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HIGHLIGHTS

e The purpose of this guideline is to
provide recommendations on the
diagnosis and treatment of EoE
based on the available current
evidence.

The diagnosis must meet all three
domains of the disease: clinical,
endoscopic and histologic findings.

Options to treatment are elimination
diets, swalled topical corticosteroids,
proton pump inhibitors and biological
therapy as dupilumab. Emphasis
should be given to the maintenance
treatment for all patients.
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ABSTRACT — Background — Eosinophilic esophagitis (EoE) is a chronic immune-
mediated inflammatory disease of the esophagus that affects both children and
adults. Objective — The purpose of this article is to establish guidance and up-
dates for the diagnosis and treatment of EOE. Methods — The Brazilian Federa-
tion of G3astroenterology, FBG, gathered a group of gastroenterology experts
in the field of esophagus and conducted a Delphi process to develop updated
guideline for the management of patients with EoE in the light of recent evi-
dence. Grading of the strength and quality of evidence of the recommenda-
tions was performed using GRADE criteria. The database searched included
MEDLINE, EMBASE, SciELO, LILACS, ClinicalTrials.gov, and CINAHL, using
their respective search mechanisms with studies retrieved up to January 2025.
The resulting document is presented in the form of 15 questions and answers
on diagnosis and treatment, with practical approaches and particularities of
EoE, based on the current best evidence-based medicine, indicating the quality
of data and specialists’ opinion on the subject. Results - From the standpoint of
diagnosis, the present clinical guideline focused on the most prevalent aspects
of EoE as well aiming to promote the benefits of the early diagnosis in clinical
practice. The treatment is herein focused on the major advances in pharmaco-
logic approach and therapeutic options available, as well as in the consistent
corpus of evidence on dietary therapy. Conclusion — This FBG guideline is
established to support clinical practice and suggest preferable approaches to a
typical patient with EoE based on the currently available published literature.
In this context, physicians must take into account patient’s medical comorbidi-
ties, adherence to treatment and preferences.

Keywords — Eosinophilic esophagitis; diagnosis; treatment; complications.
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INTRODUCTION

Eosinophilic esophagitis (EoE) is a chronic eso-
phageal condition that has been identified and stu-
died in the last three decades. It is characterized by
esophageal dysfunction with clinical outcomes and
impairments of high impact to the patient. EOE in-
cidence and prevalence increased substantially and
heterogeneously in regions around the world®, par-
tially by clinical features of the disease that may be
confounded with other conditions. Thus, it is timely
to emphasize the requiring uniqueness of the en-
semble issues as it affects hundreds of thousands of
patients with a steadily growing burden of care for
patients and healthcare systems®?.

The crescent corpus of data and evidence in re-
search articles are mainly focused in EoE pathophy-
siology, diagnostic criteria, disease management and
guidelines. Nonetheless, a Brazilian guideline was
not created so far and is paramount for a population
with an acknowledgedly heterogenous genetic profi-
le. Such scenario urges for gathering evidence to the
practician. Thus, the purpose of the present article is
to produce an up-to-date guideline under the cura-
tion of a recognized corpus of specialists of the Bra-
zilian Gastroenterology Federation (Federacio Brasi-
leira de Gastroenterologia — FBG) to fill a gap in the
literature. The resulting document presents practical
approaches, particularities of and differential diag-
nostic, finally presenting the treatment of EoE based
on the current best evidence-based medicine, indica-
ting the quality of data, risk of bias and specialists’
opinion on the subject.

The condition is defined as a type 2 inflammation
characterized by overexpression of type 2 cytokines,
causing elevated activity of mediators and inflamma-
tory cells, admittedly as the drivers of the histopatho-
logical features commonly seen in EoE after a trigger
stimulus®. Under this definition, EoE is a chronic
allergic disorder characterized by an infiltrate in the
esophageal mucosa predominantly eosinophilic, epi-
thelial thickening and fibrosis, resulting in esophage-
al dysfunction, i.e, dysphagia, majorly in adolescents
and adults®. Currently EoE is considered the main
cause of food impactions in the emergency endosco-
pic suite®”. The slow progression of the disease, in-
completely or untreated disease, as well as gaps du-
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ring the treatment are the culprit of the ever-growing
severity of the EOE as it evolves from a manageable
inflammatory condition to an irreversible fibrosteno-
tic phenotype in most of the patients®’¥,

From the standpoint of diagnosis, this clinical gui-
deline focused on the most prevalent aspects of the
primary stages of the condition aiming to promote
the benefits of the early diagnosis in clinical practice.

The treatment is herein focused on the major ad-
vances in pharmacologic treatment and therapeutic
options available, as well as in the consistent corpus
of evidence on dietary therapy®. Moreover, the appro-
ach adopted in this guideline was to highlight the cli-
nical practice and evidence-based recommendations
encompassed with the evolution of EoE diagnosis and
treatment, also considering many recently published
consensus statements from other countries®!?. No-
netheless, the scarcity of top level and high-quality
evidence prescribes discretion and caution of the
practitioner in the clinical setting. In order to tackle
the gaps and many other issues faced in the cons-
truction of this guideline, we seek for expert opinion
and aiming to provide possible approaches. Thus, it is
highly recommended to consider the information re-
garding the quality of the evidence in every section.

Finally, this guideline is intended to provide sup-
port to the clinical practice and the approaches to
EoE herein presented are based on the better evi-
dence available to enhance clinical decision-making
and counseling®”” aligned with the consensus of the
authors and the FBG in the cases of absence data,
conflicting or lack of evidence. The development of
an updated protocol was driven by several factors,
such as the introduction of new diagnostic tools (re-
quiring reassessment of diagnostic criteria and prac-
tices) and the adoption of therapeutic alternatives for
the condition, leading to certain changes in current
clinical practice1219,

Thus, this guideline was based in the typical EOE
patient and the most prevalent features according to
the definitions and mechanisms currently available.
Needless to point the unsurmountable relevance and
the impact of comorbidities, adherence to treatment,
patients’ needs and preferences with which physi-
cians may find to properly provide and manage the
condition. TABLE 1 summarizes the current recom-
mendations.
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TABLE 1. Recommendations for diagnosis and treatment of EoE.

Recommendation

EoE is a Th2 antigen-mediated disease characterized by esophageal dysfunction and the
presence of >15 eosinophils per high-power field in the esophageal mucosa, in the absence
of other causes of esophageal eosinophilia.

Dysphagia and food impaction are the most frequent symptoms, although manifestations
similar to GERD may also occur.

The endoscopic features of EoE include edema, exudates, longitudinal furrows, rings,
strictures, narrowing, and crepe-paper mucosa.

Histological findings in EoE are the presence of eosinophils (>15 eosinophils per high-power
field), basal layer hyperplasia, dilated intercellular spaces, mast cells and lymphocytes,
eosinophilic degranulation, eosinophilic microabscesses, and subepithelial fibrosis.

Esophageal mucosal biopsies should be obtained from the upper, middle, and lower thirds
of the esophagus, with at least six specimens, even if the endoscopic appearance is
macroscopically normal.

Allergy testing has very limited applicability.
Management of the disease
Empirical elimination diets are the most effective therapeutic option.

Proton pump inhibitors (PPIs) are effective in the treatment of EoE, with no difference in
response between different PPIs.

Swallowed topical corticosteroids are effective in treating EoE, with no significant differences
among available formulations.

The biologic agent dupilumab is effective for EoE treatment at all stages of the disease.
Maintenance pharmacologic treatment is recommended for all patients with EoE.

Complications of EoE are infrequent and include food impaction, esophageal perforation,
and esophageal motility disorders.

Endoscopic dilation is effective in improving symptoms in patients with fibrostenotic disease.
A luminal diameter of 16 mm is considered a satisfactory endpoint.

Patients with EoE should be followed with regular clinical consultations and endoscopic

assessments, even if asymptomatic.

Early diagnosis and treatment reduce the risk of complications associated with EoE and

improve quality of life.

Quality of Level of

evidence agreement
High 100%
Intermediate 100%
High 100%
Intermediate 100%
High 92%
High 100%
High 100%
Intermediate/High 100%
Intermediate/High 100%
Intermediate/High 100%
High 100%
Intermediate 92%
High 92%
Intermediate 100%
Intermediate/low 100%

METHODS

The development of this guideline followed the
steps outlined below

Thematic review of the literature to develop the
PICO question (from the acronym patient, interven-
tion, comparison, outcomes), guiding the organiza-
tion, evaluation and validation of the questions, whi-
ch are the structural axis of this document.

Conduct of an integrative literature review addres-
sing EoE for each initially defined question.

Assessment of the quality of evidence based on
the GRADE protocol (grading of recommendations
assessment, development, and evaluation)*?,

Submission of the review to a panel of specialists
who, through the delphi convergence approach, de-
fined the level of agreement regarding the evidence
presented.

Following the previous step, the text was revised
to incorporate identified modifications, producing
the final structure of the work.

Development of guiding questions

Members of the Scientific Events Department of
the Brazilian Gastroenterology Federation (FBG)
drafted initial questions based on their clinical expe-
rience, summarizing the main pertinent and necessa-
ry information for the EoE guideline. These questions
were reviewed by a working group of specialists in
the field, resulting in a set of items framed as ques-
tions to be answered.

Integrative review

This type of investigation seeks to aggregate evi-
dence to guide clinical practice effectively™ and re-
duce individual preferences in the implementation of

Arq Gastroenterol ® 2025. v. 62:625079 EIF4l
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evidence?, Its strength lies in how evidence from cli-
nical trials acquires the status of practical knowledge,
rather than purely scientific rigor, fostering practices
based on published articles, often without considering
the context in which the trial data were generated and
how they should be appropriately used.

The variables to be studied"” were defined by
FBG and presented in the form of questions, each
bringing with it the criteria for evidence research.
After answering the questions, the selected articles,
when applicable, were evaluated for the quality of
the evidence.

Meta-analyses

In order to provide a graphic element for rapid
consultation, a systematic review with meta-analysis
was conducted, focusing on selected items curated
by the authors to optimize the clinical decision-
-making process. This quantitative synthesis was
limited to items for which available data permitted
such an approach.

The PRISMA statement'® was adopted but not
applied in its entirety, only when it unequivocally
contributed to the quality of the work. For the same
reason, no prior registration of the meta-analyses
presented herein was performed.

The databases searched included MEDLINE, EM-
BASE, SciELO, LILACS, ClinicalTrials.gov, and CI-
NAHL, using their respective search mechanisms.
No restrictions were imposed regarding language,
publication date, study design, or sample size, with
studies retrieved up to January 2025. Review articles,
case reportts, in vitro or animal studies, editorials, let-
ters, opinions, and non—peer-reviewed articles were
excluded.

Eligibility criteria and definition of outcomes

The diagnosis of EoE was based on clinical
symptoms of esophageal dysfunction, suggesti-
ve endoscopic findings, histologic confirmation
of more than 15 eosinophils per high-power field
(hpD), and exclusion of other diseases causing eso-
phageal eosinophili®.

The primary therapeutic outcomes

considered were:
Histologic remission, defined as a reduction in
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the number of eosinophils per hpf to below the refe-
rence threshold (<15 eos/hpf)"®;

Clinical remission, defined by broader criteria
related to clinical improvement of patients, as as-
sessed by various instruments, whether externally
validated or not"®.

Inclusion and exclusion criteria

The common inclusion criteria across all items
were: adolescent or adult individuals without co-
morbidities, presenting clinical, endoscopic, and
histologic abnormalities in accordance with the gui-
delines available up to the time of this document’s
preparation™®.

Exclusion criteria included studies with treatment
durations shorter than 12 weeks, use of molecules
not authorized or registered in the country, and stu-
dies involving pediatric patients.

Data extraction

Extracted data included: author, year of the study,
number of cases meeting the primary outcome, total
number of participants, treatment modality, measu-
red outcome (clinical or histologic), treatment dura-
tion, medication dosage, and presence of a compa-
rison group.

Data availability or possibility of data extraction
were performed regardless of the primary objective
of the original study if they provided data of interest
to the present guideline.

Statistical analysis

Meta-analyses of binary outcomes? and single-
arm analyses were performed to estimate the pro-
portion of successes in treatments®”. In both types
of meta-analyses, a random-effects model was the
primary choice due to anticipated heterogeneity,
although a common-effects model was also em-
ployed to provide a comparative perspective on the
effects?.

The same parameters were applied across all
meta-analyses to facilitate comparability between
interventions. Thus, calculations were conducted
using the Mantel-Haenszel method and the Hunter-
-Schmidt method to estimate between-study varian-
ce (t?) and its square root (1), with 95% confidence
intervals (95%CD@?.
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Given the expected high variance, Knapp-Har-
tung adjustments were used to determine the con-
fidence intervals for the summary effect estimates.
Heterogeneity was estimated using the 12 statistic®?,
with values below 25% considered low, around 50%
considered low to moderate, 50-75% as moderate
heterogeneity, and values greater than 75% indica-
ting high heterogeneity.

In all forest plots, studies were ordered according
to the magnitude of the calculated effect size. This
approach was chosen to provide a more intuitive or-
ganization of results, highlighting the range of effect
variability across analyses and facilitating the visuali-
zation of subgroup differences.

The number of studies and comparisons, as well
as the total number of patients, were displayed in
each respective item. Statistical analyses were perfor-
med using RStudio version 1.1.383 (The R Founda-
tion for statistical computing, Vienna, Austria), utili-
zing the ‘meta’ and ‘metafor’ packages.

Assessment of the quality of the evidence

The assessment of evidence quality was perfor-
med using the GRADE system® that results in four
levels as a whole: high, moderate, low, and very low.
Also in five levels for item. This is the most used and
recommended system, despite occasional criticisms
regarding its objectivity.

Evidence quality was classified from A to E, as
defined by the GRADE system (TABLE 2)"*, and was
further supported using risk of bias assessment tools
employed in systematic reviews and meta-analyses.
The RoB 2 (Risk of Bias 2) tool was used for meta-
analyses of randomized clinical trials, while the New-

TABLE 2. Quality of evidence according to GRADE™.

Qualification criteria

Quality of evidence

castle-Ottawa Scale was applied for meta-analyses of
observational studies.

The adaptation of the Delphi methodology for opi-
nion validation in guidelines or consensus documents
has long been used as a means to combine the power
of the Delphi method with the objectivity required for
the development of a guideline or consensus.

It consists of transforming proposed questions
and answers into a structured questionnaire with a
five-point Likert-like scale (1=strongly disagree to
5=strongly agree) in electronic form.

The questionnaire developed was sent to the FBG
members for their evaluations. Questions with ratings
of 4 or 5 below 80% of total responses were subjec-
ted to text revision based on respondents’ comments
and subsequently re-evaluated. Items unresolved af-
ter two voting rounds were rejected.

Presentation and dissemination of the guideline
The guidelines were designed to be easily incor-
porated into clinical activity, with practical value to
make diagnosis and treatment more assertive. The
guidelines will be disseminated through publication
and presentation at national and regional meetings.

What is the concept of EOE?
Recommendation

EoE is a Th2 antigen-mediated disease characte-
rized by esophageal dysfunction and the presence
of =15 eosinophils per high-power field (hpf) in the
esophageal mucosa, in the absence of other causes
of esophageal eosinophilia.

Quality of evidence: High

Delphi consensus level: 100%

A High

B Intermediate with limited sampling.
C Low retrospective studies.
D Very low/arguable

E Not applicable

reviews.

Data from meta-analyses, systematic reviews, and randomized controlled trials with blinding.

Data from observational studies, cohort studies, case-control studies, and randomized trials
Observational data with methodological limitations, moderate to high risk of bias, and
Any study design published in non-indexed journals, studies with experimental design

limitations, theses, dissertations, editorials, letters, case reports, and expert opinions.

Definitions of terms and concepts, information not involving experimental data, and narrative

Delphi convergence cethod and expert consensus

Arq Gastroenterol ® 2025. v. 62:625079 EIZ4l
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Summary of evidence

EOE is a Th2 antigen-mediated disease characteri-
zed by esophageal dysfunction (e.g., dysphagia and
food impaction) and histological findings demonstra-
ting, via optical microscopy, the presence of =15 eo-
sinophils per hpf (or 215 eosinophils/0.3 mm? or >60
eosinophils/mm?), in the absence of other causes of
esophageal eosinophilia®!?.

It is an inflammatory condition of the esophagus,
currently recognized as a distinct clinicopathologic
entity, constituting the second most prevalent cau-
se of chronic esophagopathy after gastroesophage-
al reflux disease (GERD). It is the leading cause of
dysphagia and food impaction in adults and adoles-
cents, and of abnormal feeding behaviors, especially
in children®, with significant impact on patients’
quality of life™®.

The eosinophil count in the mucosa (=15/hpf)
is an important diagnostic criterion, established by
consensus based on systematic literature review and
expert opinion®?.

All patients with esophageal eosinophilia must be
evaluated for non-EoE diseases that may cause or
contribute to this condition®®. Among the diseases
we include eosinophilic gastrointestinal disorders,
connective tissue diseases, vasculitis, hypereosino-
philic syndrome, Crohn’s disease, achalasia, celiac
disease, drug hypersensitivity reactions, and — most
commonly — GERD"V. Nevertheless, these conditions
are typically distinguishable from EoE by unique cli-
nical features. The diagnostic criteria apply across all
age groups®.

It is important that the definition of EoE be uni-
formly adopted among adult and pediatric gastroen-
terologists, allergists, pathologists, general practitio-
ners, and researchers®®.

What is the clinical presentation of EoE?
Recommendation

Complaints of dysphagia and food impaction are
frequent in EoE, although manifestations similar to
those of GERD may occur (heartburn, regurgitation,
non-cardiac chest pain). Thus, EoE should be consi-
dered as a diagnostic hypothesis in any patient pre-
senting with dysphagia and/or food impaction.

Quality of evidence: intermediate

Delphi consensus level: 100%

(JPAN Arq Gastroenterol  2025. v. 62:625079

Summary of evidence

The clinical presentation of EoE includes symp-
toms of esophageal dysfunction related to inflamma-
tion of the esophageal mucosa and/or fibrostenosis
in the most advanced stage of the disease. In most
cases, the clinical presentation in adults and adoles-
cents is associated with dysphagia (70%) and food
impaction (30%)“”.

The clinical presentation of EoE includes symp-
toms of esophageal dysfunction related to mucosal in-
flammation and/or fibrostenosis in advanced disease
stages. In most cases, adults and adolescents present
with dysphagia (70%) and food impaction (30%)%".

Food impaction is particularly notable, as many
cases (approximately 50%) require urgent endosco-
pic removal, leading to the definitive diagnosis of
EOE®39 Some patients report difficulty swallowing
associated with the inability to swallow saliva®V.

Thus, the most frequent clinical manifestations of
EoE include®3+33),

e Dysphagia: difficulty swallowing, especially so-
lid foods, typically worsening with disease pro-
gression.

e Food impaction: sensation of food blockage in
the esophagus, often requiring urgent endosco-
pic intervention.

e Heartburn and other GERD-related symptoms,
such as regurgitation and chest pain, as well as
postprandial hypotensive syndrome, characteri-
zed by abdominal discomfort.

The clinical presentation varies with disease evo-
lution, age, and ethnicity. Presentation in children
may differ from that in adults. Dysphagia and food
impaction increase with age and are more common
among Caucasians than in other ethnic groups“2V.

Food impaction requiring endoscopic extraction
may be the initial manifestation of EoE. Overall,
symptom severity does not strongly correlate with
histological severity or eosinophil count in esopha-
geal mucosa®??,

Most patients (75%) present at least one associa-
ted atopic condition, including food or environmen-
tal allergies, atopic dermatitis, allergic rhinitis, nasal
polyps, or asthma®®3,

Symptoms may be present long befo-
re diagnosis — sometimes up to 10 years — in-
creasing the risk of developing esophageal
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fibrosis®”. Patients may experience seasonal variabi-
lity in symptoms, with reduced intensity during win-
ter months. EoE diagnosis may be more frequent in
summer, underscoring the role of aeroallergens®?.

What are the endoscopic findings in EOE?
Recommendation

The diagnosis of EoE requires endoscopy with
biopsy. A normal-appearing mucosa on endoscopic
examination does not exclude the diagnosis of EoE.
Endoscopic features of EoE reflect its natural history,
comprising active inflammation (edema, exudates,
and longitudinal furrows) that may lead to fibroste-
notic remodeling of the esophagus (rings, strictures,
narrowing, and crepe-paper mucosa).

Quality of evidence: high

Delphi consensus level: 100%

Summary of evidence

Although no pathognomonic findings exist, the
principal endoscopic findings characterizing EOE are
(TABLE 3)%%:

TABLE 3. Endoscopic findings in EoE (Adapted from Torrijos et al.®%).

Signs of Inflammation

Signs of fibrostenosis

Longitudinal furrows/ridges

and valleys Fixed esophageal rings

Exudates/white spots Trachealization

Pale and edematous Feline esophagus
mucosa appearance

Reduced vascularity Er!fg:se or focal esophageal
Reduced esophageal

Friable mucosa :
caliber

Crepe-paper esophagus
with lacerations upon
endoscope passage

Esophageal stricture

Esophageal rings: concentric mucosal rings re-
sembling trachealization.

Exudates or white plaques: adherent plaques or
white spots, sometimes resembling esophageal can-
didiasis; coalescence forms eosinophilic abscesses.

Esophageal narrowing or strictures: chronic in-
flammation may result in strictures.

Friable esophageal mucosa: minimal trauma du-
ring endoscopy can cause mucosal tears; crepe-paper
esophagus presents as delicate, ulcerating mucosa.

Edema and reduced vascularity: edematous mu-
cosa may show reduced vascular markings.

Furrows: longitudinal fissures, distinguishable
from erosions seen in GERD, enhanced by air defla-
tion or topical staining.

Edema (pallor due to loss of vascular pattern),
exudates (white plaques or spots), and longitudi-
nal furrows are associated with active inflammation,
while esophageal rings (trachealization), strictures,
narrowing, and crepe-paper esophagus indicate fi-
brotic remodeling.

The Endoscopic Reference Score (EREFS) system
assigns grades based on characteristic endoscopic
findings of EoE, aiming to validate and standardize
diagnosis and disease severity®. This system evalua-
tes transient or fixed rings, exudates, furrows, muco-
sal fragility (crepe-paper esophagus), edema, vascu-
lar pattern, and strictures (FIGURE 1)%9.

Meta-analysis of prospective studies found at least
one characteristic finding in more than 90% of EoE pa-
tients undergoing upper endoscopy. Sensitivity levels
were modest (15-48%), but specificity levels were high
(90-95%). Positive predictive values ranged from 51—
73%, and negative predictive values from 74-84%".

The EREFS score should be routinely applied
to all patients in the diagnosis and also to evaluate
treatment response: a reduction in the endoscopic
score corresponds with histologic improvement®®.

What are the histopathological findings in EOE?
Recommendation

The following histologic findings are observed in
EoE: presence of eosinophils (=15 eosinophils per
hpf or =60 eosinophils/mm?). Other findings include
basal zone hyperplasia, eosinophil abscess, eosino-
phil surface layering, dilated intercellular spaces, sur-
face epithelial alteration, dyskeratotic epithelial cells,
lamina propria fibrosis.

Quality of evidence: intermediate

Delphi consensus level: 100%

Summary of evidence

Histopathological findings in esophageal tissue
vary depending on disease duration, severity, treat-
ment history, and comorbid conditions like GERD.
Eosinophilic infiltration is the hallmark finding on
esophageal biopsy in EoE.

Arq Gastroenterol ® 2025. v. 62:625079 W4l
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EDEMA (loss os vascular markers)
E Grade O: distinct vascularization
Edema Grade 1: diminished

Grade 2: absent

RINGS (trachealization)
R Grade O: none
Grade 1:light (ridges)
Grade 2: moderate (visible rings)
Grade 3: severe (endoscope does not pass)

Grade 0: none
Exudate  Grade 1:light (<10% of surface area)
Grade 2: severe (>10% of surface area)

E EXUDATE (white plaques)

FORROWS (vertical lines)
F Grade 0 :none
Fumows Grade 1: light
Grade 2: severe (depth)

STRICTURE
Grade 0 :absent

Striture  Grade 1: present

Grade O

Grade 1

Grade 2 Grade 3

FIGURE 1. Endoscopic Reference Score (EREFS) classification developed to standardize the diagnosis and severity of EoE. Modified from Hirano et al®®.

Hematoxylin and eosin (H&E) staining highlights
eosinophils and associated findings like eosinophi-
lic microabscesses®. Thus, epithelial eosinophilia,
in conjunction with clinical symptoms of esophageal
dysfunction, serves as a diagnostic criterion®”,

While various histological thresholds have been
proposed, international guidelines endorse the cutoff
of 215 eosinophils per hpf'8192® with subsequent
data supporting its sensitivity and specificity™”. Al-
though randomized trials to determine the optimal
eosinophilic cutoff are lacking, prospective studies
demonstrate excellent diagnostic performance for
the 15 eos/hpf threshold, with sensitivity of 100%
and specificity of 96%“".

Eosinophil counts are also used to assess treat-
ment response and monitor disease activity“?, ide-
ally aiming for eosinophil elimination, although
some trials consider <15 eos/hpf acceptable.

The inflammatory response in EoE extends
beyond the epithelium with promotion of lamina
propria fibrosis. Additional histological features in-
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clude basal zone hyperplasia, eosinophil abscess, eo-
sinophil surface layering, dilated intercellular spaces,
surface epithelial alteration, dyskeratotic epithelial
cells increased mast cells and lymphocytes, and pa-
pillary elongation“?,

These features are incorporated into two vali-
dated histologic scoring systems: the EoE Histology
Scoring System (EoEHSS) and the Eosinophilic His-
tology Remission Score (EOEHRS), which grade eight
histological alterations based on severity and extent
on a four-point scale®?.

Although developed for clinical trials as these
scores have shown high interobserver agreement af-
ter basic pathologist training, the recommendation
is that the EoEHS should be incorporated into the
follow-up of patients undergoing treatment“?,

What is the endoscopic biopsy protocol for the
diagnosis of EOE?
Recommendation

Mucosal biopsies of the esophagus should be ob-
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tained from the upper-middle, and distal parts, pre-
ferably targeting areas with the greatest abnormality,
with at least six biopsy fragments collected, ideally in
separate containers, even in patients with macrosco-
pically normal endoscopic findings. During the index
endoscopy, biopsies of the stomach and duodenum
are recommended to exclude eosinophilic gastroin-
testinal diseases.

Quality of evidence: high

Delphi consensus level: 92%

Summary of evidence

Location: biopsies should be taken from the pro-
ximal-middle, and distal esophagus to ensure com-
prehensive sampling.

Number of biopsies: six to eight biopsies are re-
commended, focusing on areas of greatest mucosal
abnormality to increase diagnostic yield.

Handling and processing: biopsy specimens
should be immediately placed in buffered formalin
or another appropriate fixative to preserve tissue ar-
chitecture.

Labeling samples: Each biopsy specimen should
be placed in separate containers labeled according to
the site of origin (proximal-middle, distal) for corre-
lation with endoscopic findings.

Multiple biopsies are necessary for effective EoE
diagnosis due to the patchy distribution of eosino-
philic infiltration. At least six fragments from two
different sites (usually distal and proximal halves)
are recommended to maximize diagnostic sensiti-
Vity 304449,

Furrows and exudates, which contain intense eo-
sinophilic infiltration, should be targeted preferen-
tially during biopsy. Biopsies should be taken from
longitudinal furrows rather than between furrows,
where eosinophils are more concentrated. Rings and
strictures, which reflect subepithelial fibrosis, are less
favorable targets due to weaker correlation with acti-
ve eosinophilic inflammation®%4,

Biopsies should also be performed even when
the esophageal mucosa appears normal, as eosino-
philic infiltration may be present in 10-32% of adult
and pediatric patients"?.

It is advisable to perform duodenal and gastric
biopsies at initial diagnosis to rule out eosinophilic
gastroenteritis"®.

What is the applicability of allergy testing for the
diagnosis of EOE?
Recommendation

Allergy tests have very limited applicability for the
diagnosis of EoE.

Quality of evidence: intermediate/high

Delphi consensus level: 100%

Summary of evidence

EoE is characterized as a chronic, immune-aller-
gic esophageal disorder of multifactorial etiology,
in which interaction between food and inhalant al-
lergens with the esophageal mucosa in predisposed
individuals induces cytokine production, leading to
Th2 lymphocyte activation and the release of 1L-4,
IL-5, IL-13, and TGF-f, without IgE-mediated me-
chanisms“7-.

In general, allergy tests detect specific IgE reac-
tions (skin prick tests or serum-specific IgE), specific
IgG4, or contact-mediated responses-#. Thus, they
are not applicable for the diagnosis of EoE.

Similarly, although allergy-test-guided diets were
considered a practical approach to identifying EoE
food triggers, studies in both children and adults
have shown poor concordance between allergy tests
and true trigger foods, limiting their applicability®*>?.

According to a meta-analysis by Arias et al.®?,
elemental amino acid-based diets achieve about 90%
efficacy in inducing remission, six-food elimination
diets achieve 72.1%, whereas allergy-test-guided
elimination diets achieve only 45.5%. A systematic
review by Pitsios et al47 also evaluated the effec-
tiveness of elimination diets based on allergy tests,
showing that they are effective in 66% to 88.3% of
cases (combining the results of the detection of spe-
cific IgE tests with patch tests), which corroborates
previous data that diets directed by allergy tests are
not superior to empirical diets“”.

Thus, allergy testing may be useful to confirm or
exclude parallel diagnoses, such as IgE-mediated food
allergies or respiratory allergies, but they do not play
a significant role in the diagnosis or treatment of EoE.

What is the applicability of dietary therapy in
EoE?
Recommendation

Among the three modalities of dietary therapy,
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empirical elimination of food items has emerged,
from a practical medical perspective, as the most
effective therapeutic approach, initially favoring the
removal of one or two foods (cow’s milk and wheat).
However, the choice of diet should be individualized
based on medical, nutritional, and patient preference
factors. Periodic monitoring of adherence to the pro-
posed diet is essential.

Quality of evidence: high

Delphi consensus level: 100%

Summary of evidence

EoE is classified among gastrointestinal diseases
with immunologically mediated responses to food
antigens®?. Given that EoE is an allergic disease not
mediated by IgE, elimination of allergens through
dietary therapy can result in remission in some pa-
tients®”.

Dietary approaches in EOE can include
three main strategies:
Elemental diet;
Empirical elimination diet;
Allergy-test-based elimination diet.

Elemental diet

The elemental diet consists of a liquid formula-
tion based on essential amino acids, avoiding any
proteins. Different studies have considered this pos-
sibility, mainly in children, with a meta-analysis sum-
marizing the effectiveness of the elemental diet in
inducing histological remission in 90.8% of patients,
with clinical and endoscopic improvement®*®,

A recent systematic review, considering 431 pa-
tients, reports histological remission (<15 eosino-
phils/pg) in 93.6% of patients when compared with
13.3% in the historical placebo group®”.

The importance of allergens contained in food
may, therefore, constitute a contributing factor in
EoE, a hypothesis also supported by the recurrence of
symptoms after reintroduction of triggering foods and
the limited expression of inflammatory cytokines”.

However, there are some difficulties in imple-
menting the elemental diet, which is composed of
amino acids, fats, sugars, vitamins and nutrients. The
unpleasant taste, nutritional concerns, maintenance
of body weight and relatively high costs are points to
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be considered®®. The elemental diet is a very effecti-
ve approach (90%), but it seems relatively unfeasible
in clinical practice, with patient adherence being one
of the main limitations"?”. Newer dietary formulas
with improved palatability may increase patient ac-
ceptance.

Therefore, although there is evidence of the
effectiveness of elemental diets, the recommendation
for their use is relatively restricted, especially when
considering other dietary and pharmacological thera-
peutic possibilities®”. The European Guidelines, for
example, consider that elemental diets should only
be considered after demonstrating dissatisfaction
with pharmacological therapeutic treatment and/or
elimination diet, conditions that, in clinical practice,
occur more rarely™?.

The elemental diet consists of a liquid formula-
tion based on essential amino acids, avoiding any
proteins. Different studies have considered this pos-
sibility, mainly in children, with a meta-analysis sum-
marizing the effectiveness of the elemental diet in
inducing histological remission in 90.8% of patients
showing clinical and endoscopic improvement®*,
A recent systematic review consisting of 431 patients
reported histological remission (<15 eosinophils/pg)
in 93.6% of patients when compared with 13.3% in
historically observed placebo group®”. The impor-
tance of allergens contained in food may, therefore,
be a contributing factor in EoE, a hypothesis also
supported by the recurrence of symptoms after rein-
troduction of triggering foods and the limited expres-
sion of inflammatory cytokines®”.

However, there are practical difficulties with im-
plementing elemental diets, which consist of amino
acids, fats, sugars, vitamins, and nutrients. Unplea-
sant taste, nutritional concerns, maintenance of body
weight, and relatively high costs must be conside-
red. Although highly effective (90%), elemental diets
seem relatively impractical in clinical practice, with
adherence being a major limitation™. Newer formu-
lations with improved palatability may enhance ac-
ceptance by patients.

Therefore, despite evidence of efficacy, recom-
mending elemental diets remains relatively restric-
ted, especially considering the availability of other
dietary and pharmacological therapeutic options®?.
European guidelines, for example, recommend that
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elemental diets only be considered after dissatisfac-
tion with pharmacologic therapy and/or empirical
elimination diet, conditions that, in clinical practice,
are relatively rare"”.

Empirical elimination diet

Empirical elimination of food groups commonly
related to allergic reactions is a particularly interes-
ting dietary option. It consists fundamentally of ex-
cluding foods most frequently associated with EoE,
such as milk, wheat, eggs, soy, peanuts, nuts, and
seafood (fish and shellfish)®*>®.

A recent systematic review of nine observational
groups totaling 633 patients revealed that empirical
elimination was associated with histological respon-
se in 67.9% of patients (<15 eos/hpf), compared to
13.3% in historical placebo groups®”.

For the empirical elimination diet, there are op-
tions for removing the six foods mentioned above
at once (SFED - Six food elimination diet), four foo-
ds (FFED — Four food elimination diet), two foods
(TFED — Two food elimination diet) and just one
food (OFED - One food elimination diet)®”.

Our meta-analysis revealed that the results for the
subgroups indicated that the difference in efficacy
between the SFED and FFED diets is small. However,
the difference between SFED and TED and/or SPT
(skin prick test) can be almost twice as large in favor
of SFED. It is worth noting that the heterogeneity (I12)
of the subgroups ranged from a minimum of 12=53%
for FFED to 12=76% for SFED, considered moderate
in all modalities.

These results suggest that overall dietary thera-
py success rates in adults are around 48%, with a
95% confidence interval of 39-56% in random-effects
models and moderate heterogeneity. Nonetheless,
chi-square tests showed statistically significant diffe-
rences among subgroups, although numerical diffe-
rences were modest due to differences of subgroup
sample sizes.

Recent consensus tends to adopt a step-up appro-
ach, beginning with elimination of only one or two
foods, mainly milk and wheat®.

However, limitations to the use of empirical eli-
mination diets are related to practical concerns. The
everyday use of an incomplete or inconsistent diet
for anti-allergic purposes or poor long-term adheren-

ce of patients may limit its applicability impairing the
use of empirical elimination diets®”.

Allergy-test-guided elimination diet

The recognition that EoE represents a particular
form of food allergy, coupled with the difficulties
in implementing elemental diets, led to research on
identifying food allergy triggers through direct testing.

Allergy testing has been based on single-arm ob-
servational studies without comparative composition
designs as in the cases of elemental diet and empi-
rical elimination diet. Twelve studies demonstrated
that 49.2% of individuals undergoing allergy-test-gui-
ded elimination did not achieve histological remis-
sion (<15 eos/hpf). The estimated relative risk of fai-
lure for histological remission compared to historical
placebo was 0.5757,60. Sensitivity analyses revealed
no significant differences among studies that adop-
ted correction tests and those that did not®”.

Therefore, food allergy tests cannot be conside-
red or used as a reference or guidance for dietary
management in patients with EoE, as they are insu-
fficiently accurate to justify exclusion of foods as po-
tential disease triggers. Until comparative, placebo-
controlled trials with rigorous observational criteria
are conducted, allergy-test-guided dietary therapy
should not be considered appropriate®®.

What is the role of acid secretion inhibitors
(Proton Pump Inhibitors [PPIs] and Potassium-
Competitive Acid Blockers [P-CABs]) in the
treatment of EoE?
Recommendation

Treatment with PPIs is effective in achieving cli-
nical and histological remission in a significant pro-
portion of patients with EoE, with no difference in
response among the various PPIs. They may be used
as first-line pharmacologic therapy, as well as follo-
wing therapeutic failure of swallowed topical corti-
costeroids. P-CABs need further studies before esta-
blishing their use in clinical practice.

Quality of evidence: intermediate/high

Delphi consensus level: 100%

Summary of evidence

The action of PPIs is by inhibiting IL-4—stimula-
ted expression of eotaxin-3 in esophageal cells of
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patients with EoE, as well as by blocking STAT6
binding to its promoter. Eotaxin-3 is an eosinophil
chemoattractant that contributes significantly to the
pathophysiology of Th2-mediated esophageal eosi-
nophilia. Overall, about 50% of EoE patients respond
to high-dose PPI therapy®.

A recent systematic review and meta-analysis in-
cluding 33 studies and 619 patients under suspected
EoE showed that PPIs led to histological remission
(defined as <15 eos/hpf) in 50.5% of cases (95%CI
42.2-58.7%) and symptomatic improvement in 60.8%
(95%CI 48.38-72.2%). No significant differences were
observed regarding patient age, study design, or type
of PPI prescribed. The efficacy of PPIs was indepen-
dent of the presence of pathological acid exposure
as shown by esophageal pH monitoring®®. PPIs are
often used as first-line treatment due to their good
cost-effectiveness profile and relatively few adverse
effects. It is recommended that they be administered
for at least 8 to 12 weeks at double doses, before me-
als, to induce disease remission. Effectiveness should
be evaluated by endoscopy with biopsies®?.

In case of interruption of the pharmacologic treat-
ment, the recurrence of symptoms and/or esophage-
al eosinophilia typically sets within 3 to 6 months®.
During the maintenance phase half of initial dose of
PPIs maintained clinical and histological remission in
at least 75% of patients after 1 year®?.

In long-term therapy, PPIs are also used as first-li-
ne treatment for EoE, given their ease of use, good
cost-benefit ratio and no reported significant side
effects to date as demonstrated in safety studies in
adults who used PPIs at standard doses ranging from
5 to 12 years®,

Although preliminary studies show that P-CABs,
particularly vonoprazan fumarate, may have similar
efficacy to PPIs in EoE treatment, further studies are
necessary before establishing their use in clinical
practice®,

What is the role of corticosteroids in the treatment
of EoE?
Recommendation

Swallowed topical corticosteroids may be indica-
ted as first-line therapy, for patients who fail to res-
pond to PPIs or who present with more severe forms
of the disease.

1P2PAl Arg Gastroenterol  2025. v. 62:625079

Quality of evidence: intermediate/high
Delphi consensus level: 100%

Summary of evidence

Oral-administered topical corticosteroids, inclu-
ding PPIs, dietary therapy, and biologic agents, re-
present first-line treatment options for EoE1!18.263%
Swallow topical corticosteroids may also be used in
patients who have not responded to PPIs and diet,
and as primary therapy in those with more aggressi-
ve disease11:18:26,35.60)

Corticosteroids primarily developed for inhalation
such as fluticasone and budesonide are swallowed to
exert local effects in the esophagus. In Brazil, these
are off-label approaches, while in Europe and the
United States, specific formulations of orodispersible
tablets and oral suspensions of budesonide are avai-
1211)1667'67’68).

A randomized clinical trial showed that orodis-
persible 1 mg budesonide tablets (two diary doses)
led to histologic, endoscopic, and clinical improve-
ment in 58% of patients at 6 weeks compared to 0%
in the placebo group®”. Sustained remission (48 we-
eks) was observed in 73.5% (0.5 mg twice daily) and
75% (1 mg twice daily) of patients compared to 4%
in the placebo group”. The time for recurrence was
87 days mean in the placebo group versus 350 days
mean in treated groups”?.

The risk of oral candidiasis with topic-oral cor-
ticosteroids was about 5% highlighting the role of
oral hygiene during treatment. A Cochrane review
showed that topical corticosteroids reduce mucosal
eosinophilia and stricture formation, achieving clini-
cal, histological, and endoscopic remission, although
not superior to PPIs7V.

A meta-analyses confirmed the efficacy of swallo-
wed topical corticosteroids versus placebo in EoE
by inducing histological, clinical, and endoscopic
responses, with good tolerability. Results showed
complete histologic response (OR 35.82, 95%CI
14.98-85.64, P<0.0001; 12=0, P=0.72) e partial (OR
28.44, 95%CI 8.56-94.47, P<0.0001; 12=70%,=0.0009).
Moreover, swallowed topical corticosteroids showed
good clinical response (OR 2.53, 95%CI 1.14-5.60,
P=0.02; 12=60%, P=0.02) and endoscopic responsi-
veness (OR 3.51, 95%CI 1.47-8.36, P=0.005; 12=0,
P=0.57)"?. It is worth noting that no topical formula-
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tion has been shown to be superior to any other in
head-to-head studies® 727,

Other studies also comparing systemic to swallo-
wed topical corticosteroids revealed similar efficacy
in terms of clinical and histological response. Howe-
ver, the adverse events related to the use of systemic
therapy preclude the recommendation of these drugs
in the treatment of EOE"”.

In clinical practice, therefore, swallowed topi-
cal corticosteroids can be used as first-line therapy,
mainly in patients with long-lasting symptoms and
esophageal signs of fibrostenosis as these patients
are under high risk of obstruction, in cases of PPIs
failure or those who declared preference for treat-
ment with swallowed topical corticosteroids.

What is the role of immunobiologicals in the
treatment of EOE?
Recommendation

Dupilumab is the first immunobiological appro-
ved by Anvisa (National Health Surveillance Agency)
for the treatment of EoE with results that demonstrate
efficacy in the treatment, both in the inflammatory
phase and in the fibrostenotic phase of the disease.

Quality of evidence: intermediate/high

Delphi consensus level: 100%

Summary of evidence

The goals of treatment in EoE include improvement
of symptoms, remission of the esophageal eosinophi-
lia and other histological abnormalities, improvement
of endoscopic findings, enhancement of quality of
life and esophageal function, minimization of adverse
events related to treatment, prevention of disease pro-
gression, and subsequent complications®¢7,

As EoE is an immune-mediated condition charac-
terized by localized inflammatory and histological
dysregulation besides inflammatory histopatholo-
gical features, and progressive chronic dysfunction
confined to the esophagus, biologic therapies are
deemed as a very promising approach.

Although the pathogenesis of EoE is not comple-
tely elucidated, pivotal features of the condition are
well established to mention the Th2 inflammatory
character. The Th2 path is characterized by incre-
ased production of interleukins (IL) 1L-4, IL-5, and
IL-13, which play a central role in the pathogenesis

of EoE*7, In knowledge these particularities many
well established research fields are prone to explo-
re possibilities which allow the development of mo-
lecules in a wide spectrum of targets to tackle the
outcomes of altered inflammatory pathways.

As IL-4 e IL-13 are involved in the Th2 inflam-
matory pathways and are key players in the patho-
genesis of EoE, many targets in the IL-4 and IL-13
pathways have been considered strategic in the treat-
ment of EOE"Y. Over the past decade, several bio-
logic molecules were developed and initially appea-
red promising. On the other hand, while many have
already been discarded, other molecules in varied
phases of clinical trials were later found to produce
unsatisfactory results and were discontinued such as
mepolizumab, reslizumab, omalizumab, infliximab
and lirentelimab>7”.

Conversely, dupilumab achieved efficacy and sa-
fety in phase 2 and 3 randomized clinical trials, lea-
ding to its approval to clinical use by the Food and
Drug Administration (FDA) in USA in 2022%%%Y and,
in 2023, its subsequent approval by Anvisa®’. Today,
dupilumab is the unique monoclonal antibody ap-
proved to treat EoE.

Dupilumab is a monoclonal antibody that recog-
nizes IL-4Ra and IL-13Ral receptors blocking the in-
flammatory signaling of IL-4 and IL-13%9, It is also
approved for the treatment of atopic dermatitis, as-
thma, and chronic rhinosinusitis with nasal polyps.

The results of a prospective, randomized, place-
bo-controlled study in three parts were observed:

Patients aged 12 years and older received subcu-
taneous dupilumab at a weekly dosage of 300 mg
or placebo for 24 weeks. The dupilumab group pre-
sented higher histological response with less than
6 eosinophils/hpf compared to the placebo group
(60% vs 5%; P<.001), and also presented a significant
reduction in the dysphagia score (P<.001);

Another part of the sample was split in sub-
groups and received subcutaneous dupilumab at
a weekly dosage of 300 mg, every two weeks or
placebo for 24 weeks. The weekly dupilumab vs
placebo dosing in part B replicated the results of
part A (59% vs 6% for histologic response, P<.001;
greater symptomatic improvement with dupilumab,
P<.001). Dupilumab also improved the endoscopic
severity score (EREFS) and histologic severity score
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(HSS) when compared with placebo in both A and
B for diverse dose frequencies.

Patients completing Part A entered Part C, conti-
nuing weekly dupilumab 300 mg through week 52
(parts A-C group). Patients originally treated with
placebo achieved similar results after switching to
dupilumab®.

Real-world studies further support the use of du-
pilumab in EoE®?. Meta-analyses demonstrated that
despite generally positive results and high-quality
studies, limitations included small sample size®?.
Subsequent meta-analyses confirmed these findings,
showing reductions in esophageal eosinophilic infil-
tration and improvements in dysphagia symptoms®?.

Dupilumab has been shown to be effective even
in patients resistant to PPI and corticosteroid thera-
py and in those with more advanced fibrostenotic
disease®. In special cases, dupilumab may be con-
sidered earlier, particularly in patients with allergic
comorbidities associated to type 2 inflammatory dise-
ases, such as asthma, atopic dermatitis, and chronic
rhinosinusitis with nasal polyps®!889,

Other studies with approaches involving mo-
noclonal antibodies like cendakimab (anti-IL-13),
benralizumab (anti-IL-5), and antisialic acid-binding
Ig-like lectin 8 (Siglec-8) (lirentelimab) are ongoing
and, although not yet applicable to clinical practice,
may contribute to a better understanding of interleu-
kin pathway inhibition in achieving symptomatic and
histological remission in EOE7>78,

Is pharmacological maintenance treatment
recommended for EoE?
Recommendation

Maintenance pharmacological treatment is re-
commended for all patients with EoE.

Quality of evidence: high

Delphi agreement level: 100%

Summary of evidence

Due to the high risk of disease recrudescence
when therapy is discontinued, it is suggested that
maintenance treatment should be considered as
long-term in patients with EoE who have achieved
clinical and histological remission"?. Additionally,
evidence supports the importance of maintenance
therapy because, although some patients do not de-
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velop strictures or food impactions, it is not possible
to clearly identify which ones will develop compli-
cations. On the other hand, there is a limitation in
published data, and prospective randomized studies
defining optimal maintenance strategies are lacking.
Furthermore, there are no studies for more than 12
months as maintenance treatment for EoE.

It is recommended that maintenance therapy ini-
tially be conducted with monotherapy, with drug
selection personalized for each patient through a
shared decision-making process between physician
and patient™?,

A prospective study involving 121 patients with
EoE, 40 patients (33%) achieved complete remission
with high doses of omeprazole. None of the patients
achieving histological remission experienced symp-
tom recurrence, although half of those with inflam-
matory recurrence maintained clinical remission.
Following dose reduction to 40 mg of omeprazole
once daily, 31/38 (81%) remained in complete remis-
sion. Among these, 15/18 (83%) were maintained on
20 mg of omeprazole once daily®. The conclusion
was that most patients maintained sustained clinical
and histological remission with a dose of omeprazole
equal to or less than 40 mg®.

A study comprising 630 EoE patients treated with
PPIs, the histological remission occurred in 48.8%
and clinical remission in 71%. After achieving remis-
sion, dose reduction was effective in maintaining sus-
tained remission in 69.9% of patients"?. The success
of maintenance therapy with PPIs appears closely
related to the degree of response achieved during
induction therapy””. The British Society of Gastroen-
terology (BSG) recommends considering long-term
PPI maintenance therapy for patients in clinical and
histological remission®?.

Swallowed topical corticosteroids have shown
very effective results. The benefit of orodispersible
budesonide was observed in all groups of patients
with EoE, with a mean time to relapse of 87 days in
the placebo arm compared with >350 days in both
arms of treatment with orodispersible budesonide™.
This result surpassed that observed with previous
studies using swallowed inhaled steroids like flutica-
sone or viscous budesonide paste”®.

Despite limited evidence due to few controlled
studies and the difficulty in defining effective main-
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tenance strategies, the American Gastroenterologi-
cal Association (AGA) recommends continuous use
of swallowed topical corticosteroids for patients in
remission following induction®”. Similarly, the BSG
recommends orodispersible budesonide for mainte-
nance therapy in adults and adolescents”. Conver-
sely, systemic corticosteroids are not recommended
due to similar efficacy but greater adverse event
profiles®®.

Dellon et al.®*” demonstrated in a study involving
patients with EoE who were unresponsive to PPIs
that maintenance treatment with dupilumab for 52
weeks was effective in maintaining clinical and his-
tological remission in most patients.

What are the complications of EoE?
Recommendation

Complications of EoE are not frequent, although
when they occur, they generally require immediate
medical intervention. Prolonged and uncontrolled
esophageal inflammation can eventually lead to irre-
versible structural changes, resulting in tissue fibro-
sis, stenosis, and functional impairment of the organ.

Quality of evidence: intermediate

Delphi level of agreement: 92%

Summary of evidence

Given the irreversible nature of complications
and their important consequences with more inva-
sive and higher-risk therapeutic interventions, it is
essential to establish a prompt diagnosis of EoE and
immediately implement the therapy.

The main complications of EoE result from the
prolonged chronic inflammatory process, with sub-
sequent morbidities from tissue fibrosis as the main
consequence®”.

Esophageal impaction

The occurrence of partial esophageal obstruction
due to the presence of rings or stenosis can lead
to esophageal food impaction as a complication of
EoE, requiring urgent removal through upper diges-
tive endoscopy®3s789,

Esophageal perforation
Esophageal perforation is a potentially relevant
complication of EoE, although few cases have been

reported®. The presence of eosinophilic infiltrates
constitutes a possible mechanism that causes epithe-
lial inflammation to progress to a fibrostenotic con-
dition. The progression of the condition can lead to
dysphagia and food impaction, with the risk of eso-
phageal perforation®-V.

Esophageal dysmotility

The etiopathogenesis of esophageal dysmotility
still unclear, but it may be associated with infiltra-
tion of the esophageal mucosa by eosinophils as
the resulting interactions, such as fibroblasts with
eosinophils, gastric eosinophilia and inflammatory
cytokines®?.

Achalasia-like alterations

Achalasia rarely is associated with eosinophilic
esophagitis, but motility changes similar to those that
occur in achalasia esophageal eosinophilia may oc-
cur. This may result from the release of eosinophilic-
-secretory products, which peristalsis destabilization
and relaxing the lower esophageal sphincter. The
release of pro-fibrotic products also causes tissue re-
modeling, contributing to the motility issues®®.

Intramucosal esophagus dissection

This is an uncommon complication consisting of
the dissection of deeper layers of the mucosa and/or
submucosa, resulting in a false esophageal lumen®**%.

Pulmonary aspiration

Pulmonary aspiration due to dysphagia with con-
sequent pneumonia is a very rare complication that
may eventually occur requiring hospitalization®”>,

When is esophageal dilation recommended and
what techniques are indicated?
Recommendation
Endoscopic dilation is effective in improving
symptoms in patients with fibrostenotic disease. A
luminal diameter of 16 mm is a satisfactory outcome.
Quality of evidence: high
Delphi level of agreement: 92%

Summary of evidence

Endoscopic dilation is indicated for symptomatic
esophageal strictures. It is an effective strategy for
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managing dysphagia resulting from strictures asso-
ciated with EoE.

There are at least three groups of patients who
may respond to dilation therapy:

Patients presenting dysphagia and strictures iden-
tified by upper gastrointestinal endoscopy;

Patients who present dysphagia in the absence
of endoscopically apparent strictures. This is explai-
ned by the fact that strictures in EoE may extend
longitudinally and, therefore, be underdiagnosed by
upper gastrointestinal endoscopy, only evidenced on
imaging tests;

Patients who do not complain about the presence
of dysphagia due to adaptive eating behaviors and
food avoidance, despite the presence of high-grade
esophageal strictures (<10 mm)®®.

A yet unanswered important question concerns
the timing of esophageal dilation in EoE patients.

If a patient presents with a high-grade esophage-
al stricture, prolonged food impaction, or is unlikely
to adhere to pharmacological therapy, dilation prior to
medical therapy is acceptable. Conversely, dilation may
be postponed in patients with mild to moderate strictu-
res, with re-evaluation during follow-up endoscopy to
assess the response to anti-inflammatory therapy®”.

A meta-analysis of 27 studies involving 845 pa-
tients with EOE who underwent a total of 1,820 eso-
phageal dilations demonstrated that dilation impro-
ved dysphagia in 95% of patients after the procedure
(95%CI=90-98%). Complications included perfora-
tion, which occurred in 0.38% (95%CI: 0.18-0.85), he-
morrhage, which occurred in 0.05% (95%CI: 0-0.3%),
and hospitalization in 0.67% (95%CI: 0.3-1.1%)1.

Another systematic review and meta-analysis of
37 studies including 977 patients who underwent
2,034 dilations found a perforation rate of 0.033%
(95%CI, 0-0.226%), bleeding in 0.028% (95%CI,
0-0.217%), and a hospitalization rate of 0.689%
(95%CI, 0-1.42%)"V.

Dilation does not impact the esophageal inflam-
matory process but provides symptom relief from
dysphagia. Thus, ongoing esophageal inflammation
and remodeling require repeated dilations®”.

Is follow-up recommended for patients with EoE?

Recommendation
Patients with EoE should be monitored with regu-

1[TPA) Arg Gastroenterol ® 2025. v. 62:625079

lar consultations and endoscopic examinations, even
if asymptomatic.

Quality of evidence: intermediate

Delphi level of agreement: 100%

Summary of evidence

Although recent data suggest that not all patients
will progress to fibrostenotic disease and that diffe-
rent endotypes may exist, supporting an individuali-
zed approach, the vast majority of EoE patients will
require maintenance therapy®?.

There is, however, a lack of studies or recommen-
dations regarding the best monitoring and follow-up
strategy for these patients, as the correlation between
symptoms and histological inflammation of the eso-
phageal mucosa is only modest“%?,

Medium and long-term treatment will therefore
depend on disease severity and response to therapys;
periodic follow-up endoscopies may be recommen-
ded to monitor for complications or recurrences®”.

Recently, an international panel of experts esta-
blished recommendations and an algorithm (FIGURE
2) for monitoring these patients*?. It is worth noting
that current treatment may become ineffective over
time and/or may have been discontinued by patients
on their own initiative. Therefore, regular clinical
follow-up is important and allows for the detection
of these situations, as well as adjustments in manage-
ment (dose and formulation), increasing adherence
to therapy and preventing undesirable outcomes that
compromise quality of life. In addition, it provides
the possibility of new therapies being discussed in
subsequent consultations®.

The decision on the periodicity of follow-up must
consider factors such as disease clinical severity”®”,
estimated risk of imminent food impaction, presence
of strictures, and the mechanism of action and ex-
pected outcome of the intervention — whether phar-
macological, dietary, or endoscopic — should be con-
sidered. Therefore, follow-up intervals of 6, 8, 10, 16,
or even 24 months may be appropriate®.

The Clinical Severity Index (I-SEE) has recently
been validated and may serve as a useful tool for
individualizing patient management and monitoring
intervals"®.

In patients with significant initial esophageal dia-
meter reduction, multiple dilations may be necessa-
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Endoscopy after 8-12 weeks of induction
treatment or change in treatment

No stenosis or clinical complications
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FIGURE 2. Follow-up algorithm for patients with EoE. Adapted from von Arnim et al.(%9.

ry. Initial esophageal diameter and histological re-
mission are associated with successful outcomes in
patients with severe strictures""®,

What is the importance of early diagnosis in EOE?
Recommendation

Early diagnosis and treatment reduce the develop-
ment of EoE complications and improve quality of life.

Quality of evidence: intermediate/low

Delphi agreement level: 100%

Summary of evidence

EOE is a chronic inflammatory esophageal disease
that may progress from an inflammatory phenotype
to a fibrostenotic phenotype if left untreated. Effecti-
ve therapy can limit disease progression. The natural
history of untreated EoE leads to subepithelial fibro-
sis, esophageal remodeling, and luminal strictures“?,

In a study with 30 untreated adults followed for
an average of 7.2 years, persistent dysphagia was ob-
served in almost all patients, with subepithelial fibro-
sis detected in 86% of esophageal biopsies?”.

A multicentric longitudinal study showed that up
to 70% of untreated patients developed strictures'*®.
The rate of fibrotic endoscopic findings may double

(47% vs 88%) and the rate of strictures may increase
nearly fourfold (17% vs 71%) when diagnosis occurs
more than 20 years after symptom onset compared to
diagnosis within 2 years”. In children, data suggest
that subepithelial fibrosis and tissue remodeling may
be reversible after treatment with topical steroids or
dietary therapy®!%,

In advanced stages, esophageal damage has sig-
nificant consequences for patients, including impai-
red quality of life, severe dysphagia, food impaction,
and spontaneous esophageal perforation, emphasi-
zing the critical importance of early diagnosis in pre-
venting the development of EoE complications!V.

General approach to EoE treatment

Once EoE is diagnosed, both the inflammatory
and fibrostenotic aspects of the disease must be
addressed. All patients should receive anti-inflam-
matory treatment and be evaluated for fibrostenotic
changes in the esophagus.

It is worth noting that EoE is a chronic disease,
and any treatment adopted should be continued
in the long term. There are three main options for
anti-inflammatory therapy: pharmacologic treatment,
dietary therapy, and biologic therapy.

Arq Gastroenterol ® 2025. v. 62:625079 LAl



Domingues G, Moraes-Filho JPP, Chinzon D, Delgado A, FBG advisors

Brazilian Gastroenterology Federation (FBG) clinical guideline: diagnosis and treatment of Eosinophilic Esophagitis in adults and adolescents

As there is lack of comparative studies on safe-
ty and efficacy among treatment modalities until the
present date, treatment options should be shared
with the patient, considering important factors such
as patient preference, easy of administration, acces-
sibility, and cost.

Pharmacologic options include PPIs or swallo-
wed topical corticosteroids. Although concurrent use
may be considered in special cases, initial individua-
lized use is preferred given the scarcity of data in the
literature on combination therapy.

If an elimination diet is selected, empirical elimi-
nation diet is the most practical clinical approach, ty-
pically starting with elimination of one or two foods
(cow’s milk and wheat), with broader restrictions ap-
plied as needed based on clinical response. Regard-
less of the initial treatment, treatment response should
be evaluated via endoscopy with esophageal mucosal
biopsies 8 to 12 weeks after therapy initiation.

In patients with a satisfactory response to treat-
ment, this should be maintained and, in cases where
patients opted for pharmacological treatment, a dose
reduction may be attempted. However, monitoring
of the treatment is essential, which includes, in addi-
tion to clinical evaluation, the mandatory performan-
ce of a new endoscopy with biopsies to assess the
inflammatory response in the esophageal mucosa af-
ter reducing the dose of the medication.

If the response to the initial treatment is inade-
quate, there is the possibility of switching to another
pharmacological option, empirical elimination diet or
immunobiological dupilumab, again, according to the
decision assumed together with the patient. For EoE
patients with concomitant atopic diseases that are in-
dications for dupilumab use, earlier start of dupilumab
may be recommended in the treatment algorithm, as
indicated by the physician.

In cases of stricture detected by endoscopy, di-
lation is recommended in order to achieve an eso-
phageal diameter of 16 — 18 mm. This endoscopic
approach should be considered in conjunction with
ongoing anti-inflammatory therapy of the esophagus.

1IPAR Arg Gastroenterol  2025. v. 62:625079

Dilation should also be considered for patients
with persistent dysphagia despite adequate objective
(endoscopic and histologic) treatment response.

CONCLUSION

The importance of these FBG guidelines lies in its
widespread use in order to support decision-making
in clinical practice through adherence to proposed
statements and recommendations. The suggested
preferable approaches to patients with EoE were
based on the growing evidence currently available,
especially regarding new therapeutic options and
follow-up issues. Still, there are unmet needs that
will be addressed in the near future and develop-
ment of guidelines will help to solve these problems.
Multidisciplinary approach to EoE patients are of ut-
most importance to the extent that healthcare pro-
fessionals, caregivers and patient’s family should be
all involved in the process that will lead to the esta-
blishment of a standard of care to patients with EoE.
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RESUMO — Contexto — Esofagite eosinofilica (EoE) é uma doenca do eséfago inflamatoéria cronica imuno-mediada que acomete criancas

e adultos. Objetivo — O proposito desse artigo € estabelecer orientacdes e atualizacdes para o diagnostico e tratamento da EoE.
Métodos — a Federacio Brasielira de Gastroenterologia, FBG, reuniu um grupo de gastroenterologistas com expertise na drea de
doencas esofigicas e utilizou a metodologia Delphi para desenvolver uma diretriz atualizada de conduta para pacientes com EoE
a luz da medicina baseada em evidéncias. A graduacdo da forca e qualidade de evidéncia das recomendacdes foi realizada usando
os critérios do Sistema GRADE. A pesquisa dos dados incluiu MEDLINE, EMBASE, SciELO, LILACS, ClinicalTrials.gov e CINAHL,
utilizando seus respectivos mecanismos de busca com artigos coletados até janeiro de 2025. Esse documento estd apresentado na
forma de 15 perguntas e respostas sobre o diagnostico e tratamento da EoE que abordam questoes praticas, particularidades da
EoE com base nas melhores evidéncias para cada assunto, sinalizando a qualidade da informacio, quando possivel e na opinido
de especialistas. Resultados — Do ponto de vista do diagnostico, a presente diretriz clinica focou nos aspectos mais prevalentes da
EOE, assim como, nos beneficios do diagndstico precoce da doenca na pratica clinica.No tratamento foram observados os avancos
mais recentes da terapia farmacologica e as opg¢des de tratamento disponiveis, como também, no corpo robusto de evidéncias
disponiveis para a terapia dietética. Conclusido — Essa diretriz da FBG estabelece um suporte para a pratica clinica e sugere con-
dutas preferenciais para os pacientes com EoE baseadas na literatura atual. Nesse contexto, os médicos devem considerar outras
comorbidades associadas dos pacientes, aderéncia ao tratamento e preferéncias.

Palavras-chave — Esofagite eosinofilica; diagnostico; tratamento; complicacoes.
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