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ABSTRACT: Gastroesophageal reflux disease is 

one of the most common upper gastrointes-

tinal disorders and accounts for considerable 

symptom burden and health care use. If left 

untreated, it can lead to complications such 

as esophagitis, strictures, Barrett’s esophagus, 

and esophageal adenocarcinoma. However, 

most patients can be managed in primary care 

using a structured approach. The disease is 

generally diagnosed clinically; in patients with 

typical symptoms of heartburn and regurgita-

tion without alarm features, an empiric trial 

of proton pump inhibitors serves as first-line 

therapy. Diagnostic endoscopy is reserved for 

those with alarm features, inadequate response 

to optimized therapy, or risk factors for Barrett’s 

esophagus. Patients with persistent or atypical 

symptoms despite optimized therapy warrant 

further evaluation, such as upper endoscopy 

and esophageal function testing, including 
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esophageal manometry and pH testing. Anti-

reflux surgery may be considered in carefully 

selected patients, and laparoscopic fundo-

plication can offer relief in selected patients. 

Newer options such as magnetic sphincter 

augmentation and endoscopic techniques 

have limited roles.

Gastroesophageal reflux disease 
(GERD) is one of the most com-
mon gastrointestinal disorders 

affecting Canadians; it impacts up to 1 in 5 
adults and is responsible for a large propor-
tion of primary care visits.1 Its symptoms, 
often dismissed as benign heartburn or 
indigestion, can erode quality of life; dis-
rupt sleep; and lead to complications such 
as esophagitis, strictures, Barrett’s esoph-
agus, and esophageal adenocarcinoma if 
left untreated. Given its high prevalence, 
GERD is a condition that primary care 
providers are uniquely positioned to man-
age effectively. With a thoughtful approach 
that emphasizes history-based diagnosis, 
rational use of pharmacological manage-
ment, lifestyle counseling, and appropri-
ate follow-up, most patients can achieve 
excellent outcomes in a primary care set-
ting without specialist referral. This article 
provides an evidence-based approach for 
primary care clinicians to navigate GERD 
confidently and helps them recognize when 
reassurance and education suffice and when 
escalation or further investigation by a gas-
troenterologist is warranted.

Clinical cases, part 1
Case 1
Aarti, a 38-year-old woman, reports a 2-year 
history of heartburn one or two times per 
week, often after eating spicy food or late- 
evening meals. She takes 20 mg of omepra-
zole as needed with meals, when symptom-
atic. She finds some relief, but symptoms 
continue to recur. She has no dysphagia, 
weight loss, anemia, or alarm features [Box]. 
She prefers to avoid daily medication if 
possible. How would you manage Aarti’s 
current symptoms and proton pump in-
hibitor use?

Case 2
David, a 46-year-old man, has had daily 
heartburn for years. He has a 50-pack-year 
history of smoking. His BMI is 31. He has 
been on 40 mg of esomeprazole twice daily 
for 6 weeks, with minimal improvement. He 
reports no dysphagia, odynophagia, weight 
loss, or gastrointestinal bleeding. What are 
the next steps in his management, and does 
he need an upper endoscopy? 

Pathophysiology
The Montreal Consensus defines GERD as 
a multifactorial condition in which gastric 
contents reflux into the esophagus, caus-
ing troublesome symptoms and/or com-
plications.2 The esophagogastric junction, 
comprising the lower esophageal sphincter 
and crural diaphragm, normally prevents 
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reflux, but it can be compromised by tran-
sient lower esophageal sphincter relaxations; 
low basal lower esophageal sphincter pres-
sure; or anatomical defect, such as hiatal 
hernia.3 Acid and bile exposure can trigger 
mucosal injury via inflammatory media-
tors.3 Impaired clearance from upper gas-
trointestinal dysmotility or xerostomia, as in 
Sjögren’s syndrome, may prolong refluxate 
contact time. Symptom severity varies with 
mucosal sensitivity and may not correlate 
with acid exposure.3 

Chronic acid and bile reflux can erode 
the esophageal squamous epithelium, lead-
ing to inflammation and ulceration (reflux 
esophagitis).3-5 Repeated injury and sub-
sequent fibrosis during the healing process 
can cause stricture formation and significant 
dysphagia. This cycle of injury and healing 
in the distal esophageal squamous lining can 
cause progenitor cells at the gastroesopha-
geal junction to accumulate somatic muta-
tions and reprogram themselves, forming 
metaplastic columnar epithelium, which 
is more resistant to acid.6,7 This specialized 
intestinal metaplasia, known as Barrett’s 
esophagus, represents a premalignant con-
dition in approximately 1% to 2% of the 
general population and up to 10% to 15% 
of patients with chronic GERD.6 Barrett’s 
esophagus progresses along a metaplasia– 
dysplasia–carcinoma sequence, from non
dysplastic metaplasia to low-grade dysplasia, 
high-grade dysplasia, and eventually in-
vasive esophageal adenocarcinoma.6,7 Al-
though the annual risk of progression to 
cancer in nondysplastic Barrett’s esophagus 
is low (approximately 0.5% per year), the 
high prevalence of Barrett’s esophagus in 
the population makes it the predominant 
precursor lesion for esophageal adenocarci-
noma, with most cases arising through this 
metaplastic–dysplastic pathway.7

Clinical presentation  
and diagnosis 
Symptoms
Typical GERD symptoms include heart-
burn (substernal burning toward the throat); 
regurgitation of sour/bitter contents; and 
chest pain, which can mimic cardiac pain.5 

Regurgitation should be distinguished from 
rumination, in which involuntary abdomi-
nal contractions cause the return of recent-
ly ingested food. The latter usually occurs 
while eating or shortly after eating, where 
the content tastes similar to the material 
just ingested; the content is often chewed 
again and swallowed back down.5 

The Lyon Consensus, an expert state-
ment that provides objective diagnostic 
thresholds for GERD, also describes gastric 
belching, a physiologic venting of air that 
may precipitate reflux, and supra-gastric 
belching, a behavioral pattern of rapid 
air entry/expulsion before entry into the 
stomach.5 Differentiating these symptoms 
is important in patients who are thought 
to have proton pump inhibitor–refractory  
GERD, in which case their esophageal symp-
toms are persistent despite good compli-
ance with a course of single- or double-dose  
proton pump inhibitor, taken 30 minutes 
before a meal, for 4 to 8 weeks. 

Patients may report cough, hoarseness, 
throat clearing, globus sensation, asthma-
like symptoms, nausea, and/or abdominal 
pain.5,6 In the absence of typical reflux 
symptoms, these have low sensitivity and 
specificity for GERD in isolation, and acid 
suppression is often ineffective.6 Chronic 
cough usually has multiple causes, including 
upper airway cough syndrome, postinfec-
tious respiratory diseases, postnasal drip, 
environmental exposures, ACE inhibitors, 
nonacid reflux, irritable larynx syndrome, 
and other cardiopulmonary pathologies. In 
addition, placebo response to proton pump 
inhibitors in this patient population can be 
high, with up to 42% of patients in placebo 
groups in randomized trials reporting ad-
equate relief of laryngeal or cough symp-
toms.8 When cough or laryngitis occurs 
without typical GERD symptoms, objective 
reflux testing (pH with impedance moni-
toring) off proton pump inhibitor therapy 
should precede antacid therapy.5 Globus 
hystericus is more often linked to visceral 
hypersensitivity and hypervigilance and 
often responds better to neuromodulators, 
such as low-dose tricyclic antidepressants.6 
If atypical symptoms accompany typical 

GERD symptoms in the absence of alarm 
features, an up-front 8- to 12-week proton 
pump inhibitor trial is reasonable; nonre-
sponders should be referred for objective 
reflux monitoring.5

Evaluation and diagnosis
Alarm features—dysphagia, odynophagia, 
gastrointestinal bleeding or anemia, weight 
loss, recurrent vomiting, or choking—are 
uncommon in GERD and warrant fur-
ther investigation, including early upper 
endoscopy.4 Without alarm features, a 4- 
to 8-week proton pump inhibitor trial is 
diagnostic of GERD if symptoms resolve. 
Partial relief may justify twice-daily dos-
ing for another 4 to 8 weeks. No response 
should prompt further investigation.4 In 
resource-rich settings, up-front esophageal 
pH monitoring off proton pump inhibitor 
therapy is suggested for atypical presenta-
tions or proton pump inhibitor nonresponse 
before long-term therapy or invasive man-
agement is initiated.4,5 Generally, an upper 
endoscopy is indicated before any esopha-
geal function testing, which allows objec-
tive evaluation for alternative diagnoses, 
such as esophageal dysmotility, functional 
heartburn, or esophageal hypersensitivity.

Up-front upper endoscopy is recom-
mended for patients with alarm features or 
Barrett’s esophagus risk factors: older than 
50 years of age, male sex, central obesity, 
Caucasian race, tobacco use, GERD for 5 
years or longer, or a family history of Bar-
rett’s esophagus or adenocarcinoma.4 

BOX. Alarm features in gastroesophageal reflux 
disease (GERD).

The following symptoms are rare 
in GERD and warrant further 
investigation:

•	 Dysphagia

•	 Odynophagia

•	 Gastrointestinal bleeding or 
anemia

•	 Weight loss

•	 Recurrent vomiting

•	 Choking
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The Los Angeles Classification grades  
endoscopic appearance of erosive esopha-
gitis from A (≤ 5 mm mucosal breaks not 
bridging folds) to D (≥ 75% circumferen-
tial injury) [Figure 1].9 Objective endo-
scopic evidence of GERD includes the 
presence of grade B, C, or D esophagi-
tis; Barrett’s esophagus; peptic stricture; 
or previous abnormal pH monitoring off 
proton pump inhibitor therapy.5 The yield 
of initial upper endoscopy for GERD can 
increase with discontinuing proton pump 
inhibitor therapy for 2 to 4 weeks.4 The 
absence of visible esophageal mucosal inju-
ry on endoscopy may suggest nonerosive 
GERD and represents most GERD cases. 
If clinically relevant, it can be followed up 
with pH testing to objectively document 
the presence of pathologic GERD4,5—for 
example, in cases of proton pump inhibitor 
nonresponders. However, given the limited 
access to esophageal function testing, judi-
cious use of resources should be considered.

Barrett’s esophagus—salmon-colored, 
velvety mucosa with histologic intestinal 
metaplasia—confirms GERD and requires 
surveillance.4 Barrett’s esophagus is grad-
ed endoscopically using the Prague C&M 
Classification (outlining the circumferential 
extent and maximal length of involved tis-
sue) and requires careful 4-quadrant biop-
sies every 1 to 2 cm per the Seattle Protocol, 
with specific care to target suspicious- 
appearing lesions.10 Endoscopic surveil-
lance intervals depend on the presence of 
dysplasia. When there is no dysplasia, upper 
endoscopy is recommended in 3 to 5 years; 

if it is indefinite for dysplasia after review 
by two dedicated gastrointestinal patholo-
gists, a repeat endoscopy should be done 
in 6 to 12 months after adequate acid sup-
pression.10 Preferably, low-grade dysplasia 
should be referred for endoscopic eradi-
cation (otherwise, surveillance should be 
conducted every 6 to 12 months).10 Visible 
high-grade dysplasia or intramucosal carci-
noma must be endoscopically resected, with 
close endoscopic follow-up at 3, 6, and 12 
months, and annually thereafter.10

The updated Lyon Consensus defines 
“actionable GERD” as Los Angeles grade 
B, C, or D esophagitis; long-segment Bar-
rett’s esophagus (longer than 3 cm); peptic 
stricture; more than 80 reflux episodes; or 
distal esophageal acid exposure time great-
er than 6% on a 24-hour catheter-based 
study.5 Further details of these investiga-
tions are outside the scope of this article. 
Overall, this physiologic framework helps 
direct therapy and avoid overtreatment, 
especially with prolonged proton pump 
inhibitor use in functional heartburn or 
reflux hypersensitivity.

Noninvasive testing
Ambulatory esophageal pH or pH–
impedance monitoring is the gold stan-
dard for confirming conclusive pathologic 
GERD, defined as distal esophageal acid 
exposure time greater than 6% or more than 
80 reflux episodes over 24 hours off proton 
pump inhibitor therapy.4,5 Testing is indicat-
ed when diagnostic uncertainty exists; when 
there is incomplete proton pump inhibitor 

response; and before antireflux surgery in 
patients with typical GERD symptoms who 
have minimal or no endoscopic findings, 
yet symptoms persist despite optimal use of 
proton pump inhibitors.4 In a resource-rich 
region where access to esophageal function 
testing is readily available, patients with 
atypical reflux symptoms, such as cough, 
sore throat, or globus, with no heartburn or 
acid regurgitation, should undergo up-front 
esophageal manometry and pH testing off 
proton pump inhibitors. 

Catheter-based pH–impedance moni-
toring detects acidic and nonacidic reflux 
and allows the correlation of reflux episodes 
with reported symptoms.4 Another modal-
ity includes wireless capsule monitoring 
(Bravo test), implanted in the distal esopha-
gus during upper endoscopy, which allows 
recording of distal acid exposure time up 
to 96 hours. Barium swallow is not recom-
mended solely for reflux diagnosis, because 
reflux seen on esophagram is not diagnostic 
of pathologic GERD.4 

Currently, the motility lab at Vancou-
ver General Hospital serves as the centre 
for excellence in BC; it accepts referrals 
for patients with gastrointestinal motility 
disorders throughout the province, while 
offering evidence-based, up-to-date report-
ing of esophageal function testing, based on 
rapidly evolving literature. The lab is also 
involved in research on esophageal disor-
ders, including esinophilic esophagitis and 
esophageal motility disorders. However, 
resources remain limited; therefore, patients 
are reviewed and accepted from specialty 

FIGURE 1. Simplified schematic representation of the Los Angeles Classification of reflux esophagitis. Grades are shown according to the extent and 
circumferential involvement of mucosal breaks at the distal esophagus. The classification system is based on the original definitions described by Lundell 
and colleagues.9  This figure was created by the authors for educational purposes and does not reproduce or adapt any previously published illustration.

Grade A Grade CGrade B Grade D

≤ 5 mm  ≥ 75%
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services based on stringent criteria, outlined 
on the BC centralized referral form. 

Management
Lifestyle and dietary measures
Adjunctive lifestyle changes are recom-
mended, although evidence of their benefits 
is modest. Even moderate weight loss in 
overweight patients consistently improves 
symptoms.4,11 Other measures include el-
evating the head of the bed, particularly for 
nocturnal symptoms; avoiding recumbency 
after meals for 4 hours; and limiting late-
night eating or snacking.4,11 Smoking cessa-
tion and reduced alcohol intake are advised, 
because both smoking and alcohol impair 
lower esophageal sphincter function.3,4 
Trigger-food avoidance is reasonable when 
individualized; common culprits include 
caffeine, chocolate, peppermint, spicy foods, 
citrus, and fatty meals.4 Lifestyle measures 
may reduce symptoms but rarely replace 
pharmacological therapy in severe reflux.

Pharmacotherapy
Proton pump inhibitors are first-line therapy 
for reflux esophagitis and are superior to H2 
blockers for symptom control and mucosal 
healing.4,5 Standard dosing is once daily, 30 
minutes before breakfast, with improvement 
expected in 4 to 8 weeks; erosive esophagitis 
usually requires 8 weeks or longer, with more 
than 80% healing.4 Severe esophagitis (Los 
Angeles grade C or D) or Barrett’s esopha-
gus may warrant higher-dose therapy (twice 
a day or double strength),5 with indefinite 
use likely required to avoid recurrence and 
risk of further progression of Barrett’s dys-
plasia to esophageal cancer.10,12,13

Beyond symptom control, proton pump 
inhibitors may provide chemopreventive 
benefit in Barrett’s esophagus. Observa-
tional studies and meta-analyses suggest 
that long-term proton pump inhibitor 
therapy is associated with a reduced risk 
of neoplastic progression, likely through 
sustained acid suppression and reduction 
of inflammation-mediated DNA injury.12 
The AspECT trial indicated that high-dose 
proton pump inhibitor therapy (40 mg of 
esomeprazole twice daily), particularly 

when combined with aspirin (300 to 325 
mg daily), significantly prolonged the time 
to the composite endpoint of high-grade 
dysplasia, esophageal adenocarcinoma, or 
death, compared with standard-dose proton 
pump inhibitor therapy alone.13 However, 
routine use of high-dose aspirin for chemo-
prevention is not recommended in current 
gastrointestinal practice due to bleeding risk 
in patients without another clear indication 
for chronic antiplatelet therapy.14

Patients metabolize CYP2C19 at vary
ing rates, so their GERD response can 
vary depending on the proton pump in-
hibitor used. First-generation proton 
pump inhibitors (e.g., omeprazole, lanso-
prazole, pantoprazole) are more affected 
by rapid-metabolizer phenotypes; in non
responders, switching to second-generation 
proton pump inhibitors (e.g., rabeprazole, 
esomeprazole, dexlansoprazole) that are 
less influenced by CYP2C19 metabolism 
polymorphism should be considered if their 
higher cost is acceptable to the patient.15

Clinically important adverse effects 
from chronic proton pump inhibitors are  
rare, and in high-quality randomized, 
placebo-controlled studies conducted over 
multiple years, they were generally not sta-
tistically different from placebo; a small 
excess of enteric infections may occur.16 
In meta-analyses, proton pump inhibitors 
have been linked to Clostridioides difficile 
infection, but effect sizes are modest (typi-
cal pooled odds ratio ~1.3 to 2.3 [i.e., < 3]) 
and subject to confounding.16,17

H2 blockers can relieve mild or break-
through symptoms, but they are less 
effective than proton pump inhibitors in 
healing erosive esophagitis and are prone to 

tachyphylaxis.5 A notable side effect is gyne-
comastia, particularly with cimetidine.18 

Alginates form a “raft” barrier, are safe 
in pregnancy, and are useful as adjuncts in 
partial proton pump inhibitor responders or 
those with nonacid reflux.19 Baclofen reduc-
es transient lower esophageal sphincter 
relaxations but is limited by CNS effects.4 
Antacids provide only short-term relief by 
neutralizing acid and require caution and 
monitoring in patients with renal impair-
ment.20 Prokinetics (e.g., metoclopramide, 
domperidone) are reserved for coexisting 
gastroparesis or functional dyspepsia.14 For 
metoclopramide, Food and Drug Adminis-
tration labeling limits use to a maximum of 
12 weeks due to tardive dyskinesia risk and 
advises caution for QT prolongation and 
arrhythmia risk; RCT and observational 
data show effects on QT dynamics.21,22 The 
same potential cardiac side effect may be 
seen with domperidone.22

Vonoprazan (a potassium-competitive 
acid blocker) is Food and Drug Adminis-
tration approved in the United States for 
Helicobacter pylori eradication (dual/triple 
packs) and for erosive GERD/mainte-
nance; currently, the class is not approved 
in Canada.23,24

Once symptoms are controlled, we 
recommend stepping down proton pump 
inhibitors to the lowest effective dose. If 
GERD symptoms are under control, con-
sideration can be given to using proton 
pump inhibitors on demand, or intermit-
tently in nonerosive reflux disease. Severe 
esophagitis or chronic symptoms may re-
quire long-term therapy and reassessment 
on a case-by-case basis [Table].

Surgery
If symptoms persist, first confirm adher-
ence to, dosing of, and timing of proton 
pump inhibitor therapy, which should be 
30 to 60 minutes pre-meal dosing. True 
refractory GERD—persistent symptoms 
despite twice-daily proton pump inhibitor 
therapy for 4 to 8 weeks—requires objec-
tive testing: upper endoscopy followed by 
esophageal manometry and pH–imped-
ance monitoring off proton pump inhibitor 

Proton pump inhibitors 
are first-line therapy for 

reflux esophagitis and are 
superior to H2 blockers 

for symptom control 
and mucosal healing.
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if esophagogastroduodenoscopy shows 
no abnormalities.5 This is to distinguish 
esophageal dysmotility and pathologic 
reflux from esophageal hypersensitivity or 
functional heartburn, where the latter often 
responds better to neuromodulators such 
as low-dose tricyclic antidepressants.4 In 
patients who remain symptomatic despite 
optimized therapy, CYP2C19 genetic vari-
ability should be considered. Rapid and 
ultrarapid metabolizers can demonstrate 
increased hepatic clearance and subthera-
peutic acid suppression; switching to proton 
pump inhibitors that are less affected by 
CYP2C19 metabolism (e.g., esomeprazole, 

rabeprazole, dexlansoprazole) can improve 
response.17 In proven GERD with good 
symptom association on pH testing that 
is partially or totally unresponsive to opti-
mized pharmacological and dietary thera-
pies, antireflux surgery may be considered 
in carefully selected patients. Laparoscop-
ic fundoplication offers durable relief in 
selected patients (e.g., young patients with 
severe erosive disease or large hiatal her-
nia),4 although 30% to 40% resume the 
use of proton pump inhibitors and 4% to 
10% require reoperation for complications 
such as gas bloat, dysphagia, or wrap failure 
within a few years after surgery.4,14 Newer 

options—magnetic sphincter augmentation 
and endoscopic techniques (e.g., transoral 
incisionless fundoplication, Stretta)—have 
limited roles and should preferably be con-
sidered in expert centres.4 Careful selec-
tion and physiologic testing are essential 
in ensuring a successful outcome. 

Clinical cases, part 2
Case 1 recommendation
Aarti has uncomplicated GERD with no 
alarm features. However, her proton pump 
inhibitor use can be further optimized by 
taking the proton pump inhibitor 30 to 60 
minutes before a meal for a 4- to 8-week 

Class/medication  
examples Indication Dosing Risks/side effects Monitoring

Proton pump inhibitors 
(PPIs):
•	 Omeprazole
•	 Esomeprazole
•	 Lansoprazole
•	 Pantoprazole
•	 Rabeprazole
•	 Dexlansoprazole

First-line therapy for 
typical GERD, erosive 
esophagitis, Barrett’s 
esophagus 

•	 Omeprazole 20 mg by mouth daily
•	 Esomeprazole 40 mg by mouth daily
•	 Lansoprazole 30 mg by mouth daily
•	 Pantoprazole 40 mg by mouth daily
•	 Rabeprazole 20 mg by mouth daily
•	 Dexlansoprazole 30 mg by mouth 

daily; 4- to 8-week initial trial

Side effects:
•	 Headache
•	 Diarrhea
•	 Nausea
Long-term risks:
•	 Hypomagnesemia
•	 B12 deficiency
•	 Infection
Documented side effects
are rare

Symptom response; 
consider periodic 
labs for long-term 
use

H2 receptor antagonists:
•	 Famotidine
•	 Cimetidine
•	 Nizatidine

Mild–moderate GERD, 
nocturnal symptoms; 
adjunct to PPI

•	 Famotidine 20 mg by mouth twice a 
day

•	 Cimetidine 400 mg by mouth twice a 
day

•	 Nizatidine 150 mg twice a day

Headache, dizziness, 
constipation, 
gynecomastia, 
tachyphylaxis with 
chronic use

Symptom response; 
renal function 
(dose adjust for 
glomerular filtration 
rate < 50)

Antacids:
•	 Aluminum/magnesium 

hydroxide
•	 Calcium carbonate

On-demand relief of 
mild/episodic heartburn

As needed Diarrhea, constipation, 
electrolyte imbalance 
(chronic use)

Not required for 
short-term use

Alginate compounds:
Sodium alginate

Adjunct for postprandial 
or breakthrough 
symptoms

2–4 tablets by mouth four times a day Constipation, diarrhea Symptom response

Mucosal protectants:
Sucralfate

Pregnancy; adjunct in 
refractory GERD

1 g by mouth two to four times a day Constipation, nausea, 
drug interactions

Not routinely 
required

Potassium-competitive 
acid blockers:
Vonoprazan (not FDA* 
approved)

Refractory GERD, erosive 
esophagitis (where 
available)

20 mg by mouth daily Similar to PPIs Symptom response

Transient lower esophageal 
sphincter relaxation reducer:
Baclofen

Refractory regurgitation, 
belch-predominant 
symptoms

10–20 mg by mouth three times a day CNS effects: drowsiness, 
confusion, dizziness

CNS side effects, 
renal function

Prokinetic agents:
•	 Metoclopramide
•	 Domperidone

GERD with coexistent 
gastroparesis

5–10 mg by mouth every 6–8 hours Extrapyramidal 
symptoms, drowsiness, 
fatigue, QT prolongation 

Neurologic side 
effects

TABLE. Pharmacological agents used in the treatment of gastroesophageal reflux disease (GERD). Adapted from Gyawali and colleagues.5

* United States Food and Drug Administration.
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trial. If effective, she can switch to antire-
flux medications as needed, if symptoms 
recur. She should be counseled on adjunc-
tive lifestyle measures, as discussed above 
[Figure 2].

Case 2 recommendation
David has proton pump inhibitor–refractory  
GERD, defined as persistent typical symp-
toms of GERD, despite optimized twice-
daily proton pump inhibitor therapy for 
4 to 8 weeks. He should be referred for 
consideration of upper endoscopy with 
esophageal biopsies, ideally off proton 
pump inhibitor therapy for 2 to 4 weeks 
to increase the yield of biopsies [Figure 3]. 
Endoscopic evaluation will allow clinicians 
to rule out mimickers such as eosinophilic 
esophagitis or peptic ulcer disease. If there 
are no abnormalities, esophageal manom-
etry may be indicated to assess esophageal 
motility disorders, followed by ambulatory 
pH or pH–impedance monitoring off pro-
ton pump inhibitor therapy to differen-
tiate pathologic GERD from esophageal 
hypersensitivity or functional heartburn. 
Proton pump inhibitor doses should not be 
taken more than twice a day; adjuncts such 
as baclofen, alginates, or neuromodulators 
may be considered after testing.

Conclusions
Gastroesophageal reflux disease is a preva-
lent and often chronic condition that can 
be effectively managed in the primary care 
setting using a structured, evidence-based 
approach. Most patients achieve symptom 
control through accurate clinical diagno-
sis, lifestyle modification, and rational use 
of proton pump inhibitors. Primary care 
physicians play a pivotal role in early rec-
ognition, appropriate empiric therapy, and 
patient education to prevent complications 
such as erosive esophagitis or Barrett’s 
esophagus. Diagnostic endoscopy should 
be reserved for those with alarm features, 
inadequate response to optimized thera-
py, or risk factors for Barrett’s esophagus. 
Patients with persistent or atypical symp-
toms despite optimized therapy warrant 
further evaluation, such as upper endoscopy 

FIGURE 2. Typical gastroesophageal reflux disease (GERD) management algorithm. Adapted from 
Kahrilas and colleagues.8

FIGURE 3. When to refer to gastroenterology. Adapted from Gyawali and colleagues.5

No further action 
required

Lifestyle modifications
•	 Weight loss (if overweight) 
•	 Head-of-bed elevation 
•	 Avoid late meals 
•	 Reduce triggers (e.g., caffeine, alcohol, 

chocolate)

Symptoms 
improve

Symptoms persist

Refer to 
gastroenterologist 

for consultation 
+/− endoscopy

Alarm features
•	 Gastrointestinal bleeding (melena or hematemesis)
•	 Iron deficiency anemia
•	 Progressive dysphagia
•	 Odynophagia
•	 Persistent vomiting or choking (not attributed to drugs or 

medications)
•	 Unintentional weight loss
OR CONSIDER IF
•	 Dysphagia or atypical symptoms (e.g., chest pain, chronic 

cough) are not clearly GERD related

Assess for Barrett’s esophagus screening
Consider one-time screening in patients with GERD > 5 years, 
and/or frequent symptoms (more than weekly), and three or 
more risk factors:
•	 > 5 years of GERD
•	 Age > 50 years
•	 Male
•	 Caucasian
•	 Obesity
•	 Smoking
•	 Family history of Barrett’s esophagus or esophageal cancer

Yes

Yes

No

Titrate to lowest 
effective dose with 

trial of deprescribing; 
consider on-demand  

or H2 receptor  
antagonist

Pharmacological therapy 
Proton pump inhibitor once daily for 8 
weeks
•	 Take at least 30 minutes before breakfast
•	 Consider proton pump inhibitor 

potency and cytochrome P450 variation

Symptoms 
improve

Partial response

Confirm adherence and timing;  
if appropriate, escalate to twice-daily 
proton pump inhibitor (before breakfast 
and dinner)

Symptoms 
improve

Refractory 
symptoms

Rule out eosinophilic 
esophagitis, achalasia, 
and functional heart-
burn with esophago-
gastroduodenoscopy 
off proton pump inhibi-
tor therapy; if normal, 
pH monitoring +  
manometry

Refer for endoscopy off proton pump 
inhibitor therapy

Refer for 
endoscopy
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and esophageal function testing, including 
esophageal manometry and pH testing. 

By applying current guideline-based  
management—emphasizing stepwise ther-
apy, periodic reassessment, and judicious 
investigation—primary care clinicians can 
manage GERD confidently and reduce un-
necessary referrals, and thus optimize both 
patient outcomes and health care resource 
use. n
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