE. Reactive gastropathy, gastric mucosal damage likely
caused by NSAIDs or bile reflux, exhibited an inverse relationship with EOE (12% Vs
169%; OR 0.70 95%Cl 0.66 — 0.75; p<.0001).

AlG, an autoimmune condition whose etiologic relationship with H. pylori is
uncertain, had the strongest inverse association with EoE (0.4% versus 0.1%; OR 0.36
95%Cl 0.20 — 0.65; p<.001).
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