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addressing the effectiveness and safety of interventions, and aimed at
healthcare professionals managing gastrointestinal disorders in any cli-
nical setting in Colombia. Materials and Methods: This guideline was
developed by a multidisciplinary team with support from the Colombian
Association of Gastroenterology and Universidad CES. Relevant clinical
questions were formulated, and searches were conducted in databases of
national and international guidelines. The retrieved guidelines were asses-
sed for quality and applicability; five met criteria for adoption or adaptation.
Additional evidence-based documents were considered during drafting.
The Universidad CES research group performed a systematic literature
review. The GRADE methodology and Evidence-to-Decision (EtD) fra-
meworks were applied, based on guidelines, systematic reviews, and me-
ta-analyses published between 2015 and 2025. Consensus was reached
through a multidisciplinary panel, considering applicability, resource avai-
lability, and equity within the Colombian healthcare system. The complete
methodology and technical appendices are available in the full version at
www.gastrocol.com. Results: A clinical practice guideline was developed
for the diagnosis and management of patients with GERD in Colombia,
addressing six core clinical questions, with 39 evidence-based recom-
mendations and 18 good practice points. Previous evidence was updated,
new recommendations on diagnosis and management were added, and a
section dedicated to pregnant patients was included. Conclusions: This
update incorporates new recommendations and establishes a quality
standard for the timely diagnosis and management of GERD, contributing
to the reduction of disease burden and offering clear criteria for diagnostic
evaluation, treatment, and follow-up.
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INTRODUCTION

Gastroesophageal reflux disease (GERD) represents an
increasing public health challenge due to the growing num-
ber of prevalent and incident cases and the associated years
lived with disability (YLDs). To address this condition, we
must understand changes in global and regional epidemio-
logical trends and the burden it imposes on policymakers
and other stakeholders'". This makes it essential to identify
diagnostic and therapeutic methods that are both effective
and affordable®.

Reported prevalence rates for this disease are 23% in
South America, 18.1-27.8% in North America, 11.6% in
Australia, 8.8-25.9% in Europe, 8.7-33.1% in the Middle
East, and 7.8% in East Asia®. In Latin America, one sys-
tematic review assessed several prevalence studies in the
region (one in Argentina, five in Brazil, and two in Mexico)
and identified rates ranging from 3% to 11.9%, similar to
estimates from Europe and North America and higher than
those reported in Asia™.

In Colombia, the estimated prevalence of reflux symptoms
is around 12%. These data come from a population-based
survey on gastroesophageal reflux symptoms and associated
factors conducted in major Colombian cities (Bogot4, Cali,
Medellin, and Barranquilla). A total of 6,842 questionnaires
were collected, revealing an estimated overall prevalence of
reflux symptoms of 11.98% (95% confidence interval [CI]:
11.05-12.97), similar to reports from other Latin American
countries. Among cities, Barranquilla showed the highest
frequency (16.22%; 95% CI: 14.58-18.01), while Bogota
had the lowest (10.75%; 95% CI: 9.30-12.38). According
to the GERDQ_questionnaire, the estimated prevalence
by symptom was as follows: heartburn, 13.6% (95% CI:
12.50-14.60); regurgitation, 16.9% (95% CI: 15.74-17.99);
epigastric pain, 16.67% (95% CI: 15.54-17.80); nausea,
11.4% (95% CI: 10.46-12.35); sleep disturbance due to
heartburn or regurgitation, 8.17% (95% CI: 7.36-8.97); and
use of additional nonprescribed medications, 6.68% (95%
CIL: 6.01-7.35). Female sex, residence in Barranquilla or
Medellin, and the presence of comorbidities were statistica-
lly associated with reflux symptoms®).

In 2015, the Colombian Association of Gastroenterology,
with support from the Clinical Research Institute of
the Universidad Nacional de Colombia, developed the
Evidence-Based Clinical Practice Guideline for the Diagnosis
and Treatment of Gastroesophageal Reflux Disease in Adult
Patients. Since that publication, new therapeutic alternati-
ves and evolving concepts regarding treatment goals have
emerged. For this reason, we considered it necessary to
update the guideline in 2025, incorporating new recom-
mendations for diagnostic and therapeutic approaches
within the Colombian context.
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Through this updated clinical practice guideline (CPG),
we aim to provide recommendations grounded in the best
available evidence and national epidemiological data®, to
optimize the diagnosis, treatment, and follow-up of GERD
in Colombia. Furthermore, we seek to support healthcare
professionals in clinical decision-making, promote the
rational use of pharmacological and nonpharmacological
treatments, address extradigestive manifestations, include
specific considerations during pregnancy and lactation,
and contribute to the prevention and monitoring of com-
plications such as Barrett’s esophagus and esophageal ade-
nocarcinoma.

OBJECTIVES OF THE CLINICAL PRACTICE GUIDELINE

« Provide healthcare professionals who treat patients
with GERD a foundation for diagnostic assessment,
treatment, and follow-up.

« Offer different treatment options for GERD in cases of
inadequate response to initial management.

+ Guide the timely diagnostic and therapeutic approach
for patients with GERD, ensuring referral for specia-
lized evaluation in difficult-to-manage or treatment-
refractory cases.

« Ensure appropriate follow-up and management of com-
plications associated with GERD.

SCOPE OF THE CLINICAL PRACTICE GUIDELINE

The purpose of this clinical practice guideline (CPG) is to
provide the healthcare community with the most recent evi-
dence on the effectiveness and safety of different strategies
for the management of GERD. It is intended for healthcare
professionals who manage gastrointestinal diseases at any
level of care across the country—especially those treating
patients with GERD—and indirectly for decision-makers
in healthcare delivery, insurance entities, healthcare payers,
and health policymakers.

USERS OF THE CLINICAL PRACTICE GUIDELINE

This guideline is addressed to general practitioners, inter-
nists, family physicians, gastroenterologists, surgeons,
otorhinolaryngologists, healthcare administrators, public
health specialists, and surgeons working in outpatient
settings, emergency departments, general hospitalization
wards, or intensive care units.

TARGET POPULATION

«  Adult patients (aged 18 years and older) diagnosed with
GERD, regardless of disease duration or clinical status.
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« Pregnant or breastfeeding patients with gastroesopha-
geal reflux.

This guideline is not designed for patients with systemic
diseases that may cause GERD-like symptoms, nor for
pediatric populations.

HEALTHCARE SETTINGS

This guideline aims to support decision-making in the
diagnosis, treatment, and follow-up of patients with GERD
from the first level of care through referral to specialized
centers in clinical gastroenterology. It provides healthcare
professionals with the necessary information for early
detection and timely diagnosis of the disease, including cri-
teria for referral to gastroenterology specialists.

CLINICAL ASPECTS ADDRESSED BY THE GUIDELINE

This CPG covers the diagnosis, treatment, and follow-up of
patients with GERD. Specifically, it addresses the following
clinical aspects:

« Diagnosis

« Pharmacological and nonpharmacological treatment

« Monitoring and management of complications

« Management of extradigestive manifestations

« Considerations during pregnancy and lactation

COMPOSITION OF THE GUIDELINE DEVELOPMENT
GROUP

The group included expert gastroenterologists, internists,
general practitioners, and epidemiologists. All participants
submitted conflict of interest declarations. Full information
is available in the extended version of the CPG.

DECLARATION OF CONFLICT OF INTEREST

All members of the development group and expert panel,
as well as individuals participating in the external review,
signed a conflict of interest disclosure form. Conflicts were
analyzed, and decisions regarding full participation, partial
participation, or exclusion from the guideline development
process were made accordingly. The detailed analysis is
included in the full version of the guideline, available at
www.gastrocol.com.

DECISION ON THE UPDATE

The Colombian Association of Gastroenterology, Grupo
Cochrane ITS, and the Clinical Research Institute of
Universidad Nacional de Colombia developed the

Evidence-Based Guideline for Gastroesophageal Reflux
Disease in Adult Patients in 2015. The development group
reached a consensus to update this guideline, taking into
account the evidence published over the past 10 years on
key aspects such as diagnosis, management, follow-up, and
special populations, including pregnant women.

METHODOLOGY FOR UPDATING THE CLINICAL
PRACTICE GUIDELINE

Updating the Clinical Questions of the Guideline

The process and reporting followed the CheckUp recom-
mendations for updating clinical practice guidelines (CPGs)
(©), During this process, we reviewed the scope, target popu-
lation, users, objectives, and clinical questions from the 2015
version of the CPG. A comparison and justification of the
changes can be consulted in the supplementary material.
Additionally, the panel developed new clinical questions
for inclusion in the 202S version of the guideline. In total,
six questions were included: one was retained from the 2015
version, four were modified, and one new question was
added. Regarding clinically relevant outcomes, we maintai-
ned those considered in the 201S version concerning appro-
priate diagnosis, treatment, and follow-up.

The review and update of clinical practice recommenda-
tions and good practice points were based on the evidence
identified in existing CPGs and, in some cases, comple-
mented by systematic literature reviews (SLRs). These
were appraised using the GRADE methodology (Grading
of Recommendations, Assessment, Development, and
Evaluation), considering the quality of evidence and the
strength of recommendations (Table 1).

Certainty Rating of the Evidence

For the evidence synthesis, we considered the studies
selected and referenced within the adopted clinical prac-
tice guidelines (CPGs) and verified their corresponding
GRADE assessments. Using this approach, we generated
the respective evidence profiles and determined the confi-
dence in effect estimates according to the overall quality of
the evidence. The GRADE system” establishes four levels
of evidence, which are shown in Table 1.

Contextualization of the Evidence

We developed evidence-to-recommendation tables presen-
ting the value judgments that guided the formulation of the
recommendations. The evidence-to-decision (EtD) tables,
available as supplementary material, outline the rationale
behind each recommendation, including judgments about
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Table 1. GRADE criteria for strength of recommendation and quality of evidence

Dimension

Meaning

Strength of Recommendation

Strong in favor
Conditional in favor
Conditional against

Strong against

The desirable consequences clearly outweigh the undesirable ones. It is recommended to do it.
The desirable consequences probably outweigh the undesirable ones. It is suggested to do it.
The undesirable consequences probably outweigh the desirable ones. It is suggested not to do it.

The undesirable consequences clearly outweigh the desirable ones. It is recommended not to do it.

Quality of Evidence

High It is very unlikely that new studies will change our confidence in the estimated effect.

Moderate It is likely that new studies will have an important impact on our confidence in the estimated effect and may change it.
Low Itis very likely that new studies will have an important impact on our confidence in the estimated effect and may change it.
Very low Any estimated effect is very uncertain.

Good practice point*

*Not included in the GRADE system. Author’s own research.

desirable and undesirable effects, certainty of evidence,
variability, balance of risks and benefits, resource use, cost-
effectiveness, equity, acceptability, and feasibility.

Methodology for Adoption/Adaptation of the Clinical
Practice Guideline

Following the Methodological Guide for the Adoption and
Adaptation of Evidence-Based Clinical Practice Guidelines
(2017), currently in force, by the Colombian Ministry
of Health and Social Protection and the Institute for
Technological Health Assessment (IETS), we applied the
corresponding methodology for the adoption and adapta-
tion of evidence-based CPGs®. Complete traceability of
the process is available in the full version of the guideline.
Below, we present the clinical questions, followed by
their respective recommendations or good practice points.

QUESTION 1: WHAT TESTS ARE USEFUL FOR
DIAGNOSING GERD IN ADULTS?

Recommendation 1

We recommend a thorough clinical history that evaluates
the presence of typical GERD symptoms such as heart-
burn, regurgitation, and non-cardiac chest pain, as well as

6 Revista. colomb. Gastroenterol. 2025;40(Supl 3):3-31. https://doi.org/10.22516/25007440.1450

Recommended practice based on the clinical experience of the CPG Development Group.

the identification of possible extradigestive manifestations,
including cough, laryngitis, sleep disturbances, or others.
Certainty Level: Very low

Strength of Recommendation: Strong in favor

Evidence Summary
Among the evidence adopted from previous guidelines, a
systematic review by Moayyedi et al. (AMSTAR-2 rating:
low to moderate certainty) included 15 studies that asses-
sed the diagnostic accuracy of clinical judgment for GERD
across a total of 11,366 patients, of whom 4,817 (42%)
were classified as having GERD. The studies evaluated
general practitioners, specialists, and a computer model.
For primary care physicians, four studies comprising 1,459
patients reported diagnostic accuracy data: 579 patients
(40%) were diagnosed with GERD. The sensitivity of pri-
mary care physicians ranged from 67% to 95%, and specifi-
city from 25% to 52%. The pooled positive likelihood ratio
(LR+) was 1.3 (95% CI: 1.2-1.4; p = 0.39), and the nega-
tive likelihood ratio (LR-) was 0.66 (95% CI: 0.55-0.79;
p = 0.23). One study reported an LR~ of 0.21, classifying
82% of GERD patients, with a sensitivity of 95% but a spe-
cificity of only 23%).

A systematic review from Latin America by Salis
(AMSTAR-2 rating: critically low), which aimed to esti-
mate the prevalence and incidence of GERD and identify
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risk factors and potential comorbidities, included eight stu-
dies from Latin American countries (Brazil [n = 5], Mexico
[n = 2], and Argentina [n = 1]). Reported prevalence of
heartburn or regurgitation ranged from 11.9% to 31.3% for
symptoms occurring at least weekly, and 25% to 35% in stu-
dies that did not specify symptom frequency®.

Recommendation 2

We recommend not using clinical interviews or symptom
questionnaires (such as the GerdQ) as the sole tools for
establishing a GERD diagnosis.

Certainty Level: Low

Strength of Recommendation: Strong against

Evidence Summary

We reviewed two recent meta-analyses that evaluated the
diagnostic performance of the GerdQ questionnaire for
GERD. The first, by Zhang et al.'%, included 40 studies
and concluded that GerdQ has limited sensitivity and spe-
cificity compared with diagnostic tests such as pH monito-
ring, esophageal impedance, and endoscopy. Although it is
a widely used screening tool due to its ease of application,
its ability to confirm or rule out GERD is poor, limiting its
usefulness as a stand-alone diagnostic method. The second
meta-analysis, by Simadibrata et al.?, included more than
11,000 participants and found that GerdQ has moderate
sensitivity and specificity, with an area under the curve
(AUC) of 0.705. While it cannot be considered a defini-
tive diagnostic test, it retains value as an initial screening
tool—particularly in contexts where more precise tests are
unavailable or contraindicated. Therefore, we recommend
using the GerdQ_to support the initial clinical evaluation
but always complemented with objective diagnostic tests
according to the clinical scenario.

Recommendation 3

For patients with classic GERD symptoms, such as heartburn
and regurgitation, who do not present alarm symptoms, we
may recommend a therapeutic trial with a proton pump inhi-
bitor (PPI) once daily before meals for eight weeks.
Certainty Level: Moderate

Strength of Recommendation: Strong in favor

Evidence Summary

The meta-analysis by Ghoneim et al. (AMSTAR-2 rating:
moderate certainty) included 19 studies with a total of
1,691 patients. For GERD, the PPI trial demonstrated a
pooled sensitivity of 79% (95% CI: 72%-84%) and a poo-
led specificity of 45% (95% CI: 40%-49%). This indicates
that the PPI test has good sensitivity for GERD but subop-

timal specificity. The test performed best in cases of non-
cardiac chest pain associated with GERD('?). Thus, a PPI
trial provides symptomatic relief and acceptable sensitivity
to guide initial management of typical, non-alarm symp-
toms; however, its limited specificity means that it does not
confirm GERD. Therefore, if there is no response or if red
flags are present, we should proceed with endoscopy and/
or pH-impedance testing, in accordance with the current
diagnostic framework.

Recommendation 4

We do not recommend a proton pump inhibitor (PPI) trial
to diagnose extraesophageal GERD in patients with conco-
mitant typical GERD symptoms (heartburn, regurgitation).
Certainty Level: Low

Strength of Recommendation: Strong against

Evidence Summary

The Latin American Consensus Expert Panel (2024)
addressed the question: Is a proton pump inhibitor trial
recommended to diagnose extraesophageal GERD (dyspho-
nia, cough, asthma) in patients with typical GERD symptoms
(heartburn, regurgitation)? Based on the available evidence,
the panel concluded that a PPI trial is not a useful first step
for diagnosing GERD in patients presenting with extrae-
sophageal manifestations, even when typical symptoms are
present. However, it may be useful for managing the con-
comitant typical symptoms"'¥. Symptoms such as chro-
nic cough, dysphonia, and throat clearing may suggest an
extraesophageal reflux syndrome (EERS)(*!%). However,
the correlation between EERS and GERD remains uncer-
tain and difficult to establish®. This uncertainty contri-
butes to substantial healthcare costs—the evaluation and
management of patients with extraesophageal reflux syn-
drome are estimated to be five times more expensive than
those of GERD with typical symptoms.

Recommendation 5

We do not recommend a PPI trial to diagnose extraesopha-
geal GERD in patients without concomitant typical GERD
symptoms (heartburn, regurgitation) or chest pain.
Certainty Level: Low

Strength of Recommendation: Strong against

Evidence Summary

In clinical practice, extraesophageal symptoms are often
attributed to GERD—even in the absence of concomitant
typical symptoms, despite a lack of response to PPI therapy
or negative reflux monitoring results''”. Moreover, studies
including patients with extraesophageal reflux syndrome—
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with and without typical GERD symptoms—have reported
sensitivity ranging from 52% to 86% and specificity from
41% to 58%. These studies generally had small sample sizes
and heterogeneous designs, resulting in limited diagnostic
validity of the PPI trial for extraesophageal GERD#-2),

Recommendation 6

In patients with GERD symptoms and alarm features such
as dysphagia, odynophagia, weight loss, gastrointestinal
bleeding, persistent vomiting, or unexplained iron-defi-
ciency anemia, we recommend performing an upper gas-
trointestinal endoscopy.

Certainty Level: Moderate

Strength of Recommendation: Strong in favor

Evidence Summary

No randomized controlled trials (RCTs) are feasible in
this context—it would be unethical to randomize patients
with dysphagia or hematemesis to a “no endoscopy” group.
Therefore, the available evidence derives from observatio-
nal studies, large cohorts, and diagnostic studies in dyspep-
sia and GERD, which consistently show that alarm symp-
toms are associated with a higher prevalence of malignancy
or serious complications. The 2015 CPG cited the systema-
tic review by Ford et al. on alarm symptoms in dyspepsia,
which included several prospective and retrospective stu-
dies. The review reported a sensitivity of 51.9% (95% CI:
50.4-53.4) and specificity of 85.1% (95% CI: 84.9-85.3)
of alarm symptoms for detecting organic disease. The rate
of cancer detected was 1.3% among patients with dyspepsia
undergoing esophagogastroduodenoscopy. These findings
can serve as indirect evidence in patients with dyspepsia to
assess the predictive value of alarm symptoms®*?).

Recommendation 7

In patients with typical GERD symptoms, we recommend

careful endoscopic evaluation, comprehensive reporting,

and photographic documentation of the following aspects
to improve patient care and clinical outcomes:

« Objective findings of GERD, when present: erosive
esophagitis (classified according to the Los Angeles
system), Barrett’s esophagus (using the Prague classifi-
cation), and peptic strictures.

o Landmarks and integrity of the gastroesophageal
junction: hiatal hernia dimensions (using the Hill classi-
fication or the American Foregut Society classification in
both frontal and retroflexed views); position of the upper
gastric folds, Z-line, and diaphragmatic impression; and
description of any existing fundoplication (if present).
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Certainty Level: Very low
Strength of Recommendation: Strong in favor

Evidence Summary

We identified a retrospective observational study by Boys
et al.,, which reviewed 100 esophagogastroduodenoscopy
(EGD) reports from 100 different endoscopists in distinct
patients. Esophagitis was observed in 33 patients but clas-
sified in only 14 (42%). Hiatal hernia was reported in 61
patients (57%), measured in 31 (51%), and classified in
only 26% of cases®". The certainty of the evidence was low
due to the absence of substantial studies and the limited
data available from a single, low-power observational study.
We conducted an updated search to identify prospective
evidence published after the Clinical Practice Guideline
(CPG) of the American Society for Gastrointestinal
Endoscopy (ASGE) (2025). However, we did not find
additional studies that contributed significantly to the
recommendation or the certainty of the evidence; there-
fore, we adopted the recommendation.

Recommendation 8

In patients with reflux symptoms (symptomatic GERD)
following peroral endoscopic myotomy (POEM), we
suggest performing an upper endoscopic evaluation.
Certainty Level: Very low

Strength of Recommendation: Conditional in favor

Evidence Summary

In a meta-analysis by Vishnu et al. (AMSTAR-2: moderate-
quality evidence) that included nine studies with 1,226
patients (540 with full-thickness and 686 with modified
myotomy), patients who underwent POEM—particularly
with the full-thickness technique—showed a higher risk of
symptomatic reflux. The odds ratio (OR) for reflux with
full-thickness versus modified techniques was 1.58 (95%
CI: 1.12-2.23). Therefore, in patients with post-POEM ref-
lux symptoms (either full-thickness or similar techniques),
we suggest performing upper endoscopy, given the low
certainty of evidence and conditional recommendation
strength. However, this meta-analysis has limitations, as it
included observational studies and presented methodolo-

gical heterogeneity®?.

Recommendation 9
We recommend diagnostic endoscopy after discontinuing PPI
therapy for two to four weeks in patients whose typical GERD

symptoms do not adequately respond to an 8-week empirical
PPI trial or whose symptoms recur after discontinuation.
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Certainty Level: Low
Strength of Recommendation: Strong in favor

Evidence Summary

A small prospective study by Dubar et al. involving 12
patients with Los Angeles (LA) grade C esophagitis in
remission showed that discontinuation of PPI therapy
led to recurrence of esophagitis after only one week in 10
patients, and five patients presented recurrent grade C
esophagitis after two weeks. However, these results may not
be generalizable to lower-grade esophagitis®. Therefore,
to ensure accurate phenotyping of GERD, we recommend
performing endoscopy after at least two weeks—preferably
four—of PPI withdrawal®¥.

Recommendation 10

In patients with chest pain without heartburn who have
undergone appropriate evaluation to rule out coronary
artery disease, we recommend objective testing to con-
firm or exclude GERD (endoscopy, reflux monitoring, or
high-resolution esophageal manometry to rule out motility
disorders).

Certainty Level: Low

Strength of Recommendation: Conditional in favor

Evidence Summary

According to the American College of Gastroenterology
(ACG) Clinical Practice Guideline for the diagnosis and
management of GERD, in patients with chest pain without
heartburn, once cardiac causes have been excluded, we
should perform objective testing to confirm or rule out
GERD®),

Endoscopy is frequently used to evaluate classic GERD
symptoms such as heartburn and regurgitation, but its
role in assessing extraesophageal symptoms remains less
defined. In patients with extraesophageal manifestations
of GERD, reported rates of erosive esophagitis range from
18% to 52%. However, the presence of erosive esophagitis
does not confirm GERD as the cause of extraesophageal
symptoms, since erosive esophagitis has been found in 16%
of asymptomatic individuals undergoing routine health
checkups®®. Nonetheless, if Los Angeles grade C or D
erosive esophagitis is present, this establishes a diagnosis of
severe GERD and justifies a therapeutic PPI trial.

Recommendation 11

We recommend 24-hour impedance-pH monitoring (pH-
metry) off therapy in patients with a low pretest probability
of GERD, in those who do not respond to PPI treatment and
have normal upper endoscopy findings with reflux symp-

toms, in patients being evaluated prior to antireflux surgery,
and in those with extradigestive manifestations of reflux.
Certainty Level: Low

Strength of Recommendation: Conditional in favor

Evidence Summary

The 2022 ACG guideline states that the choice of test and
whether it should be performed on or off PPI therapy
depends on the clinical question. If the patient has never had
an objective diagnosis of GERD (only empirical treatment),
if the pretest probability is low, or if antireflux surgery is
being considered, we should perform testing oft PPI therapy
(including 24-hour impedance-pH monitoring). The gui-
deline also recommends considering pH or impedance-pH
monitoring off PPI therapy when there is no prior objective
evidence of GERD (e.g.,, LA grade C/D esophagitis, Barretts
esophagus, or positive pH monitoring).

Likewise, the Lyon Consensus 2.0 (2024) states that
when there is no conclusive evidence of GERD (unpro-
ven GERD), testing should be performed to establish or
refute the diagnosis. Ambulatory reflux monitoring should
therefore be performed off antisecretory therapy. Wireless
pH monitoring or catheter-based pH or impedance-pH
monitoring are acceptable alternatives depending on local
feasibility, availability, and cost. Conclusive GERD evi-
dence and borderline findings supported by complemen-
tary metrics, as defined by the Lyon Consensus, serve to
confirm the diagnosis of GERD®¥.

Recommendation 12

We recommend not performing 24-hour pH monitoring
off PPI therapy solely as a diagnostic test for GERD in
patients with endoscopic evidence of reflux esophagitis
grade B, C, or D according to the Los Angeles classification,
or in patients with long-segment Barrett’s esophagus.
Certainty Level: Moderate

Strength of Recommendation: Strong against

Evidence Summary

A multicenter study by Visaggi et al. (n = 155) provides
recent data supporting this position regarding grade B
disease. The authors found that 100% of patients with
grade B esophagitis had objective evidence of GERD on
pH-impedance monitoring (acid exposure time [AET]
>6% or AET 4%-6% with altered physiological indices). In
contrast, only 17.6% of patients with grade A esophagitis
had objective confirmation, while 75% of those with grade
C did (the remainder already confirmed by endoscopic
findings). The clinical response to PPI therapy was compa-
rable between grades B and C (74% and 70%, respectively)
but significantly lower in grade A (39%). This indicates that
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grade B behaves as objective evidence of GERD, similar to
grade C, and that performing pH monitoring off PPI the-
rapy in these cases adds no clinical value while generating
additional costs and patient discomfort”).

Recommendation 13

We recommend using the total number of reflux episodes
measured by pH-impedance monitoring as one of the para-
meters to diagnose GERD. The diagnosis of GERD based
on multichannel intraluminal impedance-pH (MII-pH)
monitoring does not depend solely on the total number of
reflux episodes but also considers acid exposure time and
nocturnal baseline impedance, among other metrics.
Certainty Level: Low

Strength of Recommendation: Weak in favor

Evidence Summary

In a study by Nikolic et al., 67 patients with weakly acidic
reflux (defined on 24-hour pH-impedance monitoring per-
formed off PPI therapy as esophageal acid exposure time
<4.2% and >40 total reflux episodes) underwent magnetic
sphincter augmentation, resulting in significant improve-
ment in GERD-related symptoms and quality of life®®). In
a study by Horton and Clayton, 72 patients with GERD
symptoms underwent 24-hour pH-impedance monitoring
performed off PPI therapy. Using abnormal esophageal
acid exposure time as the reference parameter for GERD
diagnosis, the area under the curve (AUC) analysis showed
that a threshold of >41 total reflux episodes was optimally
sensitive and specific for identifying GERD (sensitivity:
69.6%, specificity: 80.7%, AUC: 0.83; 95% CI: 0.73-0.92),
although this finding does not identify the number of reflux
episodes as an independent predictor of GERD®.

Recommendation 14

We suggest using multichannel intraluminal impedance-
pH (MII-pH) monitoring off PPI therapy instead of con-
ventional pH monitoring to guide therapeutic decisions
in patients with unconfirmed GERD and PPI-refractory
heartburn.

Certainty Level: Low

Strength of Recommendation: Conditional in favor

Evidence Summary

Quantitative analysis from the Latin American consensus
was based on a single study showing that MII-pH monito-
ring off PPI therapy provided higher diagnostic yield and
led to treatment modifications more frequently than con-
ventional pH monitoring (relative risk [RR]: 1.31; 95% CI:
1.02-1.70)©%. However, the study did not assess treatment
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outcomes based on reflux monitoring, so it remains uncer-
tain whether these findings truly translate into changes in
therapeutic management. Importantly, MII-pH also allows
for the measurement of additional parameters that can be
useful in cases of diagnostic uncertainty, such as the post-
reflux swallow-induced peristaltic wave index (PSPW-I)
and mean nocturnal baseline impedance (MNBI).

Recommendation 15

In patients in whom rumination is suspected as a confoun-
ding factor, we recommend performing high-resolution
esophageal manometry with impedance.

Certainty Level: Low

Strength of Recommendation: Weak in favor of high-
resolution esophageal manometry with impedance

Evidence Summary

Behavioral disorders such as supragastric belching and
rumination syndrome may act as confounding factors in
GERD evaluation. In patients with suspected rumination,
although pH-impedance monitoring may suggest rumina-
tion, it does not provide conclusive evidence. Impedance-
manometry with postprandial monitoring remains the
reference standard for confirmation®".

Persistent postprandial regurgitation despite PPI therapy
may be due to ongoing GERD but may also result from
rumination—a functional gastrointestinal disorder charac-
terized by repetitive regurgitation of recently ingested food
into the mouth in the absence of structural abnormalities.
Objective testing can help differentiate GERD from rumi-
nation; however, overlap may occur in some patients®*.
High-resolution esophageal manometry with impedance
(HRM-IMP) combined with postprandial testing is
currently one of the most widely used methods to evaluate
rumination. In patients with suspected PPI-refractory
GERD symptoms, MII-pH monitoring is often used to
confirm or rule out GERD and can also assist in identifying
rumination?.

Recommendation 16

In patients with symptoms refractory to PPI therapy and
suspected supragastric belching as a confounding factor, we
recommend using multichannel intraluminal impedance-
pH (MII-pH) monitoring.

Certainty Level: Low

Strength of Recommendation: Strong in favor

Evidence Summary

Quantitative analysis from the Latin American consensus
included one study with S0 patients (low-quality evidence)
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that did not specifically address PPI-refractory GERD
symptoms but evaluated the ability of MII-pH to identify
supragastric belching perceived by patients as troublesome
in the context of reflux symptoms. The study reported a
sensitivity of 60% and specificity of 64%, concluding that
supragastric belching is more frequent in patients with
typical reflux symptoms than in healthy controls. These
belches often occur in close association with episodes of
acid and weakly acidic reflux*¥.

Recommendation 17

We do not recommend using a barium esophagram study
as the sole diagnostic test for GERD.

Certainty Level: Low

Strength of Recommendation: Conditional against using
the barium esophagram study as the only test for GERD.

Evidence Summary

The quantitative analysis conducted by the Latin American
consensus included two studies: one comparative study
by Johnston et al. involving 125 patients who underwent
barium radiography and esophageal pH monitoring®®*, and
another by Serna et al. involving 65 patients. These studies
reported a sensitivity of 50% (95% CI: 32-68) and a speci-
ficity of 64% (95% CI: 45-80) for the esophagram in diag-
nosing GERD®?. The expert panel of the Latin American
consensus recommended not performing the esophagram
to diagnose GERD, with a 100% level of agreement'?).

A retrospective cohort study by Richa Bhardwaj, inclu-
ding 182 adult patients who underwent ambulatory ref-
lux monitoring without antisecretory treatment and a
barium esophagram between 2018 and 2023, found that,
in patients with symptoms suggestive of reflux disease,
reflux observed on barium esophagography had subopti-
mal characteristics for predicting conclusive GERD. Sixty-
one patients underwent barium studies (GERB) and 101
underwent esophageal physiological tests (GERpH), while
58 presented neither GERB nor GERpH®”).

QUESTION 2: WHAT ARE THE MOST APPROPRIATE
PHARMACOLOGICAL TREATMENTS FOR THE
MANAGEMENT AND PREVENTION OF RECURRENCES
IN GERD?

Good Practice Point 1

In patients with GERD, alginate provides benefits as a
rescue medication for symptom control (particularly post-
prandial and nocturnal) and can be used alone or in combi-
nation with an acid suppressant.

Recommendation 18

We suggest the use of alginate for the control of symptoms
(heartburn and regurgitation) in patients with GERD.
Certainty Level: Very low

Strength of Recommendation: Conditional in favor

Evidence Summary

This recommendation was adopted from the Brazilian
CPG, whose authors selected 117 articles, of which 27 were
included; seven specifically compared alginate with PPIs or
placebo®. The patients studied were refractory or not to
conventional treatment, generally with PPIs. The analyzed
outcomes included symptom resolution or improvement
(heartburn or regurgitation) and the occurrence of adverse
events. In this analysis, 897 patients with non-erosive
GERD were treated with PPIs combined with alginate or
with alginate alone, and were compared with 929 patients
on maintenance therapy with PPIs or placebo. A 14%
increase (95% CI: 2-25) in symptom control (heartburn
and regurgitation) was observed compared with the pooled
result for PPIs alone and placebo®**V).

Recommendation 19

In patients with symptomatic and confirmed GERD with
predominant heartburn, we recommend medical treatment
with PPIs at the lowest possible dose and for the shortest
possible duration while initiating a discussion about long-
term treatment options.

Certainty Level: Moderate

Strength of Recommendation: Strong in favor

Evidence Summary

To assess symptom remission, we reference an existing
network meta-analysis by Zhang et al.*?) with high overall
AMSTAR-2 confidence, which examined 98 RCTs com-
paring PPIs, H, blockers, and placebo, including a total of
45,964 participants. Twenty-two RCTs assessed various
PPIs at different dose strengths (n = 41,373) compared
with placebo (n = 5037) for symptom remission. Patients
with GERD taking PPIs were four times more likely to
experience symptom relief than those taking placebo, with
apooled OR of 4.2 (95% CI: 3.25-5.48; p < 0.01).

The most recent evidence synthesis for maintenance stra-
tegy comes from the systematic review and meta-analysis
by Kang et al. (11 studies)* with low overall AMSTAR-2
confidence. On-demand versus continuous PPI therapy
showed comparable overall therapeutic failure (RR: 1.26;
95% CI: 0.76-2.07), and results remained similar for
NERD/mild ERD (RR: 1.48; 95% CI: 0.39-5.63). The
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degree of esophagitis modified the effect: in studies of
severe erosive esophagitis, continuous therapy was more
effective (B: 0.127; 95% CI: 0.066-0.188; p < 0.001).
Moreover, daily PPI consumption was approximately 50%
lower with on-demand PPI use (RD: —0.52 tablets/ day;
95% CI: —0.62 to —0.42), with no differences in satisfaction
(RR:0.97; 95% CI: 0.93-1.01) or adverse events.

Recommendation 20

We recommend treatment with PPIs rather than H, receptor
antagonists (H,RAs) for the healing of erosive esophagitis.
Certainty Level: High

Strength of Recommendation: Strong in favor of PPIs

Evidence Summary

Meta-analyses suggest that overall symptom reliefin GERD
and healing rates differ little among the seven available
PPIs, although some studies show variations in pH control.
A meta-analysis with low overall AMSTAR-2 confidence
that examined the efficacy of different PPIs for healing ero-
sive esophagitis included 10 studies with a total of 15,316
patients. After eight weeks, there was a 5% relative increase
in the probability of healing with esomeprazole (RR: 1.0S;
95% CI: 1.02-1.08), representing an absolute risk reduc-
tion of 4% and a number needed to treat (NNT) of 25—a
figure likely not clinically significant®?.

Recommendation 21

We recommend treatment with PPIs rather than H, recep-
tor antagonists (H,RAs) for the maintenance of healing in
erosive esophagitis.

Certainty Level: Moderate

Strength of Recommendation: Conditional in favor

Evidence Summary

This recommendation, adopted from the ACG guideline,
issues a strong recommendation in favor of PPIs over
H,RAs with a moderate level of certainty. It is based on
randomized clinical trials and systematic reviews that
demonstrated the superior efficacy of PPIs in preven-
ting endoscopic recurrence of erosive esophagitis, with
significantly lower relapse rates and more sustained acid
suppression, as mentioned in Recommendations 2 and 3.
Additionally, the systematic literature review and meta-
analysis by Kang (comparing PPI maintenance strategies)
showed that while on-demand use may be comparable to
continuous maintenance in NERD/mild ERD, in studies
including severe esophagitis, continuous therapy was more
effective (B: 0.127; 95% CI: 0.066-0.188; p < 0.001), and
daily PPI consumption was approximately 50% lower with
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on-demand use. These data support the premise that grea-
ter disease severity requires more consistent suppression,
in line with PPIs being the cornerstone of maintenance
therapy in erosive esophagitis*).

Recommendation 22

We recommend administering PPIs 30 to 60 minutes
before meals to control GERD symptoms.

Certainty Level: Moderate

Strength of Recommendation: Strong in favor

Evidence Summary

The classic pharmacodynamic study cited by the ACG,
Proton pump inhibitors: better acid suppression when taken
before a meal than without a meal, concluded that acid sup-
pression (pH-metry) is superior when a PP1 is taken before
eating rather than without food—direct evidence suppor-
ting preprandial dosing. The guideline uses this study to
reinforce the rationale that active proton pumps are stimu-
lated by meals%),

Similarly, the Brazilian CPG indicates that for patients
refractory to PPIs, the first intervention is optimization of
use—ensuring daily intake 30-60 minutes before the first
meal (or before breakfast and dinner if taken twice daily).
With this optimization, symptomatic improvement excee-
ding 50% is observed in 11%-35% of patients, highlighting
the clinical importance of administration timing*®.

Recommendation 23

In patients with GERD who do not have erosive esopha-
gitis or Barrett’s esophagus, and whose symptoms have
resolved with PPI therapy, we suggest attempting discon-
tinuation or switching to an on-demand regimen in which
PPIs are taken only when symptoms appear and stopped
when symptoms resolve.

Certainty Level: Low

Strength of Recommendation: Conditional in favor

Evidence Summary

The systematic literature review and meta-analysis by
Kang, including 11 randomized controlled trials, compa-
red on-demand versus continuous therapy. Overall, there
was a small increase in the risk of “treatment failure” with
on-demand management (RR: 1.26; 95% CI: 1.04-1.54),
with imprecise effects when restricted to NERD/mild EE
(RR: 1.48; 95% CI: 0.39-5.63). Symptom control was
similar, with a slight advantage for continuous therapy
(RR: 1.09; 95% CI: 1.01-1.18). Regarding safety, there
were no significant differences in adverse events. A key
finding was the ~50% reduction in PPI exposure with the
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on-demand strategy (risk difference: —0.52; 95% CI: —0.62
to —0.42), suggesting resource savings and reduced medi-
cation burden®.

Good Practice Point 2

In patients with GERD who require maintenance therapy
with PPIs, we suggest administering the minimum dose
that effectively controls symptoms and maintains healing
of reflux esophagitis; however, treatment should be tailored
to each case.

Good Practice Point 3

We recommend maintenance therapy with PPIs for patients
with esophagitis grades B, C, and D (Los Angeles classifi-
cation). Antireflux surgery may be considered in selected
cases, such as young patients who prefer to avoid long-term
medication or in those with predominant regurgitation.

Complementary Evidence Summary

The ACG guideline (2022) provides a strong recommenda-
tion, supported by moderate-quality evidence, for PPI use in
grade C and D esophagitis because of the high rates of endos-
copic and symptomatic relapse upon treatment withdrawal.
Maintenance PPI therapy is recommended for patients with
GERD complications, including severe erosive esophagitis
(Los Angeles grades C or D) and Barrett’s esophagus).
Recurrence of erosive esophagitis after discontinuation
may occur within as little as one to two weeks, particularly
in patients with prior LA grade C erosive esophagitis®®.
Patients with LA grade C or D esophagitis should remain on
long-term PPI therapy to maintain healing.

For grade B, recent studies have provided additional evi-
dence, such as the multicenter study by Visaggi et al.?”),
which demonstrated that 100% of patients with grade B
esophagitis showed objective evidence of GERD by pH-
impedance monitoring. Clinical response to PPIs was
comparable to that of grade C (74% compared to 70%).
Moreover, the Lyon Consensus 2.0 (Gyawali et al.) updated
GERD diagnostic criteria and officially recognized grade B
esophagitis as conclusive evidence of GERD, together with
grades C and D—eliminating the prior classification of
grade B as “inconclusive” evidence®¥.

Recommendation 24

We suggest on-demand or intermittent PPI therapy for
controlling heartburn symptoms in patients with non-ero-
sive reflux disease.

Certainty Level: Low

Strength of Recommendation: Conditional in favor

Evidence Summary

A recent meta-analysis by Kang et al., with low overall
AMSTAR-2 confidence, included 11 parallel-design ran-
domized controlled trials. Compared with continuous
PPI therapy, on-demand therapy yielded similar results for
treatment failure (RR: 1.26; 95% CI: 0.76-2.07), particu-
larly in the group with non-erosive gastroesophageal reflux
disease and mild erosive reflux disease (RR: 1.48; 95%
CIL: 0.39-5.63). In studies including patients with severe
esophagitis, continuous maintenance treatment with PPIs
was more effective (: 0.127; 95% CI: 0.066-0.188; p <
0.001). The severity of esophagitis was associated with
greater efficacy of continuous maintenance therapy. Daily
PPI use was approximately half in the on-demand group
compared with the continuous group (RD: —0.52; 95% CI:
~0.62 to —0.42).

Recommendation 25

We recommend continuous PPI therapy in patients with
Barrett’s esophagus to control symptoms and prevent pro-
gression to dysplasia or esophageal adenocarcinoma.
Certainty Level: Moderate

Strength of Recommendation: Strong in favor

Evidence Summary

The systematic review and meta-analysis by Eusebi et al.,
with moderate AMSTAR-2 confidence and including 26 stu-
dies and more than 100,000 patients, showed that the risk
of developing Barrett’s esophagus in patients with GERD
is significantly higher compared with those without GERD
(OR:2.42;95% CI: 1.59-3.68). This risk increases markedly
in patients with long-segment Barrett’s (OR: 6.30; 95% CI:
4.56-8.70), while it is not significant in short segments*”).
Consistently, the global meta-analysis by Saha et al., also with
moderate AMSTAR-2 confidence, found that the prevalence
of Barrett’s esophagus in patients with GERD reaches 7%
compared with 2.2% in those without reflux, corresponding
to an OR of 2.91 (95% CI: 2.33-3.64). This risk is even hig-
her for long segments (OR: 4.17; 95% CI: 2.22-7.82). These
findings reinforce the biological plausibility that sustained
acid exposure is a key factor in extensive metaplasia and its
progression to neoplastic lesions*®).

Recommendation 26

We suggest considering PPI therapy (standard dose divided
twice daily for 8-12 weeks) in patients with extraesopha-
geal manifestations and GERD symptoms, or in those with
objective evidence of GERD.

Certainty Level: Low

Strength of Recommendation: Conditional in favor

Clinical Practice Guideline for the Diagnosis and Treatment of Gastroesophageal Reflux Disease (GERD) in Adults: 2025 Update 13



Evidence Summary

The efficacy of PPIs in laryngopharyngeal reflux (LPR)
remains uncertain because two meta-analyses found no
significant benefit from PPIs“*%, while two others found
some benefit®5?). In a meta-analysis of 10 RCTs evalua-
ting PPI treatment for LPR, with critically low overall
AMSTAR-2 confidence, the pooled RR for improvement
with any PPI therapy was 1.31, with a stronger effect obser-
ved in studies that excluded dietary management of LPR
(RR: 1.42)6Y. Another meta-analysis with AMSTAR-2
confidence found symptom improvement in LPR patients
treated with PPIs compared with placebo, though no sig-
nificant improvement in the reflux finding score (RFS) on
laryngoscopy®?. These analyses showed substantial hete-
rogeneity in diagnostic criteria for LPR, as well as in clini-
cal outcomes, treatment regimens, and treatment duration,
which limits our ability to make firm recommendations
regarding PPI use in LPR%).

Recommendation 27

We recommend the use of any available PPI, as no signi-
ficant differences have been found among PPI groups in
their therapeutic effect for GERD.

Certainty Level: Moderate

Strength of Recommendation: Strong in favor

Evidence Summary

Comparisons among different PPIs show no significant
differences in therapeutic effect for GERD treatment. PPI
therapy (omeprazole, lansoprazole, pantoprazole, rabepra-
zole, esomeprazole, or dexlansoprazole) is significantly
more effective than placebo, and clinical response differen-
ces among PPIs are not significant®*®.

The 2023 Brazilian CPG, from which this recommenda-
tion is adopted, reports that analyses have shown PPIs to
be the most prescribed drug class, with consistent thera-
peutic efficacy in controlling typical symptoms (heartburn
and regurgitation) and healing esophagitis compared with
placebo. This analysis included 11 randomized controlled
trials®**+** involving 5,396 patients—2,944 treated with
PPIs and 2,452 with placebo. PPI treatment increased the
symptom-resolution rate by 22% (95% CI: 19-26%) com-
pared with placebo.

A meta-analysis with low overall AMSTAR-2 confi-
dence, evaluating PPI efficacy in 15,316 patients for erosive
esophagitis healing, found a 5% relative increase in healing
probability at week 8 with esomeprazole (RR: 1.05; 95%
CI: 1.02-1.08), resulting in a 4% absolute risk reduction
and an NNT of 25—values that are likely not clinically
significant*?. Notably, this analysis did not include dexlan-
soprazole, the only dual-release PPI, which is absorbed
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first in the duodenum and later in the ileum. Owing to this
property, dexlansoprazole has been shown to provide com-
parable heartburn control when administered at different

times of day(¢?,

Recommendation 28

We suggest paying special attention to patients at higher
risk of bone, kidney, or nutritional disorders (iron, vitamin
D, vitamin B , magnesium) during long-term PPI use,
since—although a definitive causal relationship has not
been established—there is clinical concern regarding the
potential for adverse events.

Certainty Level: Very low

Strength of Recommendation: Conditional in favor

Evidence Summary

Long-term PPI therapy has been associated with obser-
vational studies subject to bias, which cannot be conside-
red definitive for determining causality. In a randomized,
double-blind, placebo-controlled trial that included 17,598
patients, administration of pantoprazole 40 mg/day for
three years was associated with a small but significant
increase in the incidence of enteric infections, though not
with other adverse events(®V.

The same applies to the possibility of hypomagnesemia
in these cases®”. A meta-analysis by Srinutta et al.,, with
low overall AMSTAR-2 confidence, included observatio-
nal studies examining the association between PPI use
and the development of hypomagnesemia. It identified 16
observational studies—13 cross-sectional, 2 case-control,
and 1 cohort—comprising a total of 131,507 patients.
The pooled percentage of PPI users was 43.6% (95% CI:
25.0%-64.0%). Among PPI users, 19.4% (95% CI: 13.8%—
26.5%) had hypomagnesemia, compared with 13.5% (95%
CI: 7.9%-22.2%) among non-users. Using a meta-analysis
with low overall AMSTAR-2 confidence, PPI use was sig-
nificantly associated with hypomagnesemia, with an unad-
justed pooled OR of 1.83 (95% CI: 1.26-2.67; p = 0.002)
and an adjusted pooled OR of 1.71 (95% CI: 1.33-2.19;
p < 0.001). In subgroup analyses, high-dose PPI use was
associated with higher odds of hypomagnesemia compared
with low-dose PPI use (adjusted pooled OR: 2.13; 95% CI:
1.26-3.59; p = 0.005).

Recommendation 29

PPIs and potassium-competitive acid blockers (PCABs)
are recommended as the drugs of choice for the treatment
of acid reflux.

Certainty Level: Moderate

Strength of Recommendation: Strong in favor
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Evidence Summary

PPIs remain the first-line medications for the treatment of
acid reflux, and in recent years, PCABs have emerged as
alternatives with comparable or superior efficacy in some
outcomes®¥. The main therapeutic goal in GERD is a
satisfactory symptom response to therapy, which should
be achieved with a standard once-daily PPI dose adminis-
tered for four to eight weeks(®*®%). The systematic literature
review by Sigterman et al., with high overall AMSTAR-2
confidence, included 34 trials (1,314 participants): 15
empirical-treatment studies, 15 non-erosive reflux disease
studies, and four covering both. In empirical GERD
treatment, the risk ratio for heartburn remission (the pri-
mary efficacy variable) in placebo-controlled trials was
0.37 (two trials, 95% CI: 0.32-0.44) for PPIs, 0.77 (two
trials, 95% CI: 0.60-0.99) for H,RAs, and 0.86 (one trial,
95% CI: 0.73-1.01) for prokinetics(®*.

Good Practice Point 4

We recommend that maintenance treatment for GERD
successfully managed with PPIs or PCABs consist of con-
tinuous PPI or PCAB administration, followed by gradual
dose reduction until transitioning to on-demand use for
symptom recurrence. This strategy should be tailored to
each case and guided by clinical follow-up.

Recommendation 30

We suggest using PCABs as an appropriate therapeutic
option for the treatment of erosive GERD.

Certainty Level: Moderate

Strength of Recommendation: Conditional in favor

Evidence Summary

The Brazilian CPG, from which this recommendation is
adopted, reported that 442 studies were reviewed, of which
six randomized controlled trials were included to sup-
port the evidence synthesis®7". In patients with GERD,
treatment with vonoprazan 10 mg or 20 mg for four to
eight weeks was not inferior to PPIs in relieving heart-
burn or in the risk of treatment-related adverse events. A
meta-analysis by Cheng et al., with low overall AMSTAR-2
confidence, directly comparing efficacy, found vonoprazan
yielded an RR 0f 1.06 (95% CI: 0.99-1.13) for efficacy and
1.08 (95% CI: 0.96-1.22) for adverse events compared
with PPIs(72.

The meta-analysis by Chandan et al., with critically low
overall AMSTAR-2 confidence, comparing vonoprazan 20
mg with lansoprazole 30 mg, found that in patients with
severe erosive esophagitis (Los Angeles grades C and D),

vonoprazan achieved significantly higher rates of endosco-
pic healing at two, four, and eight weeks. Among the overall
population with erosive esophagitis, vonoprazan showed
significantly higher healing rates at two and eight weeks,
and comparable rates at four weeks"?.

Recommendation 31

We do not recommend treating GERD with a prokinetic
agent unless there is objective evidence of gastroparesis.
Certainty Level: Low

Strength of Recommendation: Strong against

Evidence Summary

Another meta-analysis of randomized controlled trials
by Zamani et al., with moderate overall AMSTAR-2 con-
fidence, evaluated domperidone + PPI versus PPI alone
(11 RCTs; n = 841). The addition of domperidone to PPI
therapy showed improvement in global symptom scores,
though with considerable heterogeneity, and only modest
improvements in specific domains (e.g., heartburn), with a
mean difference (MD) of —1.73 (95% CI: —2.03 to —1.43)
and high heterogeneity (inconsistency index [I*]: 90.7%).
Regarding physiological parameters, esophageal pH increa-
sed (MD: +1.68; 95% CI: 1.33-2.03; I> = 0% ), while reflux
time (MD: —1.82; 95% CI: —2.17 to —1.48) and frequency
of reflux episodes (MD: —7.42; 95% CI: —8.24 to —6.59)
were reduced; however, these outcomes are not equivalent
to mucosal healing or to long-term patient-centered results.
In terms of safety, total adverse events did not differ signifi-
cantly compared with PPI alone (OR: 1.18; 95% CI: 0.72—
1.94), nor did cardiac events (OR: 0.99; 95% CI: 0.40-
2.45). In conclusion, while patients with GERD responded
well to domperidone + PPI therapy, there was no statistica-
Iy significant difference between combination therapy and
monotherapy with respect to adverse effects¥.

Good Practice Point 5

We do not recommend sucralfate for the treatment of
GERD (except during pregnancy).

Note: This recommendation is presented as a good
practice point because the available evidence is indirect,
fragmented, and of low methodological quality, and the cli-
nical decision relies more on expert consensus and safety
considerations than on clinical trial results. Classifying this
statement as a good practice point ensures methodological
coherence within the guideline while advising clinicians
on the prudent use of sucralfate, preventing it from being
interpreted as a formal recommendation supported by
high-certainty evidence.
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Recommendation 32

We recommend, as therapeutic options for patients with
refractory GERD, increasing the PPI dose, switching
to another PPI within the same therapeutic class, using
PCABs, or considering antireflux surgery (which may be
an option in selected patients).

Certainty Level: Moderate

Strength of Recommendation: Strong in favor

Evidence Summary

The Brazilian CPG, from which this recommendation is
adopted®, references 11 randomized controlled trials
supporting the evidence synthesis>-*). Between 19% and
44% of patients with reflux symptoms report a partial or
absent response to PPI therapy. In these patients, objec-
tive improvement was observed with vonoprazan therapy,
which demonstrated 24-hour inhibition of gastric acid
secretion and resulted in healing of erosive esophagitis
in 60% of patients with PPI-refractory GERD"®). Several
mechanisms may explain PPI refractoriness, including: (a)
incorrect dosing or timing of drug administration; (b) non-
acid or bile reflux; (c) mutations in the hepatic cytochrome
P-450 enzyme; (d) esophageal hypersensitivity to physio-
logical reflux; and (e) functional heartburn®®.

In a meta-analysis by Chandan et al. (four RCTs; n =
2,208), vonoprazan 20 mg achieved higher rates of endos-
copic healing at two weeks (RR: 1.10; p < 0.001) and eight
weeks (RR: 1.04; p = 0.03) compared with lansoprazole
30 mg. In patients with severe erosive esophagitis (Los
Angeles classification grades C and D), this advantage was
consistent at two, four, and eight weeks (p < 0.009). Safety
was comparable, with no increase in serious adverse events;
the authors rated the overall certainty of evidence as high
for the main outcomes.

QUESTION 3: WHAT ARE THE MOST APPROPRIATE
NON-PHARMACOLOGICAL TREATMENTS FOR
MANAGING GERD?

Good Practice Point 6

Patients with GERD symptoms and unequivocal evidence
of reflux esophagitis of grade B or higher, who are not
taking PPIs, may be good candidates for antireflux surgery.

Recommendation 33

We recommend antireflux surgery performed by an
experienced surgeon as a long-term treatment option for
patients with objective evidence of GERD—particularly
those with severe reflux esophagitis (Los Angeles classifi-
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cation grades C or D), large hiatal hernias (symptomatic,
>S cm), adverse reactions to PPIs, objectively confirmed
weakly acidic reflux in selected cases with clear symptom
association, regurgitation as the predominant symptom, or
patient preference.

Certainty Level: Moderate

Strength of Recommendation: Strong in favor

Evidence Summary

Studies, including retrospective analyses, have demons-
trated that reflux esophagitis classified as LA grade B is
comparable to grades C and D in terms of acid suppres-
sion response rates, esophageal motility, and reflux burden
(based on MII-pH parameters), and significantly different
from patients without reflux esophagitis. These findings
supported LA grade B esophagitis as conclusive diagnostic
evidence of GERD. The study included 401 patients: 254
without reflux esophagitis, S1 with LA grade A, 44 with
LA grade B, and 52 with LA grades C or D. Patients with
LA grade B and LA grades C/D esophagitis showed signifi-
cantly higher response rates to acid suppression compared
with those without reflux esophagitis (p < 0.05), while no
significant difference was found between patients with LA
grade A esophagitis and those without reflux esophagitis
(no reflux esophagitis LA grade A vs. LA grade B vs. LA
grades C/D: 52.4% vs. 70.6% vs. 75.0% vs. 82.7%) (Y,

Recommendation 34

In patients with GERD symptoms, we recommend lifestyle
modifications: weight loss for those who are overweight or
obese, smoking cessation, elevation of the head of the bed,
and avoiding meals within three hours before bedtime.
Certainty Level: Low

Strength of Recommendation: Strong in favor

Evidence Summary

The ASGE conducted a systematic literature search to
assess the role of various lifestyle modifications (e.g,
weight loss, smoking cessation, head-of-bed elevation, late
meals) in reducing GERD symptoms. Three randomized
controlled trials showed that weight loss was associated
with a decrease in GERD symptoms and acid exposure
time(®>-*%), as well as an improvement in reflux disease ques-
tionnaire scores in one RCT®%). Large population-based
studies demonstrated a linear relationship between body
mass index and GERD symptoms®®*”), Smoking cessation
was associated with a reduction in reflux symptoms®.
Elevating the head of the bed was linked to fewer reflux epi-
sodes and reduced acid exposure®™. Moreover, late-night
meals have been associated with increased reflux®V. By
contrast, no data have shown that abstaining from alcohol
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improves GERD symptoms sufficiently to support a formal
recommendation.

Good Practice Point 7

We recommend the left lateral decubitus position to
improve nocturnal esophageal acid exposure. In addi-
tion, patients should avoid foods they personally identify
as symptom triggers. Evidence on dietary restriction in
GERD remains limited, although avoiding foods (fatty or
spicy meals, tomato, dark beverages such as chocolate and
coffee, and alcohol) that consistently and predictably wor-
sen symptoms should be considered.

FOLLOW-UP

QUESTION 4: IN PATIENTS WITH GERD AFTER SLEEVE
GASTRECTOMY, SHOULD SCREENING ENDOSCOPY BE
PERFORMED TO PREVENT BARRETT’S ESOPHAGUS
AND ESOPHAGEAL ADENOCARCINOMA?

Recommendation 35

In patients with reflux symptoms after sleeve gastrectomy,
we suggest an endoscopic evaluation. In asymptomatic
patients following sleeve gastrectomy, we suggest screening
endoscopy three years after the procedure and every five
years thereafter. If Barrett’s esophagus is detected in this
population, we recommend follow-up according to current
guidelines for Barrett’s esophagus surveillance.

Certainty Level: Very low quality

Strength of Recommendation: Conditional in favor

Evidence Summary

In the meta-analysis by Qumseya et al., with low to criti-
cally low overall AMSTAR-2 confidence, the incidence of
de novo GERD, GERD-related esophagitis, and Barrett’s
esophagus after sleeve gastrectomy was compared with
baseline rates (when reported). Overall, 680 patients from
10 observational studies who had undergone esophago-
gastroduodenoscopy (EGD) between six months and 10
years after sleeve gastrectomy were analyzed. The pooled
prevalence of Barrett’s esophagus was 11.6% (95% CI:
8.1%-16.4%; p < 0.001; I* = 28.7%). In the logistic meta-
regression analysis, no significant association was found
between Barrett’s esophagus and postoperative GERD
prevalence (B =3.5;95% CI: —18 to 25; p = 0.75). A linear
relationship was observed between time to postoperative
EGD and the rate of esophagitis (p = 0.13; 95% CI: 0.06—
0.20; p = 0.0005); the risk of esophagitis increased by 13%
for each year after sleeve gastrectomy®”. The ASGE expert
panel identified that this risk of Barrett’s esophagus exceeds

the 10% threshold established by prior guidelines, and the-
refore suggested screening in this patient population, star-
ting at three years postoperatively—regardless of GERD
symptoms—and continuing every five years thereafter. If
Barrett’s esophagus is detected, surveillance should follow
the recommendations of the previous ASGE guideline.

Recommendation 36

In patients with GERD symptoms but without alarm fea-
tures, we suggest endoscopic evaluation in those with risk
factors for Barrett’s esophagus (family history of Barrett’s
esophagus or esophageal adenocarcinoma; GERD plus
at least one other risk factor [>50 years of age, male sex,
White race, smoking, or obesity] ).

Certainty Level: Very low

Strength of Recommendation: Conditional in favor

Evidence Summary

For this recommendation, the 2025 ASGE clinical practice
guideline drew on the consensus of its prior 2015¢% and
2019°% guidelines, as well as its own systematic review
and meta-analysis®?. The guidelines recommend scree-
ning endoscopy in at-risk patients—defined as individuals
with a family history of Barrett’s esophagus or esophageal
adenocarcinoma, or patients with GERD plus at least one
additional risk factor—since early detection and survei-
llance are beneficial for cancer prevention®>*%.

Because the existing guidelines provided a conditional
recommendation for endoscopy in this population, the
panel likewise supported a conditional recommendation.
Additionally, EGD is often performed as part of the preope-
rative assessment in patients being considered for antiref-
lux surgery or for the placement of wireless esophageal pH
monitoring devices, and is inherently part of several endos-
copic antireflux procedures. The expert panel endorsed these
established recommendations and incorporated them into
the existing indications for endoscopy in GERD®?.

QUESTION 5: WHAT ARE THE MOST APPROPRIATE
MANAGEMENT STRATEGIES FOR PATIENTS WITH
GERD WHO PRESENT WITH EXTRADIGESTIVE
MANIFESTATIONS?

Recommendation 37

We suggest that patients with extraesophageal manifesta-
tions of GERD but without typical symptoms (heartburn,
regurgitation) undergo reflux testing for evaluation before
initiating PPI therapy.

Certainty Level: Low

Strength of Recommendation: Conditional in favor
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Evidence Summary

The limitations of an empirical PPI trial for diagnosing
extraesophageal reflux (EER) lie in the inconsistent
therapeutic response of EER-associated syndromes to
PPI therapy. A meta-analysis by Numans et al., with low
AMSTAR-2 confidence, demonstrated a sensitivity of
71%-78% and a specificity of 41%-54% for an empirical
PPI trial (compared with esophagitis on endoscopy or
ambulatory pH monitoring) in patients with classic reflux
symptoms of heartburn and regurgitation®.

Good Practice Point 8

Patients with extraesophageal symptoms should not receive
PPI or PCAB treatment unless GERD has been objectively
confirmed. We recommend performing upper gastrointes-
tinal endoscopy or pH monitoring with impedance.

Good Practice Point 9

We suggest using upper endoscopy to evaluate mucosal
integrity and complications in patients with asthma, chro-
nic cough, or laryngopharyngeal reflux associated with
GERD symptoms. It should not be used as a standalone
diagnostic test to attribute extraesophageal symptoms to
GERD and, when normal, should be followed by reflux
monitoring (24-hour pH impedance monitoring).

Note: The 2022 ACG guideline explicitly states: “We suggest
that upper endoscopy not be used to establish the diagnosis of
asthma, chronic cough, or laryngopharyngeal reflux related to
GERD” (conditional; low-certainty evidence). Upper endos-
copy may document GERD if erosive esophagitis (e.g, LA
classification grades C or D) or complications are present, but
it does not prove causality for the extraesophageal symptom. If
endoscopy is normal, reflux monitoring should be performed
to confirm or rule out GERD. The 2023 AGA guideline also
highlights the limited role of EGD/laryngoscopy and propo-

ses considering reflux testing in these patients.
Good Practice Point 10

Demonstrating erosive esophagitis on endoscopy esta-
blishes the diagnosis of GERD but does not confirm that
GERD is the cause of the extraesophageal symptoms.

Recommendation 38

We suggest not using laryngoscopic findings as a stan-
dalone diagnostic tool to attribute laryngopharyngeal or
extraesophageal symptoms to GERD.

Certainty Level: Low

Strength of Recommendation: Strong against
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Evidence Summary

Laryngoscopic findings associated with reflux include hyper-
trophy of the posterior commissure, laryngeal and arytenoid
inflammation, vocal fold edema, and endolaryngeal mucus.
However, the correlation between symptoms, laryngoscopic
findings, and other objective tests such as pH monitoring or
pH-impedance monitoring is weak. A systematic review by
Lechien et al., with critically low overall AMSTAR-2 confi-
dence, evaluated different reported signs of laryngopharyngeal
reflux and relevant clinical outcomes. The authors examined
29 different laryngopharyngeal reflux signs and multiple sco-
ring systems. Laryngoscopic findings of laryngopharyngeal
reflux were found to have low specificity, with validation hin-
dered by the lack of a reference standard for diagnosis®®.

Recommendation 39

In patients treated for GERD, surgical or endoscopic anti-
reflux procedures are recommended only for those with
objective evidence of reflux.

Certainty Level: Low

Strength of Recommendation: Conditional in favor

Evidence Summary

Two systematic reviews, by Igbal et al.®” and Sidwa et
al.®®, found that the outcomes of antireflux surgery for
extraesophageal GERD symptoms are inferior to those
achieved in patients with typical GERD symptoms. These
reviews—comprising primarily small, retrospective, and
uncontrolled studies—reported wide variability in the
improvement of extraesophageal symptoms, with rates ran-
ging from 15% to 95%.

QUESTION 6: HOW SHOULD GERD BE DIAGNOSED
AND TREATED DURING PREGNANCY AND LACTATION,
CONSIDERING THE EFFICACY AND SAFETY OF
DIFFERENT THERAPEUTIC OPTIONS?

Gastroesophageal reflux disease (GERD) during preg-
nancy—reported in up to 66% of cases—can develop in
any trimester, even among mothers with no prior history
of GERD, and typically resolves after delivery. Significant
weight gain may be a predictor of persistent GERD one year
postpartum. The use of standard GERD medications may be
limited in pregnant patients (for example, to sucralfate only).

Reviews and guidelines such as Pregnancy Review
2022 (Evidence-Based Treatment Recommendations for
Gastroesophageal Reflux Disease During Pregnancy)®,
ACG 20229, and the 2025 Latin American Expert Good
Practice Recommendations'® recommend a stepwise
therapeutic approach, beginning with lifestyle modifica-
tions as the first-line measure.
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When non-pharmacological interventions fail to control
symptoms, treatment should advance progressively. Calcium-
containing antacids are considered the preferred first-line
pharmacologic option, with an established safety profile
during pregnancy. In patients with persistent symptoms,
sucralfate (1 g three times daily) maybe added, followed by H,
receptor blockers, all classified as category B by the U.S. Food
and Drug Administration (FDA), indicating a low risk of fetal
harm. In cases where symptom control with H, blockers and
antacids is insufficient, proton pump inhibitors (PPIs)—also
classified as category B during pregnancy, except omeprazole,
which is category C—may be considered 5.

The ACG 20225 and Mexico Good Practice Recommen-
dations 20251 also highlight the use of alginates and
sucralfate as safe first-line options, particularly when initial
lifestyle measures fail. None of these guidelines provide
specific recommendations for lactation, though they imply
continuity of a safety-based pharmacological approach.

Good Practice Point 11

Lifestyle and dietary modifications should be considered
the first-line treatment during pregnancy; however, if heart-
burn is sufficiently severe, pharmacologic therapy should
be initiated after medical consultation.

Good Practice Point 12

Lifestyle modification measures include elevating the head
of the bed and lying on the left lateral side, reducing or avoi-
ding foods that may trigger reflux (e.g, fatty or spicy foods,
citrus fruits, carbonated beverages, alcohol), and avoiding
lying down within three hours after eating.

Good Practice Point 13

If symptom relief is not achieved through lifestyle modifi-
cation, pharmacologic therapy may be initiated, beginning
with antacids. Calcium-, aluminum-, and magnesium-
based antacids are recommended as needed as second-line
treatment for GERD during pregnancy.

Good Practice Point 14

The preferred antacids are those containing calcium in nor-
mal therapeutic doses, given the additional benefit of this
treatment in preventing hypertension and preeclampsia.

Good Practice Point 15

Antacids containing bicarbonate or magnesium trisilicate
are not reccommended during pregnancy.

Good Practice Point 16

In patients who continue to experience GERD symptoms
while taking antacids or alginates, sucralfate may be the next
pharmacologic option (1 g oral tablet, three times daily).

Good Practice Point 17

If symptoms persist with antacids alone, H, receptor bloc-
kers may be combined with antacids. The combination of
H, receptor blockers and antacids should be considered the
third-line treatment for GERD during pregnancy.

Good Practice Point 18

If the combination of H, receptor blockers and antacids
does not adequately control symptom severity, PPIs should
be used in conjunction with antacids as rescue medication
for GERD.
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ANNEX SUMMARY OF RECOMMENDATIONS

Question 1: What tests are useful for diagnosing gastroesophageal reflux disease (GERD) in adults?

Recommendation 1 Recommendation 7

We recommend a thorough clinical history that evaluates the presence In patients with typical GERD symptoms, we recommend careful

of typical GERD symptoms such as heartburn, regurgitation, and endoscopic evaluation, comprehensive reporting, and photographic
non-cardiac chest pain, as well as the identification of possible documentation of the following aspects to improve patient care and
extradigestive manifestations, including cough, laryngitis, sleep clinical outcomes:

disturbances, or others. - Objective findings of GERD, when present: erosive esophagitis

Certainty Level: Very low Strength of Recommendation: (classified according to the Los Angeles system), Barrett’s
Strong in favor esophagus (using the Prague classification), and peptic strictures.

- Landmarks and integrity of the gastroesophageal junction: hiatal

hernia dimensions (using the Hill classification or the American
Recommendation 2 Foregut Society classification in both frontal and retroflexed views);

We recommend not using clinical interviews or symptom position of the upper gastric folds, Z-line, and diaphragmatic

questionnaires (such as the GerdQ) as the sole tools for establishing a impression; and description of any existing fundoplication (if

gastroesophageal reflux disease GERD diagnosis. present).

Certainty Level: Low Strength of Recommendation: Certainty Level: Very low Strength of Recommendation:
Strong against Strong in favor

Recommendation 3 Recommendation 8

For patients with classic GERD symptoms such as heartburn and
regurgitation, without alarm symptoms, we may recommend an 8-week
empirical or therapeutic trial with a once-daily PPI taken before meals.

In patients with reflux symptoms (symptomatic GERD) following peroral
endoscopic myotomy (POEM), we suggest performing an upper
endoscopic evaluation.

Certainty Level: Moderate Strength of Recommendation:

Strong in favor Certainty Level: Very low Strength of Recommendation:

Conditional in favor

Recommendation 4 .
Recommendation 9

We do not recommend a proton pump inhibitor (PPI) trial to diagnose

extraesophageal GERD in patients who have concomitant typical We recommend diagnostic endoscopy after discontinuing PPI therapy
GERD symptoms (heartburn, regurgitation). for two to four weeks in patients whose typical GERD symptoms do

. . not adequately respond to an 8-week empirical PP trial or whose
Certainty Level: Low Strength of Recommendation: symptoms recur after discontinuation.

Strong against
Certainty Level: Low Strength of Recommendation:

Strong in favor
Recommendation 5
We do not recommend a PPl trial to diagnose extraesophageal GERD R dation 10
in patients without concomitant typical GERD symptoms (heartburn, ecommendation

regurgitation) and chest pain. In patients with chest pain without heartburn who have undergone
Certainty Level: Low Strength of Recommendation: appropriate evaluation to rule out coronary artery disease, we
Strong against recommend objective testing to confirm or exclude GERD (endoscopy,

reflux monitoring, or high-resolution esophageal manometry to rule out
motility disorders).

Recommendation 6
Certainty Level: Low Strength of Recommendation:

In patients with GERD symptoms and alarm features such as Conditional in favor
dysphagia, odynophagia, weight loss, gastrointestinal bleeding,

persistent vomiting, or unexplained iron-deficiency anemia, we

recommend performing an upper gastrointestinal endoscopy.

Certainty Level: Moderate Strength of Recommendation:
Strong in favor
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Recommendation 11

We recommend 24-hour impedance-pH monitoring (pH-metry) off
therapy in patients with a low pretest probability of GERD, in those who
do not respond to PPI treatment and have normal upper endoscopy
findings with reflux symptoms, in patients being evaluated prior to
antireflux surgery, and in those with extradigestive manifestations of
reflux.

Certainty Level: Low Strength of Recommendation:

Conditional in favor

Recommendation 12

We recommend not performing 24-hour pH monitoring off PPI therapy
solely as a diagnostic test for GERD in patients with endoscopic
evidence of reflux esophagitis grade B, C, or D according to the Los
Angeles classification, or in patients with long-segment Barrett's
esophagus.

Certainty Level: Moderate Strength of Recommendation:

Strong against

Recommendation 13

We recommend using the total number of reflux episodes measured
by pH-impedance monitoring as one of the parameters to diagnose
GERD. The diagnosis of GERD based on multichannel intraluminal
impedance-pH (MIl-pH) monitoring does not depend solely on the total
number of reflux episodes but also considers acid exposure time and
nocturnal baseline impedance, among other metrics.

Certainty Level: Low Strength of Recommendation:

Weak in favor

Recommendation 14

We suggest using multichannel intraluminal impedance-pH (Mll-pH)
monitoring off PP therapy instead of conventional pH monitoring to
guide therapeutic decisions in patients with unconfirmed GERD and
PPI-refractory heartburn.

Certainty Level: Low Strength of Recommendation:

Conditional in favor

Recommendation 15

In patients in whom rumination is suspected as a confounding factor,
we recommend performing high-resolution esophageal manometry with
impedance.

Certainty Level: Low Strength of Recommendation:
Weak in favor of high-resolution
esophageal manometry (HRM)

with impedance

Recommendation 16

In patients with symptoms refractory to PPI therapy and suspected
supragastric belching as a confounding factor, we recommend using
multichannel intraluminal impedance-pH (Mll-pH) monitoring.

Certainty Level: Low Strength of Recommendation:

Strong in favor

Recommendation 17

We do not recommend using a barium esophagram study as the sole
diagnostic test for GERD.

Certainty Level: Low Strength of Recommendation:

Conditional against

Question 2: What are the most appropriate pharmacological treatments for the management and prevention of

recurrences in GERD?

Recommendation 18

We suggest the use of alginate for the control of symptoms (heartburn
and regurgitation) in patients with GERD.

Certainty Level: Very low Strength of Recommendation:

Conditional in favor

Good Practice Point 1

In patients with GERD, alginate provides benefits as a rescue
medication for symptom control (particularly postprandial and
nocturnal) and can be used alone or in combination with an acid
suppressant.

Recommendation 19

In patients with symptomatic and confirmed GERD with predominant
heartburn, we recommend medical treatment with PPIs at the lowest
possible dose and for the shortest possible duration while initiating a
discussion about long-term treatment options.

Certainty Level: Moderate Strength of Recommendation:

Strong in favor

Recommendation 20

We recommend PPI therapy rather than histamine-2 receptor
antagonists (H,RAs) for the healing of erosive esophagitis.

Certainty Level: High Strength of Recommendation:

Strong in favor of PPls

Clinical Practice Guideline for the Diagnosis and Treatment of Gastroesophageal Reflux Disease (GERD) in Adults: 2025 Update 21



Recommendation 21 Recommendation 26

We recommend treatment with PPIs rather than H, receptor We suggest considering PP therapy (standard dose divided twice daily
antagonists (H,RAs) for the maintenance of healing in erosive for 8-12 weeks) in patients with extraesophageal manifestations and
esophagitis. GERD symptoms, or in those with objective evidence of GERD.
Certainty Level: Moderate Strength of Recommendation: Certainty Level: Low Strength of Recommendation:
Conditional in favor Conditional in favor
Recommendation 22 Recommendation 27
We recommend administering PPIs 30 to 60 minutes before meals to We recommend the use of any available PPI, as no significant
control GERD symptoms. differences have been found among PPI groups in their therapeutic
effect for GERD.
Certainty Level: Moderate Strength of Recommendation:

Certainty Level: Moderate Strength of Recommendation:
Strong in favor

Recommendation 23 Recommendation 28

In patients with GERD who do not have erosive esophagitis or Barrett's
esophagus, and whose symptoms have resolved with PP therapy,

we suggest attempting discontinuation or switching to an on-demand
regimen in which PPIs are taken only when symptoms appear and
stopped when symptoms resolve.

Strong in favor

We suggest paying special attention to patients at higher risk of

bone, kidney, or nutritional disorders (iron, vitamin D, vitamin B, ,,
magnesium) during long-term PPI use, since—although a definitive
causal relationship has not been established—there is clinical concern
regarding the potential for adverse events.

Certainty Level: Low Strength of Recommendation: Certainty Level: Very low Strength of Recommendation:
Conditional in favor Conditional in favor
Good Practice Point 2 Recommendation 29
In patients with GERD who require maintenance therapy with PPIs, PPIs and potassium-competitive acid blockers (PCABs) are
we suggest administering the minimum dose that effectively controls recommended as the drugs of choice for the treatment of acid reflux.
symptoms and maintains healing of reflux esophagitis; however, . .
treatment should|be tailored toleach case. Certainty Level: Moderate Strength of Recommendation:

Strong in favor

Good Practice Point 3
Good Practice Point 4

We recommend maintenance therapy with PPIs for patients with

esophagitis grades B, C, and D (Los Angeles classification). Antireflux We recommend that maintenance treatment for GERD successfully
surgery may be considered in selected cases, such as young patients managed with PPIs or PCABs consist of continuous PPl or PCAB

who prefer to avoid long-term medication or in those with predominant administration, followed by gradual dose reduction until transitioning
regurgitation. to on-demand use for symptom recurrence. This strategy should be

tailored to each case and guided by clinical follow-up.

Recommendation 24
Recommendation 30

We suggest on-demand or intermittent PPI therapy for controlling ] ] S
heartburn symptoms in patients with non-erosive reflux disease. We suggest using PCABs as an appropriate therapeutic option for the
treatment of erosive GERD.

Certainty Level: Low Strength of Recommendation: i .
Conditional in favor Certainty Level: Moderate Strength of Recommendation:

Conditional in favor

Recommendation 25
Recommendation 31

We recommend continuous PPI therapy in patients with Barrett's

esophagus to control symptoms and prevent progression to dysplasia We do not recommend treating GERD with a prokinetic agent unless

or esophageal adenocarcinoma. there is objective evidence of gastroparesis.

Certainty Level: Moderate Strength of Recommendation: Certainty Level: Low Strength of Recommendation:
Strong in favor Strong against
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Good Practice Point 5

We do not recommend sucralfate for the treatment of GERD (except
during pregnancy).

Recommendation 32

We recommend, as therapeutic options for patients with refractory
GERD, increasing the PPI dose, switching to another PPI within the
same therapeutic class, using PCABs, or considering antireflux surgery
(which may be an option in selected patients).

Strength of Recommendation:
Strong in favor

Certainty Level: Moderate

Question 3: What are the most appropriate non-pharmacological treatments for managing GERD?

Good Practice Point 6

Patients with GERD symptoms and unequivocal evidence of reflux
esophagitis of grade B or higher, who are not taking PPIs, may be good
candidates for antireflux surgery.

Recommendation 33

We recommend antireflux surgery performed by an experienced
surgeon as a long-term treatment option for patients with objective
evidence of GERD—particularly those with severe reflux esophagitis
(Los Angeles classification grades C or D), large hiatal hernias
(symptomatic, >5 cm), adverse reactions to PPIs, objectively confirmed
weakly acidic reflux in selected cases with clear symptom association,
regurgitation as the predominant symptom, or patient preference.

Strength of Recommendation:
Strong in favor

Certainty Level: Moderate

Recommendation 34

In patients with GERD symptoms, we recommend lifestyle
modifications: weight loss for those who are overweight or obese,
smoking cessation, elevation of the head of the bed, and avoiding
meals within three hours before bedtime.

Strength of Recommendation:
Strong in favor

Good Practice Point 7

We recommend the left lateral decubitus position to improve nocturnal
esophageal acid exposure. In addition, patients should avoid foods
they personally identify as symptom triggers. Evidence on dietary
restriction in GERD remains limited, although avoiding foods (fatty or
spicy meals, tomato, dark beverages such as chocolate and coffee,
and alcohol) that consistently and predictably worsen symptoms should
be considered.

Certainty Level: Low

Question 4: In patients with GERD after sleeve gastrectomy, should screening endoscopy be performed to prevent

Barrett’s esophagus and esophageal adenocarcinoma?

Recommendation 35

In patients with reflux symptoms after sleeve gastrectomy, we suggest
an endoscopic evaluation. In asymptomatic patients following sleeve
gastrectomy, we suggest screening endoscopy three years after the
procedure and every five years thereafter. If Barrett's esophagus is
detected in this population, we recommend follow-up according to
current guidelines for Barrett's esophagus surveillance.

Strength of Recommendation:
Conditional in favor

Certainty Level: Very low

Recommendation 36

In patients with GERD symptoms but without alarm features, we
suggest endoscopic evaluation in those with risk factors for Barrett's
esophagus (family history of Barrett's esophagus or esophageal
adenocarcinoma; GERD plus at least one other risk factor [=50 years
of age, male sex, White race, smoking, or obesity]).

Certainty Level: Very low quality ~ Strength of Recommendation:
Conditional in favor

Clinical Practice Guideline for the Diagnosis and Treatment of Gastroesophageal Reflux Disease (GERD) in Adults: 2025 Update 23



Question 5: What are the most appropriate management strategies for patients with GERD who present with
extradigestive manifestations?

Recommendation 37 Good Practice Point 10

We suggest that patients with extraesophageal manifestations of Demonstrating erosive esophagitis on endoscopy establishes the
GERD but without typical symptoms (heartburn, regurgitation) undergo diagnosis of GERD but does not confirm that GERD is the cause of the
reflux testing for evaluation before initiating PPI therapy. extraesophageal symptoms.
Certainty Level: Low Strength of Recommendation:

Conditional in favor Recommendation 38

We suggest not using laryngoscopic findings as a standalone

diagnostic tool to attribute laryngopharyngeal or extraesophageal
: ; . symptoms to GERD.
Patients with extraesophageal symptoms should not receive PPI
or PCAB treatment unless GERD has been objectively confirmed. Certainty Level: Low Strength of Recommendation:
We recommend performing upper gastrointestinal endoscopy or pH Strong against

monitoring with impedance.

Recommendation 39

Good Practice Point 9 . } o
In patients treated for GERD, surgical or endoscopic antireflux
We suggest using upper gastrointestinal endoscopy to assess procedures are recommended only for those with objective evidence
mucosal integrity and complications in patients with asthma, chronic of reflux.

cough, or laryngopharyngeal reflux associated with GERD symptoms.
It should not be used as a standalone diagnostic test to attribute
extraesophageal symptoms to GERD, and when normal, it should

be complemented by reflux monitoring (24-hour pH monitoring with
impedance).

Certainty Level: Low Strength of Recommendation:
Conditional in favor

Question 6: How should GERD be diagnosed and treated during pregnancy and lactation, considering the efficacy
and safety of different therapeutic options?

Good Practice Point 11 Good Practice Point 14
Lifestyle and dietary modifications should be considered the first-line The preferred antacids are those containing calcium in normal
treatment during pregnancy; however, if heartburn is sufficiently severe, therapeutic doses, given the additional benefit of this treatment in
pharmacologic therapy should be initiated after medical consultation. preventing hypertension and preeclampsia.

Good Practice Point 12 Good Practice Point 15

Lifestyle modification measures include elevating the head of the Antacids containing bicarbonate or magnesium trisilicate are not
bed and lying on the left lateral side, reducing or avoiding foods that recommended during pregnancy.
may trigger reflux (e.g., fatty or spicy foods, citrus fruits, carbonated

beverages, alcohol), and avoiding lying down within three hours after
eating. Good Practice Point 16

In patients who continue to experience GERD symptoms while taking
Good Practice Point 13 antacids or alginates, sucralfate may be the next pharmacologic option
(1 g oral tablet, three times daily).

If symptom relief is not achieved through lifestyle modification,
pharmacologic therapy may be initiated, beginning with antacids.
Calcium-, aluminum-, and magnesium-based antacids are
recommended as needed as second-line treatment for GERD during
pregnancy.
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Good Practice Point 17 Good Practice Point 18

If symptoms persist with antacids alone, H, receptor blockers may be
combined with antacids. The combination of H, receptor blockers and
antacids should be considered the third-line treatment for GERD during
pregnancy.
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