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Eosinophilic esophagitis and proton pump
inhibitors: is there a new link?
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Two topics of importance for child and adolescent health
are addressed in this number of Arquivos de Gastroenterologia:
histologic diagnosis of eosinophilic esophagitis” and antisecre-
tory treatment of the gastroesophageal reflux disease®.

The eosinophilic esophagitis is currently conceptualized as
a chronic esophagus disease, characterized clinically by mani-
festations of esophageal dysfunction and histologically by pre-
dominant eosinophilic inflammation. Immunologic mechanisms
are involved in the etiology of the disease™’*!). The article of
Carrasco et al.! highlights relevant topics on the histologic
evaluation in pediatric patients with eosinophilic esophagitis,
that is to say, the absence of visible abnormalities in the upper
digestive endoscopy and the presence of eosinophilic infiltrate
with focal distribution in a significant number of the patients.
Therefore, from the practical point of view, it is important that
multiple esophageal biopsies are performed even in the absence
of classic abnormalities that may be seen in the esophagoscopy.
From the histologic point of view, the eosinophilic infiltrate was
more intense on the distal third of the esophagus. Individually,
in 9 of the 34 specimens, the histological characteristics did not
allow to establish the diagnosis of eosinophilic esophagitis. It
was also observed that the thickness of the basal layer in the
eosinophilic esophagitis is larger than in the esophagitis caused
by gastroesophageal reflux disease. Thus, the authors warn for
two prevailing relevant aspects in the eosinophilic esophagitis
at the pediatric age, which means, normal esophageal mucosa
in the endoscopy and focal eosinophilic infiltrate in significant
number of the patients®.

The classic treatment of the eosinophilic esophagitis involves
corticosteroid therapy, mainly topic, and food elimination
diets®”!D, In the past years it was identified a group of patients,
both children and adults, in which eosinophilic esophagitis
responds to the treatment with proton pump inhibitors®.
Previously, rejecting the hypothesis of gastroesophageal reflux
disease, which also associates with eosinophils in the esophageal
mucosa, was considered essential. For this purpose, esophageal
pH-metry and/or therapeutic test with proton pump inhibi-
tors was employed. The old paradigm was modified when it
was confirmed that some patients with typical presentation
of eosinophilic esophagitis and normal esophageal pH-metry
showed clinical and histological recovery. In this context, about
half of the patients show positive response when treating with
the proton pump inhibitor®. It is suggested that the positive

response is due to an anti-inflammatory effect of the proton
pump inhibitors. Therefore, a new therapeutic modality for
eosinophilic esophagitis arises. It is worth highlighting that the
therapy with proton pump inhibitors is easier to be performed
than the topic treatment with corticosteroids and the traditional
food elimination diets (amino acids formula as only source of
food and diet with elimination of six foods®. Regarding the
dietary treatment, it has been observed that the recovery can
happen through elimination diet by eliminating only the cow
milk protein. Thus, in the treatment of eosinophilic esophagitis,
which is a recurrent chronic disease, two therapeutic options
that may be useful for a share of the patients arise. [t must be
emphasized that the eosinophilic esophagitis treatment is indi-
vidualized and the therapeutic option must be chosen along with
the patient. Additional researches to identify predictive factors
of good response with proton pump inhibitors or elimination
diet of cow milk protein are still necessary.

The objective of the second article was to assess the role
of the proton pump inhibitors and/or histamine H, receptor
antagonists for the treatment of pediatric gastroesophageal
reflux disease®. It is a systematic review that, by following the
international recommendations, found 23 clinical trials on the
theme. Taking into consideration that the gastroesophageal
reflux disease may present a wide range of clinical manifesta-
tions, the results were interpreted according to types of clini-
cal manifestation. It is worth highlighting that there is not a
gold standard for the diagnosis of the gastroesophageal reflux
disease. Another essential point is that the heterogeneity of
the clinical trials did not allow a metanalysis to be carried out.
The evidence point out that both, the proton pump inhibitors
and the histamine H, receptor antagonists, have efficacy for
the treatment of the esophagitis. It was also observed that the
proton pump inhibitors are more potent than the histamine H,
receptor antagonists. They concluded that the proton pump
inhibitors or histamine H, receptor antagonists may be used
to treat children with gastroesophageal reflux disease, but not
to treat asthma or unspecific symptoms®.,

An aspect that must be enhanced is the role of the proton
pump inhibitors among infants with excessive crying which is
one of the unspecific symptoms assigned to the gastroesopha-
geal reflux disease. It was found that there was a significant
increase in the consumption of proton pump inhibitors among
infants in the United States, 11 times from 2002 to 2009%3.
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One of the main indications are unspecific clinical manifesta-
tions such as excessive crying and irritability associated with
regurgitation and vomit. Even in the absence of regurgitation
and vomit the possibility of occult gastroesophageal reflux is
considered. However, the metanalysis showed that there is no
efficacy when using proton pump inhibitors to treat infants with
irritability and/or excessive crying®. At this age group, in addi-
tion to gastroesophageal reflux, excessive crying and irritability
may be caused by the maturation of the digestive system itself,
functional gastrointestinal disorders such as infant colic and
allergy to cow milk protein®. It is important to remind that
some patients on exclusive breastfeeding may benefit from the

mother elimination diet excluding cow milk proteins. Another
major aspect is that proton pump inhibitors may have negatives
consequences on the health of the infant. Thus, it is concluded
that the use of proton pump inhibitors among infants must be
restricted to cases in which the presence of a peptic disease has
been confirmed.

Thus, as well as in other medical scenarios, the effective
therapeutics must be prescribed according to the defined indi-
vidual needs based on the careful application of appropriate
diagnostic criteria.
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